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AIFIERGIANRE > WeEE BInE « = 2 BF - DIPEA BRI o /By » Tl %I 225140 »
DMF - DMA ~ NMP ~ THF ~ 14— Z[OZ15 ~ Z8F ~ BEReSF s MaR] - &
i~ “EROGEEIMBMIER - RHFANRSTER] R S RILE

[0083)] HEE1—90—1:

bl h SR AR T A Y 1K1 HY L Boc b

bl SR BRI OT A VIIKIHIR BUR E A Boc Z 1B - FRHE &K E
PRBRMEWRA: N I{EBocEARHE  (F RolE - AIFIZBEIAN - biilE - BERE - W b=t K =
ALBE - S BEd > P HIFHE = AR 2 (TMSCL) R4 # 1T XA Boc
{b - fE BT > e HIEREI40 - B2 - ReDCMEEIEfEM: AR - (E Bl EAE - 4HE

5554 B 256 H(BIHRHE)
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202313562

W E R0 - TMSCIEE2,2,2 — =& AfE 2 sHE S =R LR FADCM 2 4H & -

[0084] :PEE1—9—2:

SR SCIRBRRE CTAE MK AT ~ IR EAE - PR EEER R

i e SRR T A VTR ER s By 2 AB T » IR0 R AR Tl 558

TTIEEAL ~ AL - RELEERE L -

[0085] U771 (HESAR-EIHAC RGBSR B LB A L)

EPARTEAE T » bk B E > G - TR Besime S 1T e -
40 > BEFFHChem.Rev.1995, vol.95, n0.7, p.24575{ ACC.Chem.Res., vol.40, p.275F7
RLE A ETEOTAE - (E Rl 0 TTFIERGIA - REAEE - SELY) SIS - K
=W - DIPEAS g - (R BIREESN - RRESH K = 205 - (BRI » al5IZR (]
41 » THF ~ 14— _[[O0=]%E ~ DMF ~ DMA ~ NMP ~ HfE - Zf% ~ 2—NEE ~ K
SEAR - REHEIVRGTAR > W B THFS2 — NEF 2 R &7 K THRE /K
SR o {E R PA R ACES » DIHIEEEI4T - Chem.Rev.1995, vol.95, no.7, p.2457 ~
ACC.Chem.Res., vol.40, p.275 + FZACC.Chem.Res., vol.41, p. 1461308k » Wl
FsPdCl, (PPhy) 5~ Pd (PPhs) 4~ R [ 11— ( FEREE) %88 ) —&ik
8 (11) o RMEREEERBOCLLE -

[0086] 157%2 ( HFREAC BEFTE L e B LB AL )

FEPAENIFVEFAE T » (L&Y kI BLEE AR B TRE - 140 > A5
Fi|F Tetrahedron. 1992, vol.48, no.44, p.95775% Aldrichimica Acta.2005, vol.38, p.71
FracEl. s I AE T AE © {F R AR nIFE2 40 - THF ~ 1,4 — [[1Z]f5% - DMF -
DMA ~ NMPE G MAR]  RIHFATEG AR > BHERTHF « fEPARNI > w5
BA{|40 > Tetrahedron.1992, vol.48, no.44, p.9577 & Aldrichimica Acta.2005, vol.38,
p.71FTE2E%E ~ DUEPACL, (PPhy) 5~ Pd (PPhy) 4~ R (1,10 —%8 ( “3EEREL)
s ) —&(BSE (1) > #fFERPACL, (PPhy) o~ Pd (PPhs) 4~ K [(1,1°—

5555 B o 256 H(BIHREHE)
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202313562

(IRAEMA: ) s ) —gdbstt (1) -
(00871 U573 (HIBEEASE WBESECZREME) -

FEPA R CaJFAE T - (EAESP 1k EL ST 2 RAEAT S HE - B0 > BEA] A
Chem.Soc.Rev.2011 > vol.40 > p.5048FTa0 8k« 1 A E it o BHE 2RI B AL »
BIA0GE B = FH AR B LR - fF Rl > A5118RBI40 > =287 ~ DIPEA ~ DBU - Ik
DEZENE ~ R NaOAcTE ity - B f = LM K DIPEA - {E BsPdffg » o] 5122
40> PACl, (PPhs) »~ Pd (PPhy) 4~ [1L1°—% (ZCEMEEL ) 78 ) &It
g8 (1) ~Pd (OAc) ,~ KPd, (dba) 5 #FEPdCl, (PPh;) >~ Pd (PPh;) 4 -
ke DL —8 (2B ) s ) &bt (1D - fERCu > "IFIEHI -
BAL ~ DRI R B - EREE RS - (F ROB R > ISR RI40 > THF ~ 1.4
— _[EIZ]§% - DMF » DMA ~ NMP ~ DMSO ~ Hfg « 28 ~ 2 — WEE SR AR -
KILFHTRGER > BERTHEF -

(00881 754 (Hilt(L) °

FEPAERIFAE T » (ELEY kI B e i P B AR R A (TR IE - 1F Fotlig » =]
FIERGIa - =W ~ DIPEA ~ DBU -~ ORBESERE - ®i{H 5 = Z Mg Kt DIPEA - {E 5
Pdffd > AIFIERRIL0 - Pd (PPhs) JFOERYPASESY) > WiEER [ (45— (Z
A ) —9 9 “HED+NE+E]) —2— (20 —FE - LU -HERAE)
s (1) Bt - (F Ryl > Al #2854 > THE ~ 1,4 — [ Z ]k - DMF - DMA -
NMP - DMSO ~ HfE ~ ZFF ~ 2— NEEEEIAR] - KEFIESER WER
L4—Z[O515 -

[0089] HEE1—10:

BT HYIR(EECEE

HEOTEVIRYRER B R 2B - nRE{E(EEY BUR (B R b i
TTRIEMETIR(EEEAL « (ERER - a[5[E8RH40 > THF ~ 14— Z[OZ 5

5556 B o 256 H(BIHREHE)
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111146325 FEESE A0101 1112066629-0



202313562

DMF - DMA - NMPERMDER] » {52 FDMF o
[0090) EEE|—11 :
R T AP RV TBSE
HETAEYINR B AR 2B » {EEAVFEE T » AIEEmELaY1)Hitert
— TECHEZMGE (TBSCl) #TRIEMMBETTBSAL « 1F Follim - w52 H140 -
=W ~ DIPEA ~ BRMEER g » SRy = L0  (F R aRl » m] 522430 - THF ~ 1,4
— _[O% 1% - DMF ~ DMA ~ NMPEfi AR » d5i{E FsDME o
[0091] BB —12—1:
tsiE e SRR T AE 1K 2HY S TBSAE
el N BB R T AE KRR B TBSE 1B #E (B 1k 8ru T
B (i TR E M ETBS AR Bl o {FE R/aH » n]5I[# %0 » THF ~ 1,4— [
S0t - DMFEEMRMEAR] » #5¢{3 ATHF -
[0092) BB —12—2:
hsliE e SRR R T AR K2y A B
hea P BT R DT AE P AR EGRs A WY B 2 BT » #EE{b &) 1k2 8
W A T S FE T (S0 0Y LR e « VE Rylig - RIYIZRPIORBEER - S e RybkBER - 7E 5
BE > ARG - R - ABEER 0 BERHE
[0093] (—f&ELE—2)
—RREUE -2 BBUE(LEWIKINS—IE T -
[{E23]

3y

—
=,

1

B

=,

3y

—
=,

1

B

5557 B o 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

H
H
N
AL — LT
|
X Rig S R R
HoN R R 2.1 2 4

HO
X1/
— |
R4 N N
2-2 H
Rs Rs

2b
[0094] EE2—1:
BUTER1 — S[E R TR 7 AE ¥ hery s { LR (L -
AR —2
EOEBR1 — 6[EI R TR (T A ) 2al /K i -
WEE2—3
BUTER — TR TR R T Y2bIVBER (L - fEEITRER(E 2R » iR
BB - IR BEEER1 —9—1 ~ 1 —9—2801 — 10[E T4 FHEL T A P)2bHY 25
Bocft ~ BEBAb ~ &AL - WREME ~ Blit(E - JR(EEEIE -
(00951 (—A&®LE—3)
— DA 3RS B S S —IRET L
[{£24]
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202313562

© R
H 5
N
— > \\ //
/ ~ /

Rz Ra 3-1
\\ //
/ ~ / 1

[0096] 5EE3—1:

UG BR1 — 3[ER I TR CT A M) L cHIRRE -

HEE3—2

BOE B — TR TR HEE 0147 3l VB (L -

WEE3 -3

FRZEBR1 —4 ~ 1 =5 R 1 — 8[E Bl oy IR A TR T A W) 30855 ALl 177 4=
PINEZAEE ~ PREEERGAVIREE - R OTAYH sk (b ea taiahz (k-

(00971  (—AE#LE—4)

—EUE —ARERER (1) FrnZbaWh ZBARER (4) FTROR

ZHE o XiRy—N= Xoy—CF= > Re KRB &R T AL S VIR A ZRAVEUE Tk

[{E£25]

(}@

5559 B » 256 H(BIHREHE)
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202313562

[0098] HEE4—1:

L& Y4y L

FEBEEIFAE T > (ELEY4E (LG Y4bEITRE < (F Rotliy > AFIZRGIA0 -
ERER - M= T IEMEFESBIEA LY - BRI = - X BT ERIEN
2 JRALR G EFT BT T A b o (R R IIY) > SREE R U T A
b - (E BB TIFIZEEIL] » NMP ~ 1,3 — " HHE: — 2 — BRIGOE R S R i A7 -
PEE Ry 1,3 — AR — 2 — BRIEIER - S MR ERERI0CLLLE -

[0099] FEABI A LRSS FHE &Y eE 88 2R TEERTH
S ERR A R BRI =) -

[0100] FrgeLlFssie V2SS AR EEYZIBIY I dg H A%
HARREEEE AR (VR BOE R GVIRIPRE X fERELABERE F Rl a7 B B0R
BV RIS AR AV E BB - IR RS RS -

[0101] ABFREVEEYIHY T EESGEEL - BILIAT i FIZEE - FR&ES g
AT » S fEFAEREY) (B0 - SREREEY) - JERG Y st B
V) ZIE > HorasiE s PInI A EER - JREGRERYEE  BES
AR E (P10 > EEREA - BREENE - SRR ARCRRE e
) THETT -

[0102] fr—RefET - ABPRIEHERFHI~FNF 2 E—BENLE
Yy~ BRECERIEYIE ARy < BEEH ) -

[0103] - fE5—RBkET » ABIRIRHEEEHE | ~F U 2 E—REEH
{b&Y) - BEERI SV RA U o < ARG E M IR R e R B TR -

[0104] FETABIRIULEY) - BEUSEI &Y 2 HEREWY) BT
By (B> /e~ KB R 08 TR (BIOeERRE) OB - FHERA
oo NEAR R CI8BREAE)  JRAI B/ NG (RImI8EE ) /NGRHREE Ry B4
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202313562

HAIRO(E A LLE -

[0105] ReABI AV L&Y BEEOER G R AR JE I PR
STHMZ B - & T B R AR TR NS EIRIVIEE « I TRV FiR - 58
S HTHEEY) - T HAFMEERE - 0140 THRBABFL - E%
LIRG B 1kg £50.00001 ~5000mg#i £ /50.01 ~ 100mgHI & > ££1H ~ 38K T
1R - GHKET 2B > ol EatE a2 ~ 40T -

[0106] {ERBEGRAHET 5% » AIF I8 ED - &% T - EERT
AR T ~ ALANEET ~ BT ~ EART - BRI T ~ BBRENIET - BF
NI T ~ MARTFEEE/T « RAFHEER - SRR BT
{EE R T -

[0107] ABFREVEEY) - EEOSEI &R E BN bR —E BB (I
) MR o (ERILIEER] > AI5IEREIa0 - serl - PR - FURrkl - 5of| - 41
AR~ LR~ DURKMEEGE R YRR TR S IR © T8RS S R AT 4l 7 25
BHT 2 HE B METRE -

[0108]  biftfy & AU H| ol A B A LG Y) - B BRI &Y B gEER |- 7]
PEZHN IR TR S A B RIRY A TRE o (ERIELREIARIE] - w5128
Bisn - SR BRI (R - Sal -~ AEEE - TRER - U A
BT~ oy HicE] ~ MR~ FRmES R - R AL B -

[0109] {EEETE/] - RIFIEREIA - Bl OBty ~ B8ty - TR
F) M SRR - RRESS -

[0110]  fERREHI (ZEmEl) » HFIREH » JEEER - SN AR
R EWERERGER - 22 - B0 - SER - ol

(0111  fER&ESH - wIFIBREIA » B L IHEILIR e H R 3 L0 I 2
S > B R AR R E R EEY) -

6l B o 256 H(BIHRHE)
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202313562

(0112)  {EBHsRm » TIFIEREIN < FpaR A 2 - FoFr LR S
(Sodium carboxymethyl starch )~ SCHHEE 2 K ELISIERRSE « S8(LER (SR
B R EIE AN B R RIE R (S -

(0113] (EBISFE] » TISISEIN » B RS - S eSS
SHr EEE AR AR B - EVSEYE . 2RI £EL
5 ¢ R LSS -

(0114] (R BABUEREEM] » TISILRGIA - B > Bk Bk R &
o

(0115)  {E s TI5IERGIA - FRAS SRR B - 2 ROH S Y
5 RS - GRS R AR B EEARE ML bbR B B
Hol s R -

(O116] {5 By TISIERED - SAEE0TEY) (B - FTRIERE - %
B REESAE) - ISR - 2 KBRS (5 F i EE RS (sorbitan

sesquioleate ) - BEREARML#n - JAREERLEN - TR EEEA « R LIGURERE T A hiBe TS

&k
JIH
[e]

(0117]  {k Rip|rh 2 A RISGRREER - AI5IEEIL0 » By - EHE) - &K -

(0118]  {E R ENEMRIEFL LA - AIFIEREI - FILFEERES0 - HR L
\EhERERLEE40 ~ KR iERE (lauromacrogol ) ©

[0119]  #Ufth AR REULEY) - BEUEE & VHIEEE R ELBHGRIE
Bl - (s - RN 2EEE 50.01~100EE% -

[0120] {ERERARRIHEEY) BWEOSEI & VIFT R ETHY) < AHAEY
FEVESRIR o RIYIEREE ~ EURIA R 3Rk o BRI -

(0121]  fE R » WIFIEREIAN » iR (EMBr gk B s - SMtkes

5562 B o 256 H(BIHREHE)
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202313562

A ~ 18 FRENE A MR - SRR )~ EHREE (FRER
% (Hodgkin disease ) -~ FEMIRERMEEE) ~ ZRUFERE - BHEEPLE
{EEFEF MIR ROMEAYRE © FSRENE - nHAS B ISR S P RE S 240099 DAUR BESH
e (W - WEEERE - B - 'R 5E - KB (55 &R
SRS ) ~ B CONGERGRE - FR0NARRERE SR ) - SRR - FLOE - IEEERE
PRl - AR - AUYUIRRE - NEE - TEE (FENERE - FESRSE) -
SNFE - BT - BE - B RIER - TUReRRE - KEE (AR
BT ~ WRAHAGERE ~ FL 55 Y Paget [ - Merkel R AHIAERE ~ JTHRRE (BIANTHEERRE
BN )~ BERRRE - BE FEE) FEPRE o

[0122] W] EAAREE IR R EAERER IR AT A
& o (EREABRIVENR - a[5[#4140 - EGFR - FGFR ~ ALK ~ ROSI -~ PI3K -
BRAF - HRAS  KRASZNRAS -

[0123] A2 R LEY)  SWEOARISYI 1B - (F R -
PEE R I B A RASE RV » FrEBHIAEAKRASEZLE I EE (JLHIE/
MpEAtREE ) o X AE—EHPRET - JRREEANEARAFERLE - THER
RAFSEZFLEIRASEFHAE

(A =SCEMNEBRENLEY) - MEUABIEY BT » (ERE > BERH
MEARAFE RIS - FERIIWEABRAFEZAE L E (THEMHRER
)

[ it (]

(0124]  DIF - B Ehad] (BUEH Rend]) B — et AR
T ABARBRAZ IR LT E b -

[0125] [ &43EfH)])

NMR f# #7458 FFBRUKER /A 5] #IAVANCE 111 HD400 (400MHz ) Tfij#fT -

5563 B o 256 H(BIHRHE)
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(0129)]  AHE

PAS{ENY

EERIEE]

SRR AR |

DB
OV 2000 RIS i) S Gl O - "‘V\
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NN T AR ORI

\1“ I

N 9 A
»L‘a\ Ih ! »%

(OI31)] AL

WA T

4365 11 0 JL 256 LICGRITRIED

2210- 186 7DARLE W

WAL L0660 10



202313562

34— & —2— ((2—F—4—BEE O k) — 5 — B H L (5.50g »
13.1mmol ) AYHZE (44mL) FEMeOH (11mL) JEESMIZRAA1ZE0TC » R0
% _BEHESHEW I CROAK (21.8mL > 13.1mmol ) » L2 R 1HFE64/ NI ©
R EREYIFIRINZEE (0.748mL ) » EATEERRYE - KATE < A LIEL (2
i/ LB B ) HEATHEEL » JEE HitEERR (LAY (5.01g 0 88%) -

LCMS m/z : 436 (M+H) ~

HPLCREFIE © 1.0078# (H{&(4D)

[0133] {b&tpa2 :

34— "Fm—2— (2—Fm—4—HEERE) —5— [ (E) — [ (4—HESFE)
Fsfiz ELES A (sulfony] hydrazinilidene) ) FHEL ) S5 H g EH S

[{£27]

0._0O
-
H F
N
o. 0O
N’ N
TN F I
H F

34— @ —2— (2—®\m 4R E) —5— HIRAEHEEHEs (b

oy

#jal > 5.00g » 11.5mmol ) AYEtOH (100mL ) F&)% 7% RiN4 — B A iR iR
B (2.14g > 11.5mmol ) -~ {EZRIBFES/ NI - R ERSYIETREERER - I
IEHE (150mL) -« SAIZE0C » W% » DICE (30mL) #ETEL &S AE
fe IERA{LEY) (7.05g » quant.) -

LCMS m/z : 604 (M+H) *

HPLCRFFIFHE © 1.065788 (T R(4FD)

5566 B o 256 H(BIHRHE)
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202313562

[0134) {E&a3
N— (24— ZHIEATE) —3—f —4— g —2—f7

[{£28]

e
~0 F

2,3 — &, —4—HRIEE (2.09g > 8.67mmol ) BYNMP (32mL ) 57K R0
=2 (3.63mL > 26.0mmol ) Fz1— (24— _“HEEFE) HiFER (3.26mL >
21.7mmol ) - FE100°CHF1.S/NEf » AEREREYIFIRINK - LB JBaiE T2
HY o A TRRE L3 BB/ T - W LA KR B sl i HLRA IR - (I PREZE
Rl - EITIRERRYE - RiATfe 2 BA DY B EML @i (Sl LM LfE) #AT
faE - ST RIHIRYTE ZARELEY) (3.20g 0 95%) -

LCMS m/z : 389 (M+H) ~

HPLCOREFHFE] * 0.945588 (rAriR(:C)

[0135] {L&%jad
(2— [ (24— ZHEERE) WARE ] —3—sltke —4—5 ) Wil

[{£29]

H ¢ OH
o

BIN— (24— _HEEATE) —3—&m 4wt —2— ¢ ({b&Pas
2.70g » 6.96mmol ) ~ [1,1—%8 (FEREL) s ) gt (II) &
hipk®) (568mg » 0.696mmol ) ~ ZFE&#f (2.05g > 20.9mmol ) Kz R SHUTEE %
fis (bis(pinacolato)diboron) (2.65g » 10.4mmol ) fy1,4— [ 2= (27mL)

FEEGRIRIE N LLOOCHEFRES/INES > FELANTIOCIRFR19/NE SR ST HET TR

567 B o 256 H(BIHRHE)
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202313562

BRI RS < A LU E AR (0.196 B /KA RY/0.196 R ZRETE IR
HEITHERL - S R E ARG (2.07g 0 97%) -

LCMS m/z : 307 (M+H) ~

HPLCRFHFHE © 0445758 (IHTIRAC)

[0136] {L&%as :

[{E30]

0__0O
~
HF
\O Nl\ \©\
H/ F |
\O F F

Ki34—"H—2— QQ-&F4-#EFME) —5— [ (E) — [ (4—HEE
B mefRAi oA ) HE ) KHENHEE ({b&Ya2 » 1.30g » 2.16mmol ) ~ (2
— [ (24— “HEEFE) FHEME ) —3—FulE —4— 5 ) i ((L&Yad
1.98g > 6.46mmol ) F % #H( 357mg > 2.59mmol )fy1,4 — [ Bk (59mL )
FEERIRIR T LA100°CHE#E2.5/ N - FELATIOCHHE3/ N « L RIER G YIHIAI
LB LB » DIUKRI3% BEE/KETER  KIATE UK B SR THZE - )8
PREZIERIR - TR RS - e < BB LW B E L (Chv/ B LB )
HITHER  JER RN E ZAEELEY) (524mg > 36%) -

LCMS m/z : 682 [M+H) *

HPLC{RFFHFRT * 1.035788 (34D )

[0137] {L&P)a6

S5— [ (2—FEA-3-—HMlE—4—F) FE) 34— "F—2— (2—m—4

— SRR AL ) B S

5568 B o 256 H(BIHREHE)
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202313562

[{E31]

0._0
~
, F
N N\©\
|
HN™ F |
F F

S — [ (2= [ (24— ZHEEIRE)
HE ) —34— & —2—(2—m —4—Hi7F

HHERG R ] —3 — HhnE —4— £ )
Rk ) L R ((L&P)a5 - 523mg »

0.768mmol ) FYDCMIER (16mL) 241Z20C @ RIM=MLEE (15.7mL) - {£2
EIRRE VN o B ERSYIETIRERRYE - R 2 B DU B E A
(0.05% =% LM7KIBK/0.05% =8 LM LG AR ) BITHR - B EIiRYE
ZIEREEEY) (321mg > 79% ) -

LCMS m/z : 532 (M+H) ~

HPLCRFRSRT 1 0.5553 88 (MDD )

[0138] {L&¥)al :

S5— C (2—FEE-3—mMiE—4—&) FHE) —34-"F-2- ( (2—%H
—A4—EGRL) BAL) SRR

[{£32]

N
N°S \©\ H-Cl
HN" F |

5 — [ (23— AIE -4 ) B —34- g -2— (2%
—4— PR ) FEHREEE (52126 > 400g > 7.53mmol ) FYTHF (64mL)
Rk (32mL ) RETERSAIZ0C » RN (L8 —K 297 948mg  22.6mmol ) -
{ESRIHES SN < A0 CH - (LR IEREYIPIRMSMAEER: (15.1mL) -
TR © H9F 19 2 BB LK RTBME (7% - 1615 1 58 3 IRl 2 AR -

5569 B o 256 H(BIHREHE)
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2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

&%) (4.20g > quant.) -

LCMS m/z : 518 [M+H] ~

HPLCORFFEFRE] * 0.68778# (HTiR(4:C)

[0139] {L&%a8 :

5— ( 2—BE-3—mltkE—4—%) HA) —34—"%—2— ( (2—#
—4—BIRA) MR FRHERNE

[{E£33]
H,N__O

g F
N N\©\
|

HN" F |

F F
5 ( (23— I —4— ) BIE) —34- g -2— ( (2-

&4 BEREL) M) FRHEREIRLEE (L5727 - 200mg > 0.361mmol ) HYME/K

B4
B4

DMF%)% (3.6mL ) A4a120°C @ JNIHOOBt (67.8mg > 0.415mmol ) fZEDC -
HCI (80.0mg > 0.415mmol ) - fFZEEEFELS/NF - FRIIHOOBt ( 8.8mg >
0.054mmol ) &ZEDC - HCl (10.4mg - 0.054mmol ) - {£=AEFE1/NFE > 410
CIRIITMEMeOH; A% (0.103mL » 0.722mmol ) &z DIPEA (0.189mL > 1.08mmol ) »
FEZRIRFE307 88 - FERIEREYIF LA+ URHIZK K B AnhREE Ssh KOs - BA
LW B TR © A TRE DAOKERBE ST TRokE - IBPREZIERE - BT
BRRYE - (BT 2 AESRN LBl (1mL) - R0CkE (10mL) - JEHFT
BZERS - DICHETER e AREER IEELEY (162mg - 87% ) -

LCMS m/z : 517 [M—+H])

HPLCORFFEFRE] * 0.645788 (HTiR(4C)

[0140) (E&%a9 :

S5— C (2—ME-3—asltiE—4—&) HE) —2— ( U-—BNE-2—-%

570 B 0 256 H(EIARAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

A BEE) 34— ZHERHEER

[{E34]
H,N.__O
L F
N7 N
|
HN" Y F
F F

BUEHa9—1 ¢

5= C (2—PEE—3—F Mg —4— &) HE) —34—"H2— ( (2—
&4 BORE) BEE) FHBER ({bE&Ya8 - 100mg - 0.194mmol ) /K THE
iR (1.9mL) HURHnEE (=ZRERE) #2 (0) (11.2mg > 9.68 xmol) F20.5MER
WESE(LFE (1.94mL - 0.969mmol ) - {EEFEIREET » {EZ RIS/ NI « 11
RIEEGYIFTRMLB LB (SmL) » ey iEIER - DLZBEZES (3mL) #
B - RIERLUK K BRI B B AT - IR A T DU KRR L SR 1 TR
JEPRFZIREIR - AT RS - fLPTE 2 BRI 8 H e/ Cbe (1710
1mL) - JEEERS - IOk (3mL) #EITEE - EERREER (L&Y
(63.4mg » 76% ) -

LCMS m/z : 431 [M+H] *

HPLC{RFFHFR * 0.6159788 (73R {Ri4C)

[0141] {L&trl :

HH EE Rt 4 — B BT

[{E35]
0
N
6
\N/ ~0
H

B4 — & (5.00g > 35.9mmol ) & =/ (11.3mL > 81.0mmol ) HY _ &

71 H - 4256 H(EHRREAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HfEAIR (60mL) /2412 —78°C » ININH Ak =G = (5.82g > 44.9mmol ) §Y
SHEEAER (15mL) > £ —78CHHELS/ NS o B R IE RS TR RS - ¥
FTS 2 A DI EL T L (T2l lE) REHEREITE (0.1%F %
TKETRI01 %0 HEE LREBIR) EITHRR  ERRmaEE ZAEELEY (5.51g
6696 ) -

HPLC{RFFHFHE : 0.63778% (73H7{R{FC)

'H—NMR (400MHz > CDCl;) & :8.31 (2H>m) »7.46 (2H > m) - 4.68
(IH>m) >3.00 (3H>d>J=54Hz) .

[0142] (E&PIA—1:

2— (A—IBWNE2—FAHE) 34— "% —5— [ (3—®m—2— (HE

HrhsPaARRE A ) e —4— & ) A ) SRR

[{E36]
H.N__O
y F
0 0 N N
N\ |
\N/S\N = £
H H ¢ F

BUERIA—1—1:

B5—  2—HE-3—miiE—4—%) HE) —2— ( 4—BAE-2-
wmoha) A —34— _wmAEHERE ({E&%e9 > 2.47g > 5.74mmol ) JEAER I
7KDMF (28.7mL) - ZRJO0ESE (2.78mL > 34.4mmol ) K FHENzh=RE 4 — B A7
B ({b&%irl » 4.00g » 17.2mmol ) -~ fEA0CIRFF2.5/NE - IR EY) A8 2
EomAyik o AAIIZK (247mL) © FNINLEE (3mL) KoK (19.8mL) o #551077
1% 0 RHUERS o KEFTE 2 BEIRSLUK/IZRE (11> 49.4mL ) #IT/ER - &SR
EEfR A baPA—1 (2.56g > 85%) -

LCMS m/z : 524 (M+H) ~

BE 72 0 4256 H(EHRREAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCOREFHFRE] * 1135788 (SrffrirRfhA)

[0143) (E&%7al0 :

S5— ( (2—ME-3—asMiE—4—&) HE) —N-IRNE-34-"_"5-2
— ( (=& —4—HERE) BE) KRR

[{E37]

VA g F
N N@\
|
HoN™ > F |

fB5— ( (2—BE—-3—mME—4— &) HE) 34— _H—2— ( (2—
—4—BOREL) M) FHBEELE ((L&Pa7 > 100mg > 0.193mmol ) JARRTY

#7KDMF (1mL) > {238 NRIIHOOBt (63.1mg > 0.387mmol) FEDC - HCI
(74.1mg » 0.387mmol ) ~ {E=RPE3/NFE » IRINEEEIR I bE (33.1mg
0.580mmol ) FzDIPEA (0.101mL - 0.580mmol ) - {EZ= BEFEI/NE - B ER
GYILLISHEREREITE (0196 HER/KAIR/0.19% Hilk LREATE ) BITER > &5
FtgEERe 2 fEEba?) (103mg > 96% ) -

LCMS m/z : 557 [M+H) *

HPLC{REFIER © 0.735388 (3T {E(EEC)

[0144] (L&EYIA—2:

N-IRBWNAE 34— "7 2— 2—&\ 4 BFEmE) —5— ( (3—-&-2
— (A E MRl AR AL ) e —4— &) HE ) RHERRE

[{E38]

573 B 0 256 H(EIARIAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

O]

DEBUEEA — 1HELEBIEEEIERGE: - BS5— ( (2— R —3—FMUtE—4
—F) HE) —N-IRWNE-34—_"F2— ( Qg F—4-FE) lFE) &
HEER: ((b&al0) aRiEEEa) -

LCMS m/z : 650 (M+H] '

HPLCORFFAFRT © 1.657788 (otrR4B)

[0145] {b&¥2:

| — SRS —4— A

[{E39]

Nto_
O O
Cl” "0

4 — B AL Ey (12.0g > 86mmol ) JZIHEEE (6.98mL > 86mmol ) HIELORT K
(96mL) SA14E—78°C » B0 8RR EESE (6.98mL » 86mmol ) HYEL,O
AR (96mL) - AEEURIEREG.S/NEF o R SYIETIIE - BIELO (15mL)

HEITE R RORRETTRE R - KATE 2 REDWBEREME (Tt
/DCM) TS - EBE EeEalRYE ZEBEaY) (198g°97%) -

HPLC{REFIER 0775088 (3T {E(EEC)

'H—NMR (400MHz > CDCl;) ¢ : 841 (2H>m) »7.61 (2H>m) .

[0146] (L&¥m3 :

N— [ (24— "HEHAFE) HE ) it 4 — EFE

[{E40]

5574 B o 256 H(BIHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

1 — Ehfa A A A — 4 — AR ({E&Y2 - 1.78g » 7.48mmol ) HYDCMIA
& (36mL) 2AlZE —78C » B0 #EAIN2.4— _HEATER (1.00g
5.98mmol ) ~ 4— 4 ER; (1.04g > 7.48mmol ) K =/ (5.00mL > 35.9mmol )
FYDCMIEIR (S3mL) - FEZDRIEFEAING - KBRSV TIRERNRYE - RhT
B2 BEAEFEEENTE (0.1% HER/KAR/0.1% Hig L g8k ) Y BER
gtk (Chi/ZBELBs) EITHRE e AinaERe AZR(LEY) (1.28g 0 58
%) °

LCMS m/z : 367 ([M—H )]

HPLCORFFIFRE © 0.817748 (3#friRFC)

[0147] (L& :

Wt 4 — BH AR

[{E41]

)

N*
N4
H.N"" "0

LIS EEYaomy BUE PIFERRIR: » FIN— [ (24— ZHSEIEEL) A
Ratlg 4 — HESREE ({EEYIs) odEE (e -

LCMS m/z : 217 (M—H ] ~

HPLCRFIFHE © 0.53788 (IHTRAC)

[0148) {L&%rs -

N— Z A Nhais 4 — i ESRES

[{E42]

575 1 o 256 H(EIARIAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LIBYEEY3Hy BUE DI ERRRIRRN: - M1 — FhaiiE
Yir2) FHE g e iR b Y) -
LCMS m/z : 245 (M—H ] ~
HPLCRFHFHE © 0.687788 (IHTRAC)
[0149) {L&%r6 -
N — RN Bl 4 — o 2Rl
[{E43]

NS
N/S\O
H

LIBYEEY3Hy BUE DI ERRRIRRN: - M1 — FhaiiE
Yir2) FHE g e iR b Y) -
LCMS m/z : 257 (M—H ] ~
HPLCRFHFHE © 0707788 (I RAC)
[0150) {L&%m7 -
N— (2—®LE) RatElg 4 — AR
[{E44]

LB b e3sy BUEFIRIRAYIRAE > H1 — Zbeliss
Yin2) Kt 2 Mg e iR b E) o
LCMS m/z : 263 (M—H ] ~
76 H - £ 256 H(HHRHSD)

2210-18670APF-TW

111146325 FEESE A0101

fAE—4-HEE(EE

fAE—4-HEE(EE

1112066629-0



202313562

HPLCREHERT : 0.655758 (S5 HH&4E:C)
[0151] (b&%rll :

N— (2= (tert— T (ZHE) B ) NEE (oxypropyl) ) HehsEfk 4 — B

L
[{E45]

N .
oo (I
N\
4</NH
350

LIBYEEY3Hy BUE DI ERRRIRRN: - M1 — FhaiiE
Yir2) FHE g e iR b Y) -
LCMS m/z : 389 (M—H ] ~
HPLCRFFHFHE © 103788 (IHTIRAC)
[0152) (E&%r8 -
N— (2—-HEELE) Ml 4— BEIRR
[{E46]

LIBYEEY3Hy BUE DI ERRRIRRN: - M1 — FhaiiE
Yir2) FHE g e iR b Y) -
LCMS m/z : 277 (M+H) ~
HPLCRFHFHE © 0.64788 (IHTIRAC)
(01531 {L&Pn9 :
N— (1-HEIRTE) Bahafs 4 — 08270

B 77 H - 4256 H(EHRREAE)
2210-18670APF-TW

111146325 FEESE A0101

fAE—4-HEE(EE

A —-4-WEE (LG

1112066629-0



202313562

[{E47]

N+
E E \%7] /©/

LIBYEEY3Hy BUEPIEIRRRIRA: - M1 — RhElii s g —4— A% (bE
Yir2) FHE g e iR b Y) -

LCMS m/z : 287 [M+H] ~

HPLCRFIFHE © 0.78 788 (IHTRAC)

[0154] ({L&PrlO0:

N— (1— (HEEHE) I|AE ) fehElt 4 — 270

[{E48]

Yir2) FHE g e iR b Y) -
LCMS m/z : 303 (M+H) ~
HPLCRFFHFHE © 0.679788 (IHTRAC)
(01551 (&2 :
N — AR halz 4 — b ESRES
[{E£49]

O\\//O /O/Nto_
NS
H
DABHEEY3ay BLEFIEERRIRA: - 1 — SheEfiEfk —4 - ESR (ba
Y2 ) KEHEZ e liEE b aY) -
5578 H - 256 H(BHRAE)

2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LCMS m/z : 261 [M+H] ~
HPLCOREFHFE] * 0.725788 (3AriR(:C)
(01561 {L&r13 :
N— (F3R Tl —3—EWE) Mehalk 4— AR
[{E50]

NI
0 H

LIBYEEY3Hy BUEPIEIRRRIRA: - M1 — RhElii s g —4— A% (bE
Yir2) RHEZ M etEEEEY) -
LCMS m/z : 289 [M+H] ~
HPLCRFFHFHE © 0.599788 (IHTiRAC)
(01571 A{L&¥iri4:
N— (3-SR (3.1.0) Ol —6—%) Mhalk 4 — AT
[ES1]

LIBYEEY3Hy BUEPIEIRRRIRA: - M1 — RhElii s g —4— A% (bE
Yir2) FHE g e iR b Y) -

LCMS m/z : 301 [M+H] ~

HPLCRFHFHE © 0.63788 (IHTIRAC)

[0158] ({L&¥rls:

N— (1 HEIRNE) Bkt 4 — o8 270

[{E52]

5579 1 - 256 H(ZIARAAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LIBYEEY3Hy BUEPIEIRRRIRA: - M1 — RhElii s g —4— A% (bE
Yir2) FHE g e iR b Y) -

LCMS m/z : 273 (M+H) ~

HPLCRFFHFE © 0739788 (IHTRAC)

[0159] ({L&¥iri6 :

N— [ [ (2R) —5JXIR (oxolane) —2—%k ] HIE: | b=k 4 — 0 270

[{E53]

LIBYEEY3Hy BUEPIEIRRRIRA: - M1 — RhElii s g —4— A% (bE
Yir2) FHE g e iR b Y) -

LCMS m/z : 303 (M+H) ~

HPLCRFFHFHE © 0.679788 (IHTRAC)

[0160] (L&YrlT7:

N— (1 -HEE-2-HENHE -2—&) MtElg 4 — HESRN

[{E54]

Yir2) RHEZ M eRAEEEEY) -

5580 B o 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCORFFIFR © 0765788 (3#rfiRdC)

'H—NMR (400MHz : DMSO—ds) & :8.59 (1H>s) »834 (2H>m) >
7.58 (2H>m) »>3.30 (2H>s) »327 (3H>s) > 128 (6H:s) .

(01611 {LE&YIA—3:

N—IRNA 34— & —2— (2—F 4 HSERHE) —5— [ (3—% -2
— (FrREfR AR A ) UENE —4— A ) WA ) KRHERR

[{E55]

VARSI
O\\ /,O N~ | \©\
HoN" N F |
F F

DIBUEED)A— 10V ELSPIEERYIRG: - thS—  (2— R —3—&tE —4
— &) HE) —N-BNA-34—_"&F—2— ( Q—®m4-WERE) FE) °F
HEgk: ({E&1Ya10) FOAHE Y Rl 4 — ARG UEE(LED) -

LCMS m/z : 636 [M+H] *

HPLCORFFIFRE © 1.58748 (3 #frik(FB)

[0162] (L&A —4 :

N—EEWNE—5— [ (2— (LEMhEfgE A ) —3—&ME —4— & ) HE )
—34—FH2— (2—F —4—HORRA) RHEER

[{E56]

=t

LIBYEEPIA — 1RVRLEPIE BRI R: - mS— ( (2B —3—&HitnE —4

5581 B o 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

—F) HE) —N-IAE 3472 ( (2—m 4 WE) i) F
HEER ([LEY)al0) REIE . FEls 4 — HERRRSRIEE(EEY) -

LCMS m/z : 664 (M+H) *

HPLCRFFHFHE © 1.70088 (T RAB)

[0163] (L&EPIA-S:

3y

N—EgNE —5— [ (2— CGRANERER

—

MR ) —3—mtiE—4—& ) i
B 34w 2 (2—m 4 HURREE) SRR
[{E57]

V H F
AO\\ A g | \©\
F F

LIEEaPIA — IRVBEEPIERRAY IR > B15— ( (2—BE—3— &tk —4
—&) BFE) —N-BHNE-34— _"&F—2— ( 2—&H 4B ) K
HERRE ((bePal0) RAHE 2 FehEls 4 — AT IRE(EEY) -

LCMS m/z : 676 (M+H ) ~

E

HPLCRFFHFHE © 1.70088 (T RAB)

[0164] (L&EPIA—6:

N-BNE-34—-_5 -5 [ (3-8 2— 2—slEMmElaERE)
MEmE —4—% ) A ] —2— (2— & —4—WORHE R ) R

[{ES58]

V H F
-
o 11O
F\/\N,S\N ™ £ |
H H

5582 B » 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LIBYEEPIA — 1RVRLEPIE BRI R: - mS— ( (2B —3—&HitnE —4
—&) HE) —N-IBHNE-34—"F2— ( Q—F 45K FE) &
HERRE ((bePal0) RAHE 2 FehEls 4 — AT IRE(EEY) -

LCMS m/z : 682 (M+H) ~

HPLCOREFHF] © 1.665788 (3Arii(dB)

[0165] {L&PIA—T:

34— "F 22— (2—gF—4—HWIRRE) —5— [ (3—& —2— (HEWF
FEESRE RS ) OHEmE —4— K ) HHEL ) — N— HECRHERRE
[{£59]
N__o
7~ H F

Q0 1] @
SN F |

H o H o F

{E&Pal0 R LB E & PIA — 1IVEEEFIERRAVIRM: - 15— [ (2—RgHk -3
—@ME -4 &) A 34— & —-2— (2—m 4 BERAE) SRHIIREE

feEE ((bePal) apiRE(EEY) - (B2 @ ER2MHAEETHEE RIS
PjalORyRLEBIFTE A Z AR ©

LCMS m/z : 624 (M+H) ~

HPLCORFHFHE © 1.629758 (HTRAFB)

[0166] (L&Pal2 :

S5— C (2—FEE—3—mitiE —4—&) HE) —N— (tert— T HE) —34
— @2 ( (2-m —4-HORE) BB FRHERE

[{E£60]

5583 B o 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

H
N7 N\@\
|
HN"™ N F |

F F

fB5— [ (2—BE-3—HltE—4—F) HA) 34— "2 2— &
—4— R A ) RHEREILE ({L&%a7 > 100mg - 0.181mmol ) JERRA K
DMF (0.9mL) - JfIHOOBt (58.9mg > 0.361mmol ) ZEDC - HCI (69.2mg >
0.361mmol ) -~ {LZRIEFES.S/NEF « 1% Iifiitert— T S ARG EI LS (68.1mg
0.542mmol ) zDIPEA (0.95mL > 0.542mmol ) - {EZ=JBEFELS/NE o B ER
EYILLEEEREEE (0196 HEE/KIEIR/0.19% HiEE ZREER ) BITHEEL - &S
R[S (LAY (89mg > 84%) -«

LCMS m/z : 589 [M+H) *

HPLC{REFIER 0775088 (3T {E(EEC)

[0167] {L&¥A—8:

34—m 2 2-m4-MORIEE) —5— ( (3—&—2— (WA
MRALfE RS ) MEnE —4—2 ) BHE ) —N— [ (2—HENKE-2—&) &5 ) FH
Halis

[{E61]

N

; F F

LI EIA — 1 HVRGE BRI RIE > 15— ( (2— Rk —3 —mttnE —4
B) HE) —N— (tet—THEA) —34—"m—2— ( (2—m—4—HEE)

Rtk ) FHREE (baPal2) apdEELe?) -

5584 B » 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LCMS m/z : 682 (M+H) ~

HPLCOREFHFE] * 1.699788 (oAric(4B)
[0168] (L&EPIA—9:

34— 22— 2-m—4-HEEREE) —5—( (3—®m—2—- 2-HEE
CAEN RN R ) e —4 &) HE ) —N— [ (2-HERKE-2-%) &
B ) ZEH bR

[{E62]

o) L, F
N
O,

LB E&E)A — 1BV ELE FIESRI A - 5 — ( (2—FEE —3— & tiE —4
—F) HEL) —N— (tert— T EE) 34— _"F2— ( 2—Fm —4—75FKE)
ML) RHEERE ((E&al2) KEE > Els 4 — 1 E RS IVERE LS -

LCMS m/z : 726 [M+H ) -

HPLCOREFHFE] * 1.7159788 (ortiitdB)
[0169] (L&PA—10:

\.

34—m 2 2-m4-MORIEE) —5— ( (3—&—2— (WA
aAkfaEs ) MinE —4— %) HE ] —N— P —2 - BE AR
[{E£63]

H
0 0 N
\\S// |/
N, O
N F [
H

F F

{taPal2 K LB E&PIA — 1IEEEFIERRAVIRM: - 15— [ (2—RgHEk -3

5585 B o 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

—@ME -4 &) A 34— & —-2— (2—m 4 BERAE) SRHIIREE
BeEE ((LEPa7) REE LG aE—ELEY) -

LCMS m/z : 668 (M+H) *

HPLCRFIFHE © 1.245788 (T RIFA)

[0170] (L&PA—11:

34— @ —2— 2-m—4-HEEREE) -5 ([ (3—®—2— (2—H=x
LA N A ) e —4— 2 ) BB ) —N— e —2 — B AR R

[{E64]
O
L F
L
F |

{taPal2 K LB E&PIA — 1IEEEFIERRAVIRM: - 15— [ (2—RgHEk -3
—@ME -4 &) A 34— & —-2— (2—m 4 BERAE) SRHIIREE
BeR8 ((LaP?) KEEZIEEIAERIEEY) - (B2 - (ERBIE Z Reh=lt 4 — 0
EIRRs AU L&A — 1RVBLE BIRT{E A 2 B g 4 — bH BT -

LCMS m/z : 712 (M+H ) ~
HPLCRFFIFHE © 1.265788 (T R(IFA)
[0171] (L&PA—12:

B

)

E‘Ef

34— @ —2— 2—m —4-BEEMEE) 5[ (3—s-2— [ (1-HE
WA Mot AN A ) e —4— B ) BB ) —N— Pk — 2 — BEREATR HH RS
[{E£65]

¥

)

5586 B 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

PO

O n F
§\>ooN\ N
/\\S//\I/ \©\
NN F |
H O H ¢ F

{taPal2 K LB E&PIA — 1IEEEFIERRAVIRM: - 15— [ (2—RgHEk -3
—@ME -4 &) A 34— & —-2— (2—m 4 BERAE) SRHIIREE
BeR8 ((LaP?) KEEZIEEIAERIEEY) - (B2 - (ERBIE Z Reh=lt 4 — 0
EIRRs AU L&A — 1RVBLE BIRT{E A 2 B g 4 — bH BT -

LCMS m/z : 722 (M+H ) ~
HPLCRFHFHE © 1.815788 (HTRAFB)
[0172] (L&PA—13:

34—m 2 2-m4-MORIEE) —5— ( (3—&—2— (WA
RAkfE R ) MEnE —4— 5 ) HE ] —N— S HRERE

[{E66]
N__o
N
0 ] F
JoUdus!
N |
S-S = F |
H
H  F F

{E&Pal2 K L EEY)A — IRVELE IR A - th5— ( (2— Bk —3
—FMALIE —4—F) HE) —34—_"HF 22— Q2—HF 4 HEEE) FHIEED
BRER ((LEWaT) FENEZ B adEEEa?) -

LCMS m/z : 640 [M+H) *

HPLCORFFIG R © 1167388 (o friRiFA)

[0173] (L&¥A—14 :

34w 2— (2—m—4-HUERE) —5— [ (3—®—2— (2—HEE

5587 B o 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LA N A A ) e —4— 2 ) BB ) —N— HEEIRHER

[{E67]

{EEPa12 R B E&YA — I ELE PRV RA: - B15— [ (2—FEE—3
—@ME -4 &) A 34— & —-2— (2—m 4 BERAE) SRHIIREE

BeR8 ((LaP?) KEEZIEEIAERIEEY) - (B2 - (ERBIE Z Reh=lt 4 — 0
EIRRs AU L&A — 1RVBLE BIRT{E A 2 B g 4 — bH BT -

LCMS m/z : 684 (M+H) ~

HPLCRFFIFE © 1185788 (T lR(FA)

[0174] (L&PA—I15:

34— @ —2— 2—m —4-BEEMEE) 5[ (3—s-2— [ (1-HE
WA BB ) e —4—F ) HE ) —N—HEEIRHER

[{E68]

\\ // \©\

{EEPa12 R B E&YA — I ELE PRV RA: - B15— [ (2—FEE—3
—@ME -4 &) A 34— & —-2— (2—m 4 BERAE) SRHIIREE
BeR8 ((LaP?) KEEZIEEIAERIEEY) - (B2 - (ERBIE Z Reh=lt 4 — 0
EIRRs AU L&A — 1RVBLE BIRT{E A 2 B g 4 — bH BT -
LCMS m/z : 694 (M+H) ~

\O

5588 EH o 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCORFFHFHE © 1725788 (T RAFB)

[0175] (L&¥A—16:

34— @ —2— 2-m—4-BERMEE) —5— [ (3—®—2—( [1— (H
FAENE) WA ) Mt AR ) e —4 - ) BHE ) SRR

)

{taPal2 K LB E&PIA — 1IEEEFIERRAVIRM: - 15— [ (2—RgHEk -3
—@ME -4 &) A 34— & —-2— (2—m 4 BERAE) SRHIIREE

BeR8 ((LaP?) KEEZIEEIAERIEEY) - (B2 - (ERBIE Z Reh=lt 4 — 0
EIRRs AU L&A — 1RVBLE BIRT{E A 2 B g 4 — bH BT -

LCMS m/z : 680 (M+H) ~

HPLCRFFIFHE © 1.205788 (T RIFA)

(01761 {L&Pals :

S5— [ (2— (2= [tert—TH (ZHE) BE ] NWEHE (oxypropyD =M

B ) —3—@ e —4— B JHE ] —34— "m—2— (2—m—4— IR A)
= FH R
[{£70]
H,N oH .
s LI O
\Sli,O\(\N/S\H = F . |

{taPal2 K LB E&PIA — 1IEEEFIERRAVIRM: - 15— [ (2—RgHEk -3
—@ME -4 &) A 34— & —-2— (2—m 4 BERAE) SRHIIREE

5580 B » 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

BeR8 ((LaP?) KEEZIEEIAERIEEY) - (B2 - (ERBIE Z Reh=lt 4 — 0
EIRRs AU L&A — 1RVBLE BIRT{E A 2 B g 4 — bH BT -
LCMS m/z : 768 (M+H ) *
HPLCORFFIFHE © 1129788 (OHTRAEC)
(01771 A(L&¥A—1T:

(+/=) =34—&m—5— ([ (3—&m—2— 2 RBENEM=MERE)

[{E71]

§
o) Nl\ \©\
NS
HO R
TAN N = F |

H F F

fES— [ [2— (2— (tert— T A (“HE) WE ] NEE (oxypropyl)fzhs

Bl ) —3—@ e —4— 5 HE] 34— "% —2— (2—& —4—BiH
)

73
R ER: ({E&%7al5 » 60.0mg > 0.78mmol ) AfEAMeOH (0.4mL) -}

O

o=
)

1

¥

=
i (=) —10—1=kshafz (27.2mg > 0.117mmol) - fEZmIBH: /K - KESE
REVIETREERYE - FRTE L BAELISEEEETE (0.1% HEE/KER/O.1
YWHEELIEERD) TR BEAECER ATELLEY) (38mg > 74% ) -

LCMS m/z : 654 (M+H) ~

HPLCRFFIFE © 1105788 (T RIFA)

[0178] {L&%al6 :

S5— [ (2—ME-3—mliE—4—&) FH&) —34— "% —-2— (2—5—4
— A SRR ) ZRH IR

[{E72]

>
H

N

5590 B o 256 H(BIHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

fE5— [ (2—BE-3-—HFME—4—&) HE) 34— _"H-2— 2— %
—4—HCREEE ) RN ({E&Y28 » 30.0mg - 0.058mmol ) JEEEF K4 —
“[OBWE (03mL) > SRINEHREESN (12.2mg > 0.174mmol ) ~ DIPEA (30.4 1
L 0.174mmol ) J [ (4,5—% (FEMEE) —9 - 9— “HA[O+INC+E])
—2— (2" —REE LU —BEEE) )8 (1) BEREES (11.2mg > 0.012mmol ) >
HEERBE T » L2830 - BRERSYLIEEEIETE (0.1%H
B 7K7B/0.1% F e LI VSR ) A THE SRS - IR Ryt B8 A (L&Y (15mg »
59%) o

LCMS m/z : 437 [M+H) *

HPLC{RFFHFR * 0.605788 (73 {RR(4C)

(01791 {L&PmA—18:

34— "F—5— [ [3—&—2— (HEMEIEARE) e —4—& ) FHA)
—2— (2—&F—4— HESMEFRE)

[{E73]

N
WA .
\\S:/ P
NN F s~

HoH o F F

LIBYEEPIA — 1RVRLEPIEBRIR: - mS— [ (2— Bk —3 —&itne —4
—F) HE] 34— & -2 2—m 4 HEEEREE) FHIEE (t
aPjale) =HEELLEY) -

LCMS m/z : 530 (M+H) ~

5501 B o 256 H(BIHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCRFFIFE © 1.09788 (T RIFA)

[0180] {L&%al? :

S5— C 2-FE-3—aMiE—4—&) HE) —34-"5-2- ( (2—=
—4— OWEETGRE) R SRR

[{E74]

H
N N\©\/
|
HN" Y F =

(E5— [ (2—HE—3—mltie—4—&) HA) —34—"H—2— (2—&

=,

—4—HORREE) R ({EEY7a8 > 500mg - 0.969mmol ) JEEFFT EMRR.L2
—NEE (12mL) RfEKTHF (2mL) - 08 2062 = F MR RE (143mg
1.07mmol ) ~ =ZfF (0.405mL > 2.91mmol ) K (1,1’ —%& ( " ZFEME) ¢
# ) " ERE (ID) & HEEEY) (79.0mg - 0.097mmol ) > fEEGRIRIE T
FE80°C R/ NI - 1 S MR SV TRY S 2R - I ST A L B £ s FeMeOH
EITEE - RIERETRERRYE - BATS L BELUE B ETE (0.1% Hik

TKIBRI0.1 9% Hl ZREE TR ) ETER - B RiRaERE < EEEEY) (343mg
85% ) o

LCMS m/z : 417 [M+H) *

HPLC{RFFHFRE] : 0.607788 (3HT{HR(4C)

[0181] (E&PA—19:

2— (A= 2WFHE 2—amFE) 34-5-5— [ 3—&m—2- (H&
HrhsPaARRE A ) e —4— & ) A ) SRR

[{E75]

5502 B » 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LIBYEEPIA — 1RVRLEPIE BRI R: - mS— ( (2B —3—&HitnE —4
—H) HE) 34— &m 2 ( 2—®m—4— OIRESE) lAk) R (&
aPall) RfEELsEY) -

LCMS m/z : 510 (M+H ) ~

HPLCORFFIFE © 1115788 (T RIFA)

[0182] {L&Pal8 :
S5— [ (2R —3—mMiE—4—5) HE ) 34-"5-2— (2—m—4

— (2 =HERELPRE) RiA ) AR

[{E76]
HoN_ O
. F
HNT Y F S
~ |
F F Si

FES— [ (2R —3—mite —4—%&) HA) —34—"H—2— (2—
—4— R R ) R g ({L =928 2.67g > 5.17mmol ) YK THFA R (26mL )
B RN = 24/ (31.7mL > 228mmol ) ~ =HEWE A (1.43mL > 10.3mmol ) -
B (=ZEW:) &bt (11 (363mg - 0.517mmol ) fe#{LHH (1) (296mg
1.55mmol ) > FEZDRARFFI/INES o KRR SV TIRER R4S - RET e 2 B LA
HAEREEMTE (0.19% HEKER/0.19% il LRGSR ) BITHER e ARG
[EfE L AFRE (L) (2570 83%) -

LCMS m/z : 487 [M+H] ~

HPLCOREFHFE] : 0.84578 (rfrirR(4+G)

5593 B » 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[0183] {L&%al9 :

5— [ (2B —3—@IIE —4— %) HE) —2— (4—ZHE—2—F@E
BrEL) —3.4— CEEHEER

[{E77]

HoN

I/
/

ES5— [ (2—BEA-3—FME—4—H&) HE) 34— "2 (2—F
—4— (2—=HEWEALRE) FRA) FHERE (L&Pal8 > 20.0mg
0.041mmol ) AYMeOHER (0.411mL ) H1 - 7RfMEL# (17.0mg > 0.123mmol ) -
FEZRIRFE LS/ NS o PR G TR Y - TS 2 5B DU B
& (0.19% 9B AEIR/0.19% Filk LREER ) EATHEE - 1S Rt (&R 8
{t&?) (14mg - 82%) -

LCMS m/z : 415 (M+H] *

HPLCORFFHFA © 0.60778% (73HrfiR4G)

[0184] (E&A—20:

2— (4—ZPE—2—FFME) 34— "5 ( (3—-&F-2— (N&
RertiB A AL ) OHEOE —4— & ) HHA ) RHERR

[{E78]

N
O 0 N™
SOONTTINTY F
H H ~

F F
LU EEIA — 1 HVBUE BRI ROE > 15— [ (2— Rk —3 —mttnE —4
—5) HE ] —2— (- RE2—FAFME) —34— "HFFEHEER (L&Y

5504 B » 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

al9) K fHiE ” fehals 4 — AR ER S R (EEY) -
LCMS m/z : 536 (M+H) ~
HPLCPRFFHFRE] * 118578 (rfrirR(hA)
[0185] (L&¥A—21:

34—"F 22— 2w 4-EEREE) 5 ([ (3—&—2— (RIBTHE
—3— AR ANl AN A ) MhhE —4—A ) HHA ) FRHERR
[{E79]
H N oH -
o@ﬁ H \F i F |

LIBYEEPIA — 1RVRLEPIEBRIR: - mS— [ (2— Bk —3 —&itne —4
—F) HE) —34—-m -2 (2—&m 4 BIEREE) FHEE ({EEYa8)
KT E 2 ittt 4 — W ERTE o AR (L) - (B2 > (EAPRIELIECIEE -

LCMS m/z : 666 (M+H ) *

HPLCORFFIFE © 1115788 (T RIFA)

[0186] (L&¥)A—22:

34— "F 22— 2—F4-HREE) —5—( (3—F—2— (3—Fj=E
IR (3.1.0]) COfF—6— Eirhsfn AR ) g —4— & ) HE ] KRR
[{E80]
H,N_ O
2 H F
OCAOMO g O
NN F |
H H ¢ F

LIBYEEPIA — 1RVRLEPIEBRIR: - mS— [ (2— Bk —3 —&itne —4
—F) HE) —34—-m -2 (2—&m 4 BIEREE) FHEE ({EEYa8)

5505 B » 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

KT E 2 ittt 4 — W ERTE o AR (L) - (B2 > (EAPRIELIECIEE -
LCMS m/z : 678 (M+H ) ~
HPLCRFFIFHE © 1165788 (T RIFA)
[0187] (L&¥A—23:

34— —m—2— (2—m —4—wRKEE) —5— ( (3—&m—2— [ (1—HE
IBINEL ) NP AR AL ) MhnE —4—BL ) HEL ) SRHERRE
[{E81]
H,N_ _O
2 H F
%% 0 _CUCL
NN F |
H H ¢ F

DAIBUEEYIA — 1HVELEHIERREI R - h5— [ (2— B —3—#MtnE —4
— &) HE) —34—_FH 22— 2—F 4 WEREE) KBHEER ({L&1a8)
FOETHE 2 Wl 4 — A RIS UERA L&Y - B2 - (ERIBRME LR CIERE » {5
R 7K THE AR 7KDME e

LCMS m/z : 650 [M+H) *

HPLCORFFIS R © 1.257088 (o friRiFA)

[0188] (L&A —24 :

34— —"m—2— (2—m —4—wREE) —5— ([ (3—&m—2— ( (I—EIE'
—2—HENE-2—&) FrhmfEEaE ) g —4—& ) HE ) TRHERRE

[{£82]

H-N O

2 H F

L
/O%N)\s"\N $ . |
H H ¢ F

LIBYEEPIA — 1RVRLEPIEBRIR: - mS— [ (2— Bk —3 —&itne —4

5596 B 256 H(BIHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

—F) HE) —34—-m -2 (2—&m 4 BIEREE) FHEE ({EEYa8)
KT e 2 Ritslg 4 — I ESRRE G ARRE (LG Y) o (B2 > EFBRILLIHAIESE - 5
A 7K THF LARU Ui/ KDMF e
LCMS m/z : 682 (M+H) ~
HPLCRFFIFE © 1.275788 (T RIFA)
[0189] (L&A—25:
34—m 2 2-m4-MORIEE) —5— ( (3—&—2— (WA

ALk ) e —4— &) HE ) ZRHERRE

[{E83]
HN__O
q F
Jogsasl
\,\\S//\ I/
F |
H H ¢ F

fEs— [ (2— BB —3—mite —4—&) HE) 34— _HF—2— (2—#
—4—HGRRE R ) FHERRE ({EE&%a8 » 10.0mg » 0.019mmol ) FfELfiE/KDMA
(0.ImL) - FEOCIAAOMESE (2.3 L > 0.029mmol ) 2 HH AR EEEE (2.5 1L
0.029mmol ) - fEERIBEFEUNE o B RIERSYILUSEEMEHTE (0.1%H
TKAETRI0.1 % HEE LRETEIR ) BETHER - 5 RinaE R 2 ARELEY) (10.2mg »
86% ) -

LCMS m/z : 610 [M+H) *

HPLCORFFHFHE © L15578& (AT RiFA)

[0190) (L&¥s2 :
N— (12852 (1.1.1) [KE) MheEfis

[{E84]

5597 B o 256 H(BIHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

. P
N~ ~Cl
H

{EFfifEE (0.102mL > 1.25mmol) JEERIKZHE (1.5mL) - f£0°CIRIEE
BB OLLLL) Johe— 1 — ReHERgEE (50.0mg > 0.418mmol) - fEEURIRIE T > 4180
CEH 16/ - R E RSV TIRBE RS - 1B L &R AR -

[0191] {L&s3 -

N— ([ES 1}z (oxane) —4— %) Rtz

[{E85]
CCL Q.0
N’S\CI
H
DB &2y B EERMELE - REHE S iZERE(EEY) - (B2 > IR
/JJ]D ZAHﬁ‘

[0192] (L&PA—28:

S5— (2= (1 =488 (L11] [CERRERRERE) —3—aitiE—4—& )
HHE ) —34—5 —2— (2—&m—4—BOEHE) RHER

[{E386]

H.N.__O
H F
@\O“p g \©\
S N
N“ "N F |
H H ¢ F

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—F) HE) —34—-m -2 (2—&m 4 BIEREE) FHEE ({EEYa8)
K EE 2 Rl A E pRE LS ) -

LCMS m/z : 662 (M+H) *

HPLCRFFIFE © 1.275788 (T RIFA)

[0193] (L&PA—29:

5508 B o 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

34—"F 22— QQ-F4-HFRERE) 5- ([ (3-&2— ([O5x—
4 — ELRrnEmn Ll EL ) THIE —4— £ ) B ) SRR

[{E87]

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—F) HE) —34—-m -2 (2—&m 4 BIEREE) FHEE ({EEYa8)
K EE 2 Rl A E pRE LS ) -

LCMS m/z : 680 (M+H) ~

HPLCRFFIFHE © 1165788 (T RIFA)

[0194] (L&PA—30:

5— [ (2— CRNEMEMERE) —3—asMiE—4— 5] HE]) —34—

a2 (2-m 4R R

[{E88]

H,N__O
n F
0 0 N7 N
AN O
N° N F [
H H ¢ F

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—5) HE ) 34— "F 22— 2—F 4 EEE) FHEENR ({L&%a8)
K EE 2 Rl A E pRE LS ) -

LCMS m/z : 636 (M+H ) ~

HPLCRFFIFE © 1.215788 (T RIFA)

[0195] (L&¥A—31:

5599 B - 256 H(BIHREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

34—H 22— 2-m —4-HEREE) —5— [ [3—®—-2— (W2
— FEfahal A Ry ) MEnE —4— B ) FHE ) SRAERERE
[{E89]

1381 @
\\//

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—F) HE) —34—-m -2 (2—&m 4 BIEREE) FHEE ({EEYa8)
K EE 2 Rl A E pRE LS ) -

LCMS m/z : 638 (M+H) ~

HPLCRFIFHE © 1.245788 (T RIFA)

[0196] (L&PA—32:
5= [ (2— CGRTEMEMEERE) —3—aMiE—4— 5] #E] —34—

THE2— (2w 4 HORREE) SR R
[{£90]
HoN.__O
. F
L A @
N“ N F |
H H ¢ F

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—5) HE ) 34— "F 22— 2—F 4 EEE) FHEENR ({L&%a8)
K EE 2 Rl A E pRE LS ) -

LCMS m/z : 650 (M+H) ~

HPLCRFFIFHE © 1.265788 (T R(IFA)

[0197] (L&¥A—33:

55100 B o 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

34— "FH —2— (2—@m 4R ) —5—( (3—%—2— (2—HEE
LA Nt R ) e —4— &) A ) FRHERR

[{E91]
HN._O
2 g F

O N "
OIS F |
H o H ¢ F

PABUEEYIA — 258 8BS PRI IRG: - hs— [ (2— BB —3—&MtE —4
— &) HE] —34—"F 22— 2—&5 4 HoEEE) TR ({EaYas)
K 2 el 2 SRR L ED) -

LCMS m/z : 654 (M+H) *

HPLCORFFIG R © L1708 (o friRiFA)

[0198] (L&#A—34

34—_"F 22— 2—F4—HREE) —5—( (3—&:—2— (2—HEN
R EfE ARG AL ) Mg —4— & ) HE ) KRR

[1£92]
H,N_ _O
2 Ly F

2 I
\h SN F |
H H ¢ F

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—5) HE ) 34— "F 22— 2—F 4 EEE) FHEENR ({L&%a8)
K EE 2 Rl A E pRE LS ) -

LCMS m/z : 652 (M+H) ~

HPLCORFFIFE © 1.315788 (HTlR(IFA)

[0199] (L&¥A—35:

55101 B > 3 256 H(ZEBHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

34—"F —2— 2—F4-WFEHE) —5— [ (3—F—2— [ (1—HE
PR A ) PrheBEEii A ) R -4 A ) WAL ) FREERRE
[{E93]

\\ // \©\

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—F) HE) —34—-m -2 (2—&m 4 BIEREE) FHEE ({EEYa8)
FEE 2 Rt RO IR EY) - (BE > RIEHRIL0CHELT

LCMS m/z : 664 (M+H) *

HPLCRFFIFE © 1.305788 (HTlR(FA)

[0200] (L&PIA—36:
5— [ (2— (RNEFEEEIANE) —3—slte—4—4) HE] -

34— & —2— (2— & —4— oA E) FKHERR
[{£94]
H.N_ O
. F
£ 10 L
wN/S\N Z F |
H H ¢ F

LI b PIA — 25HyBUE BIERRIIRM: > 5— [ (2— gk —3 —mtnE —4
—5) HE ) 34— "F 22— 2—F 4 EEE) FHEENR ({L&%a8)
FEE 2 Rt RO IR EY) - (BE > RIEHRIL0CHELT

LCMS m/z : 650 (M+H) ~

HPLCORFFHF] * 1.265788 (rfrirRfhA)

[0201] (L&¥A—37:

55102 B o 3 256 H(ZEBHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

5— [ (2= Ctert— [ Bt ) —3—&Mie—4—& ) HE) —34

— & 2 (2 —4—HORERE) SRR
[{£95]
H,N_ O
] F
>|\ g0 N \©\
NN/
NG F |
H H ¢ F

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—F) HE) —34—-m -2 (2—&m 4 BIEREE) FHEE ({EEYa8)
FEE 2 Rt RO IR EY) - (BE > RIEHRIL0CHELT

LCMS m/z : 652 (M+H) ~

HPLCRFFIFE © 1.285788 (T lR(FA)

[0202] (L&PIA—-38:
5— [ (2= (LEhERpERE) —3—mMtie—4—4] HE ) —34-"_5

F F
PIEHEEYIA — 2SR BLE BIERAIRRA: - B15— [ (2—BE—3 — & tthE —4
— &) HE) —34—_FH 22— 2—F 4 WEREE) KBHEER ({L&1a8)
FHNEZ iR G AEE LY - (HE - (ERMmE(E Ria | -
LCMS m/z : 609 [M+H] ~
HPLCORFFEGE] © 1.205788 (HTRIFA)
[0203] (L&PIA—39:

55103 B o 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

N—BNE-S5— [ (2— (ZEmEMARE) —3—asltke—4—& ) HE]
)

—34—_Fm2— (2—®m 4 HCREE) FHERRE
[{E97]
N.__O
] F

T elchsl

N2/ |
NS F |

HF F

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—F) HE ) —N-IANE 34— & -2 (2— &5 4 IEMRE) TR
((bEP1al0) KEEZ ERRR SRR L) - (B2 - EAMEE RaH -

LCMS m/z : 649 (M+H) ~

HPLCRFFHFHE © 1.685758 (HTR(FB)

[0204] (L&PIA—40:

5— [ (2— (LEMghalAas) —3—sitie—4—& ] HE ) —34-2

—2— (2—& —4 W) G

Z o

IZ/ S
—d
\ 7

M ZT
s

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—5) HE ) 34— "F 22— 2—F 4 EEE) FHEENR ({L&%a8)
K EE 2 Rl A E pRE LS ) -

LCMS m/z : 624 (M+H) ~

HPLCRFFIFHE © 1.205788 (T RIFA)

[0205] (L&PA—41:

55104 B > 3 256 H(ZEIHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

e

34— @2 2-m o 4-HOREEE) —5— [ [3—&—2— (WA
Baish A ) OhhmE —4— & ) HE ) ZRHERRE
[{E99]

I

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—F) HE) —34—-m -2 (2—&m 4 BIEREE) FHEE ({EEYa8)
K EE 2 Rl A E pRE LS ) -

LCMS m/z : 638 (M+H) ~

HPLCRFFIFHE © 1.25788 (T lR(FA)

[0206] (L&PIA—42:
34—""—5— [ (3—&—2— 2—s5 JEMERERE) HhE—4—4)

HE ) —2— (2—&\ —4—oRiA ) ZRHERN

[{E:100]
H,N__O
g
N™ ™~ N
F\/\ /\\//\ |/
N N F |
HoHof F

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—5) HE ) 34— "F 22— 2—F 4 EEE) FHEENR ({L&%a8)
K EE 2 Rl A E pRE LS ) -

LCMS m/z : 642 (M+H) ~

HPLCORFFIFE © 1175788 (M RIFA)

[0207] {L&)a20 :

5105 B o 3 256 H(SBHEREEE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

34—"m—5— [ [3—& —2— (HEMERANRE) the —4— 5 ) HE )
—2— (2—& —4— Q- =HEWEIRE) FheE ) RHERR

[{E101]
H,N__O

/
= o
28
Iz O
—Z
\ 7
M 2T
J
/\

fE3.4— "% —2— (2—@m—4—WoEE) —5— [ (3—®—2— (HAMK
PR AR P B ) IEEIE — 4 — Bk J L )RR (L&A —25° 10.0mg » 0.016mmol )
SRR KTHE (0.1mL) - NII=Z8 (0.100mL » 0.717mmol ) ~ =HELhy B
R (4.1 L - 0.033mmol ) ~ (1,1°—8 ( “ZCEMBREL) s ) & qbst (1)
“EHGEMEAY) (1.2mg > 1.6 gmol) Keb{EFE (1) (0.9mg > 5Spmol) - fE=
SmIERE24/ N o R ECR SY LUSETEETE (0.196 FHER/KIE1%/0.19% HEE 2
WEAR) ETHEE  BERHIRYE AEREEY) (124mg) -

LCMS m/z : 580 (M+H) ~

HPLCRIFASERT 1 0955388 (OHTiRf:C)

[0208] (E&IA—26:

2— (A—ZWFE 22— AERE) 34— " —5— [ (3—&—2— (HE
Rl AR AL ) MHEOE —4— A ) HAE ) RHERRE

[{£102]

(34— _F—5— [ (3—&m—2— (HEEEEEE) HiE—4—&) H
] —2— (2—&—4— Q- =HEWEILFRE) FEE ) XHER ((LaW
55106 H 0 256 H(FAARAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

a20 > 11.0mg > 0.019mmol ) FfEMeOH (0.2mL) > SRINIEEESH ( 7.9mg -
0.057mmol ) - {EZRIEHELS/ NG « B ERSYILIEREREITE (0.1%H
BB IRI0.1 % R ZEETR ) EITREE - B RER AEELEY (5.0mg
5296) ©

LCMS m/z : 508 ([M+H) *

HPLC{RFFHFRT © 1.059788 (rifrfiRihA)

[0209] {b&)a2l :

5— 0 (2— MR -3—FME—4—5) HA) —2— (4B 2—FAME)

—34— @R HER

[{£103]
H,N._O
, F
SYsae!
|
HN™ N F Br
F F

fB5— [ (2—BE-3—HltE—4—F) HA) 34— "2 2— &
—4—BRRE ) FRHEER ((L&P)a8 - 60.0mg - 0.116mmol ) &R fiE/KDMF
(1.2mL) > JRIME(EHT (1) (83.0mg @ 0.581mmol ) > FE100°C fBEE24/NES o
Y SR &Y LAY EYHPLC ( TSK — gel ODS 80TS 5y m » 20x250mm column
(TOSOH) - 0.19% HE&/K/ER/0.1% HEE ZRE AR ) #HITHEEL - R LER
L&Y (35.6mg) o

LCMS m/z : 469 (M+H) *

HPLCRHFEFR © 0.615088 (#iR(4:C)

[0210] {L&mA—27:

2— (4R 2—&FAFMHE) 34— "F -5 [ (3—F—2— (HFEME

ALk ) e —4— &) HE ) ZRHERRE

55107 H > 3 256 H(ZEIHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[{E104]

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—F) WE] -2 (AR -2—miRiak) —34—- a5 X MR ({bePa2l)
ERREE(EEY) -

LCMS m/z : 562 (M+H ] ~

HPLCORFFIFE © 1135788 (T RIFA)

[0211] (L&PA—43:

34-@m 2 2-m4-MOREEE) S5 ( (3—&—2— [ [HE-
(FHERZEL) — (IS — A 6 — o2tk (sulfanylidene) ] Bk ) MHEOE —4— % )
FHHEL ) R ERRE

[{E105]
HN__O
. F
o S L
\N’S\N = F |
F F

fE5— ([ (2—BE—3—HME—4— &) HE) —34—"FH2— (2— &
—4— BRI ) KRR (LS8 0 102mg » 0.198mmol ) JAf## i fit/K THF
(2mL) > FEFRIBE T > FOCAIIMLLE (0.160mL > 1.98mmol ) K7 B BLhERE
# (0.100mL - 0.717mmol ) - {EIE/ERF » FE0CIRIIR @ Btert — T Fg (44.6
(L > 0.395mmol ) - 13 8E% - FIAII KRG & Btert — THE (446 1L >
0.395mmol ) - JNII2MHE ERFTHEA)E (1.98mL > 3.95mmol ) » #E{TEFEE -

SR SV LU B A (0.19 FHERZKIETR/0.1%6 HE: LRF7ER) A THE

55108 B o 3 256 H(SBHERBHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

2l R EMCER ARE(EEY) (459mg > 38% ) -
LCMS m/z : 608 (M+H) ~
HPLCORFFHFE] * 1.005788 (rfrirRfhA)
[0212) (E&#a22 :
S5— [ (2—ME-3—mltiE—4—&) H&) 34—
—HIRRE R ) IR —w LB
[{E106]

H
0.__0 -
“ O
N7 F
P - OH
HoN F | F
F F

(H5— [ (2—BE—3—&ME—4—&) HE) 34— &

“H-2— (2—&H 4

—2— (2@

—4— W E ) SRR IS (b5 a6 0 1.05g > 1.97mmol ) A THF (16.8mL )
KoK (84mL) » AEOCAIIEREF#H—/KEY) (415mg - 9.88mmol ) -~ E =20

2N - (ERER eI =8 (305mL)

{TRBERAE - AT

ZEEDUKETIRR - R RECER AZEEEY) (1.06g 0 85%) -

LCMS m/z : 518 (M+H) *

HPLCURHFFIFRE © 0.687748 (3 #friRFC)

[0213] (E&a23 -

5— [ (A —3—&ME—4—K) HE) —34—
—HAIEHEE) —N— (2RISR EHEE

[{£107]

H
HO_~ N0 -

=,

5109 B o 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101

—&E-2— (2—F 4

1112066629-0



202313562

LB L&Y 208U BIE BRI R - iS5 — [ (2—REA—3 —&thnE —4—
B) HHE) —34-"F -2 Q-F 4 HUREAE) FHB - B8 (ks
Yja22) FEHE L o REELEY) -

LCMS m/z : 577 (M+H) ~

HPLCRIFASERT © 0.5853 88 (OHTfRf:C)

[0214] {L&4a24 :

S5— [ (2P —3—&MnE—4—B) HE) —N— (2— [tert— T4 (=
HE) WE ] SBELEE ) —34— & —2— (2—HF 4R ) RHRM

[{E108]

H
O~ .N_O
=N 0 , F
N~ | N\©\
HoNT Y F |
F F

55— [ (2—BEA-3—FME—4—H&) HE) 34— _"H—2— (2—F
—4—HCERE) —N— (2—RELEE) FHER ({L&P)a23 > 320mg
0.555mmol ) J&f# T 7KDMF (3mL) » fE0°CifsiI=2Z M (0.116mL > 0.833mmol )
Jetert — T B " HHELERYBE (0.100mL > 0.717mmol ) » fEZRIEHE16/ N\ - 2 1% >
HE— RN =28 (0.116mL > 0.833mmol ) Ftert— | £ HHELZRY 57 (0.100mL -
0.717mmol) - #EFET/NEF o R GV LUBHEEITE (10mMZBE#E KA
IR ) ETER R EECER LAY (302mg » 79% ) -

LCMS m/z : 691 (M+H) ~

HPLC{REFIER © 0.98538% (3HT{E(EC)

[0215] {L&pa2s -
N— (2— (tert— T4 (“HE) WE) f§EL&E) —5— [ (2— (L&

WrtmBn e s ) —3— & MiE—4—F ) HE ] 34— _"F—2— (2—F 4t
5110 B - 3t 256 H(ZBHEFHE)
2210-18670APF-TW

)

111146325 FEESE A0101 1112066629-0



202313562

[{£109]
e .N._O
sl,u\ ~"0 : F
Q0 N7
/\H/S\H NS F |

PIEHEEYIA — 2SR BLE BIERAIRRA: - B15— [ (2—BE—3 — & tthE —4
—&) HA] —N— (2— (tert— T A (ZHE) W& ) fFELFE] —34—2
B 2— (2—@ —4—HoRR A ) AR ((baYe24) REES EfiRa s
FAEEEED) -

LCMS m/z : 798 (M+H]

HPLCORFFHFE © L115788 (3T {RiRC)

[0216] (E&4A—44 :

5— [ (2— (LERhfaAlas ) —3—®MiE—4—& ) HAE) —34—7

B—2— (2—@ —4—HSREE ) —N— Q- KRELEE) RHERR

E‘Ef

[{E110]
H _N
O\/\O O | £
N
N/
O\\S// ~ |
F F

EN— [2— (tert— T (ZHE) BWE ] fE&L8E) —5— [ (2— (&
Ehrhafa g ) —3—asltiE—4—&) F&) 34— "5 -2— (2—#—4
— WA R ) A HRERE ((E51a25 18mg - 0.023mmol )& ##iE7K THF(0.2mL ) »
FEOCAIMMIU T E&m (L THAR (27 wL > 0.27mmol ) - FHF2/INEF -
JEREVILISHEEENT A (019 HER/KER/0.1 %6 HEE ZFEER ) BITHRE

111 H o 3 256 H(EEBRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

ER B AEE(EEY) (14mg > 91%) -
LCMS m/z : 684 (M+H) ~
HPLCLRFFHFHE © 0799788 (T RAC)

[0217] (L&PIA—45:

34— & —2— (2—&F—4—-wERE) —5— ([ (3—& —2— (NEREH
FRAsH R ) MEmE—4—& ) HE ) —N— (2—RBELFE) FHEER
[{E111]
HO\/\O
HN

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—Fk) A ] —N— (2= (tert— T (ZHE) WE ) 8 L8E ) —34—2
B 2— (2—m -4 HEERE) R ((bEYe24) Khe s Eiia s
PARE(EEY) -

LCMS m/z : 698 (M+H) ~

HPLCRFIFHE © 0.83788 (IHTRAC)

[0218] (L&¥IA—46:

2— (4-BWNE -2 EHE) 34— 55— [ (3—=®=-2-( (1
— AR T A ) BehaPR AR s ) e —4— 5 ) BB ) ZRHERR
[{E112]

\\ // \CW

112 H o 3 256 H(EBRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LIBYEEPIA — 1RVRLEPIEBRIR: - mS— [ (2— Bk —3 —&itne —4
—F) HE] —2— (4-BRE -2—-m ke 34— 5 Wl (baY
a9) KHNEZ ittt 4— AR R o U EE LS -

LCMS m/z : 578 (M+H ) ~

HPLCRFHFHE © 0.89788 (IHTRAC)

[0219] (L&EPIA—4T:

N—BBNE 34— & —2— 2—&m—4—BZERE) —5— [ (3—&—2
— ( (V- HEIRTE) RehafEAiRe AL ) e —4—2 ) HE ) RHERR
[{E113]

\\ // \©\

PLBYEEIA — 1RVEUEPIERREIIR: - hS— [ (2— Bk —3—&itE —4
—&) HE) —N-BNEA-34— &2 2—F 4 HEERE) FHiR
((L&Yal0) F¥HIE S st 4 — ARG HEEE(LEY) -

LCMS m/z : 704 (M+H) *

HPLCORFFIFR © 0.97578% (3#rfiRdC)

[0220] {b&%)a26 :

5—E—234— =HXEHEE

[{E114]
HO._O

Br F
F

RESEAK (8ImL) BN IERG AAIEINR0C - R (162mL) -

5113 B o 3 256 H(SBHEREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

B RI2,3,4— =& FEHEE (27.0g 0 153mmol ) EHREESH (401mg > 2.30mmol ) >
MR ZEINRSSC - FEEE2.5/NEF - N HUERE#R (25.4g > 169mmoL. ) k27K (108mL )
P8 2 KSR » 18PE2.5/NE » B RER G 2AIZ0CHE - NI e b L 50
(24.3g> 161mmol ) k7K (324mL ) A8 2 /KSR « JEHLEE & PAZK (162mL)
MTHESL  ETIEREZER - BRAMaERE ARG (279g 0 71%) -

LCMS m/z : 253 [M—H) ~

HPLC{rFFHFHE : 0.66778% (73T {R{FC)

[0221) (L&¥a27 -
5—R—2— (4—IBNE2—®mAME) —34— _HmAHIE

[{E115]
HO._O

H F
N
Br F\CW
F

A IMEEE (= HEARY AL ) BEFACTHFZAR (206mL - 206mmol ) Z fZ
MERZRRAIEINE—15°C » T T4—IBNE —2— &AM (11.6g > 76.5mmol ) HY
THF (30mL) J&/K - P98 > FEE3078E > 15— 8 —234— =& AHE ({b&
#7a26 » 15.0g » 58.8mmol ) AYTHF ( 120mL) J&7% » 18305788 - (LK IERESY)
Fro RIISMEERZ (118mL) - FREREZER » DIABRERNES (75mL) #ETEEN -
AR LUK (75mL) JE5 2R ~ PAS% BALR/KER (75mL) jFH1X
HETRUERBYE o AEATS 2 BMERE S > INIINEE (120mL) » JIEVAREE - NI
7K (45mL) FeAE & (150mg) » (E&E ST - fEATE < SR+ » ARIK (45mL) -
JEHNGS R - DANEREIZK (1/2) HUREIRETTIE L - AEREE T LAYNE40°C (EHEZREE -
ERIEELEY (194g 0 85%) -

LCMS m/z : 386 (M+H ) ~

114 H o 3 256 H(EEBARAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCRFIFHE © 0.62788 (IHTRAC)
[0222] {L&%a28 :

S—IR—2— (4-BNE-2—-shlE) —34— s MRk

[{E116]
HN__O
2 ’ =
N
Br F
F
FEEAS—R—2— (4—BNE 2—FAKE) 34— _m5EHK (L

&¥a27 > 13.0g ° 33.7mmol ) ~ ZER T » ANIIZRE (104mL) ~ THF (26mL )
K2 1,17 —FREL BRI (carbonyldiimidazole ) (8.2g » 50.5mmol ) - fE=JEERE2
INEF - FERERE ST 0 AI128% &= K (13mL) - AEZDRIEFE307 58 (% - &
NERAIIZK C117mL ) < JEHES & > DUKIEETTEE > FERBE T PLYNm40°C EHEZ
e ESERELEY (12.0g 93%) -

LCMS m/z : 385 [M+H] ~

HPLCORFFEGFRE] * 0.525788 (TiR(4C)

[0223] (L&#7a30 :

— (3= —4— CGEEHE) Mg —2—5) ZREHHERE

[{E117]
Py ¥
H N OH /S\OH

F

(1) N— (4= [ (tert—TH (ZHE) BE ) SEHE] —3— &t —

LR ER S H » Afltert— T B — [ (2—&—3—FMIE—4—F) HEE)
— T HHELRYEE (180g  653mmol ) ~ Xantphos (22.7g > 39.2mmol ) ~ IiRfEsH (135g

BE 115 H » 3£ 256 H(EEHRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

979mmol ) ~ ZfERE (77.1g > 1.31mol ) FK2—HE—2—THE (540mL ) - (T
JRERRR SR LLRGETTHUR < AN 2 ( R REWNEE ) 35 (0) (14.9g > 16.3mmol )
KHRZR (540mL) - FEEFTIRERRR SR, - LRI THUR - fAESURIRIR I IREE &%)
ImEINE120C » BFET/NE - RANRS A 2 20m - ’RESIERSVI#ETENE -
LLFFZER (450mL) #IT/FR - AR - ARIDETERR (9.00g » 749mmol) > 11
FOmBRE VNG o B SR SYIETEE - LIS (B 170R270mL » SE270 5
180mL) JFE2K - R /AR AAIN- (4— [ (tert— T (ZHE)
WE ) SAHE] —3—mltie —2—& ) JERRERVHAERY) -

LCMS m/z : 299 [M+H] ~

HPLCOREFHF] : 0.815788 (3AriR(4:C)

[0224]  (2) {L&Ya300Y &K

FERIERGT > IRIIFTREZN— (4— [ (tert— T2 (ZHE) WA ) 4
HHEL ) —3 — s tE — 2 — B ) AR Ry AR R (175mL ) K FREE(195mL ) >
TR SR, > DLEET TR © R FtelZ (188g > 1.96mol ) LS 10°CH#EI TR
T AEERIR R/ NG o REEEIR EVIA B EANROTC » FBHE3/NE < JEEUTHEY) -
LIEAAlZ HE (312mL ) K HEE (78mL ) HREGRETES - AL EFEET
INIIFTIERL ERS LR HZE (LIL) R AFE (492mL) HPREETR - AEINROCHER
PRI/ © JEHUEIRS - DA (281mL) R AEE (117mbL) HYRERETER »
FEREE T LUANEA0CEHEZ R - S {baa30 (149g > 81% ) -

LCMS m/z : 185 [M+H] ~

HPLCORFFHFE] : 0.305788 (SrffriR(HE)

[0225] {L&¥ra3l :

(2— Zlahs —3—m e —4— ) BB HEL el

[{E118]

Iy

By

-

B 116 B » 3£ 256 H(EEHRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

23

™ o_ 0O

N 7o
F 0]

FEEEEAN— (3—m —4— (FEEHE) e —2—& ] Jfahe it (b
E%Ja30 > 50.0g > 178mmol ) F2— FHADUGELR (750mL) Z R EFGSH » 1=
s 04 — R AR B IEnE (52.3g > 428mmol) o RN AIZE0T » IRIIEH
Bz EE (21.9g > 232mmol ) - FEREZDR - HTHERE o BT H 2 ERE - #
TERATESNEA0C T TR R4S © AERGERAET RN ZlE (300mL ) » fE20)
{(HHEAfE% - /NHIDIPEA (31.2mL - 178mmol ) ~ BEfE (150mL) Fefd i o ffEsd
GEembIATHIR - NIIEEE (1IL) - RHEER LA £INR0CTE - JEHESS - LB
LER/IBEE (2/7) HNREIRIETTE L © 1EREE N ELINEA0C (R - JEG R i
wmEREIEEEEY) (31.3g° 72%) -

LCMS m/z : 243 (M+H) *

HPLC{RFFIER © 0379388 (3HriiC)

[0226)] (L&¥a32 :
5— [ -2k —3—®itiEe —4—5&) HA] —2— (4—BNE 2%
RS ) —3.4— _HARHER

[{E119]

=,

=

ERERZEF RIS —R—2— (4—BNE 22— AkE) 34—

7= FHEgh ({b=177a28 0 10.0g > 26.0mmol ) ~ BERESETTEZ AL RS (7.3g > 28.6mmol ) ~

ZEE#P (7.6g > 77.9mmol ) K2 —HENUGIE (150mL) - HEEfTRER - LL
FUETTHUR © i (2— “BRCAME — 27476’ — =R NA - RE) (2

117 H o 3 256 H(EBRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

— (20 —HA-LU-BERE) )8t (1) HaEEEER (440mg > 0.52mmol) -
TR R - PLEUEITHUR - AERSRIRE T ROREYIINE £ MNR80TC » 17

FRO/NES AN A 2 200 - A INIREE#H (10.8g > 77.9mmol ) - T TIREARR R,
BETEIA A/ (- ZIRCEBE 2460 —=2NE- LI -FFEE) (2
— (20 —hgA - LU -BoRE) ) 88 (1) Hh=fgi (1.1g > 1.3mmol) - Fi
TTIRREERR SR, > BEATEEUR » TRI0 (2— ZBaiE —3 — sthie —4— &) B Ak
el ({b&%a31 > 12.6g > 51.9mmol ) HY2— FHEPUGAERIE (150mL) JFR -
EEREBR N REREYIIDR 2INET0C » F2077 #R17K (935 1 L > 51.9mmol )
37X M% - |FE20578% o PR TNK (7.0mL) - BFEE2NEF > IRIIAIN — ZEREf
Hihzlz (847mg > 5.2mmol) K/K (150mL) Rl ZIEIR - 1N - 248l %E
SNEA0CHR - R KR - REA TR LIS % RAbsh/KiAR (150mL) #ITFM -
MR TEY) > BEATRBERAE - ALPTS LIRGERIE T - INIIZRS (500mL) > finEs
FINR100C - (EHIFRRE > Aal2200 o IS > LIRS (200mL) #1TE
J6 0 ALRER T LSNRA0C EEEG: - SIRE(EEY) (8.34g 0 68% ) -

LCMS m/z : 471 (M—H ] ~

HPLCRFHFHE © 0.74788 (HTIRAC)

[0227] {L&)9

S5— ([ (2—HE-3—amltiE—4—&) HE) —2— (4-—BNE-2-aF
Btk ) —3.4— @R

[{E£120]
H.N._O
g F
N7 N
|
HN™ F
F F

FUE a9 —2 -

B 118 F » 3 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HEESEAS— [ (2— 2Bl —3— IE —4— ) HFE) —2— (4K
B0 FERE) 34— HEFEE (L5932 100mg > 0.21mmol )
RHEZS 5 IR (3mL) RSMEEES (0.42mL > 2.1mmol) > LAYNESOC
RGN - B ER SIS AE R RIIMESEHAER (11mL »
2.1mmol )« FEFF1E 2 BEREERANAK (0.5mL) - JEAUAES, - LUK (32) £
SEEMOEITEE » DR T DYNE40C (1820 - 1815 BT B (L&
(77.7mg > 85%) o

X

LCMS m/z : 431 (M+H) ~

HPLCOREFHFE] : 0.61788 (3AriR(4:C)

[0228] {L&#IA—1:

2— (A-BWNE2-aFME) —34-"5-5- [ (3—&m—2— (H&E

HrhsPaARRE A ) e —4— & ) A ) SRR

[{E121]
H.N__O
y F
0.0 N N
N |
\N/S\N = £
H H ¢ F

BUEHIA—1-2
B5— [ (2—fgE—3—miiE—4—%) HE) —2— 4-BNE -2
) —3,4— @M ({EE %79 » 100mg > 0.232mmol ) J7ARZ Y fii7KDMA

(1mL) - FfH00EsE (56.4 £ L > 0.697Tmmol ) ° SAIE0CHE » I ERZ R
# (3021 L> 0.349mmol ) - BFEUNE « (£ EREY)TIRIMLEE (0.6mL) -
K (0.3mL) FAE&, (1mg) » FRRZEZEIR ° AI7K (0.7mL) K ZAg (0.4mL) >
FRFE20/NEF  JEHUTHEY) > LLAREIZK (1) RURERETTER - &S RitEE
feZbePIA—1 (93.1mg > 77% ) -

5119 H » 3 256 H(EEHRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LCMS m/z : 524 (M+H] '
HPLC{RRFSR © 1135368 (SHiEEEA)
(0229 (L&A — LEY5E -

2— (A—BEANE2—mF EE) —34—"®m—5— [ [3—®m—2— (HE
HrhsfaEsie 5L ) MHe —4— & ) WA ] FHERH R
[{E122] N o
N | N F

Na* F F

(1) AA—1a (Forml) Y%L

22— (A—BNE 22— AE) —34—_"H—5— [ (3—5—2— (H
EfrhEfa A ) MitE —4— 5 ) HE ) FHEER ((Ea¥A—1-3.03g) & -
AIOPNEE (10.6mL) KDMSO (1.51mL) - fEZR{EHIAERE « LR T R
020963~ B LY LBRER (3.03mL ) FALEYIA — 1HVSNERRYRE S, (1R I
AKA—1b) - AFEIRIBFE VNG - BEZRINAEE (15.0mL) - fEZ0RIEFEA/ N o
Z1&  FINIIZEE (15.0mL) - FEZE RPN - BT R ARG 2 EEY)
A—1HVENER (2.74g) (BEAA—1la (Forml) ) -

[0230]  (2) FAA—1bAYHIE

EEEYIA—1 (53.6mg) F > KIN20% 39 L E( L L BEE (0.054mL) K
RRAS T AR (0161mL) - {F= R0 8 - EERIMHER T EHH
(0.161mL) - {60 CH#EH4H - Z1& » /RIIDMSO (0.054mL) - {£60°C S
/N R B ARG R A EE YA — 18YEREE (25.6mg) (FEAA—1b) o

[0231]  (3) fFEARA— 1cHYBIMH

EAEEPA—1 (1.02g) & J/HIDMSO (4.26mL) K2ME SR (LKA R

B5 120 F - 3£ 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

(1.07mL) o FHERAE —20C /2 MizkRd H » BEEAL 2 RIRERFZIE3 H - 1ERT
1§ ERSFAI — KEE (10.0mL) - {E80°CH#EFEI0#E - 1% @ L2 RiRFEo6
INEF > S Rk ARG R 2 LB A — 1H9EREE (0.966g) (BFEAA—Ic) -

[0232]  (4) My RXESREERRIE
R AA—la (Forml) ~ BRARA—1bRECAA — 1cLLU LRI 2 AR XS
SREEETHIE -
HIZEZEE © SmartLab ~ D/Tex Ultra detector (Rigaku/) &)%)

¥f2ts © Cu

i

- 45kV

&
FER

%
iy

i

: 200mA

PREEE ¢ 0.02°
[0233] R XESERGEGTHIERVES RGN E 1 ~[E3 - &1 EBREAA

—la (Forml) HYR KXSTEREGEESEIZE - B2BURECAA — IbHU R XS SR ST
% o BEBEUTEAA — 1R R XESRGEET B ZE - LB~ B30 - fafh (X#h) %
RGEFTE20 (7)o el (Y8 ForGEaRe -

[0234] (5) EEFEiE

T AA—1a (Forml) - FEMIEETEITEIESS S Ty T#IEER] -
SERSEET ARSI EEA — 1 ZEZHEER0.99 - HIEHERTE] > HAA— 1a Ry 157
° BETRETABRLL MR ELT o

HIZEZEE © Dionex ICS — 1600 > AS— AP ( Thermo Fisher Scientific/\ 5% )

—

B+ © Dionex IonPac CG16 (5x50mm) /CS16 (5x250mm ) ( Thermo Fisher
Scientific/Y &%)
FSHER © 30mmol/L H bl A%
fI%] 28 © Dionex CERS —500 4mm » 88mA ( Thermo Fisher Scientific/\ &%)
B 121 B » 256 E(SEIARADE)

2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

ETERE 40T

SBHERORE © 1.00mL/ 575

BATEAE T 10uL

teillas - BB ML

BRARHE ¢ (EECAA — 1af£20mmol/L HHh=EE 7R R PLO.Smg/mLEY R B ik
7 IREMEFEL /NG > ZEENEET - HE FR -

[0235] (&bl :

34—"m 22— Q-m—4-wEEREE) -5 ([ (3—&—2— (HEME
Baishr ks ) Mhhe—4—A ) A ) FRHEEHES
[{£123]
0._.0O
- H F
N

\O:\S/O | = \©\

NN F I

H H ¢ F

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
— &) HE ) 34— "F 2— 2—&m —4—RREEA) FHEEHE ((La1Ye6)
ERRIEEEEY) - (B2 » (EREKNMPLEE/KDMA -
LCMS m/z : 436 (M+H) ~
HPLCORFFHFH] : 1.005788 (s3friR(4+D)
[0236] {L&Pb2:

34—"m 22— Q-m—4-wEEREE) -5 ([ (3—&—2— (HEME
Baishr ks ) Mhme—4—A ) A ] FHER
[{E124]

122 H o 3 256 H(FEBAERIHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HO._ __O
H F
N~
\O\\S//O | = \©\
N" "N F |
H o H ¢ F
B34 — & —2— (2—F 4R RE) —5— [ (3—&—2— (HEMK

R AR BL ) BEEE — 4 — A ) HEL ) SRR EE S ({L&Pbl > 158mg » 0.253mmol )
AYTHF (4.8mL) KoK (24mL) SEEERLAIZ0C - IREf(L#—KEY
(60.6mg > 2.53mmol ) - {EZRIEHE2/ NI o L EREGY T IRII2MER; - DL
CI C BT - A RB ISR E/KETE . A AR R S50 Haz
K o RERZ RS RRTR - EITIRERRYS - R R E R L&Y (161mg) -

LCMS m/z : 611 (M+H) ~

HPLCRIFRSRT © 0.675588 (OHTE(ED)

[0237] {L&YB—1:

34— "F 22— (2—gF—4—HWIRRE) —5— [ (3—& —2— (HEWF
FEASR RS ) OHmE—4— K ] HE ) —N— (2—-BELRE) RHEEH
[{E125]
HO\/\O
HN_ _O
] F

e L
~. -S. NN . |

H H ¢ F

LIS EEYa8ay BE HIFEIRRIMRA: > H13.4— @ —2— (2— & —4— Ry
B) =5— [ [3—&—2— (WAMrkBaEiA) Hhhe —4— & ) HE ) FHER
({bE¥b2) KEE i aiiRE(ba) -

LCMS m/z : 670 (M+H ) ~
HPLCORFFESE] © 1.07788 (HTRIEA)

B5 123 F » 3£ 256 H(EEHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[0238] {L&®B—2:

34— "F 22— (2—gF—4—HWIRRE) —5— [ (3—& —2— (HEWF
FEAER AL ) OHmE—4— K ] HE ) —N— (2—-HERLSE) RHEE
[{E126]
HN_ _O
] F

52 01 00
SN F |

H H ¢ F

LIS EEYa8ay BE HIFEIRRIMRA: > H13.4— @ —2— (2— & —4— Ry
B) =5— [ [3—&—2— (WAMrkBaEiA) Hhhe —4— & ) HE ) FHER
({bE¥b2) KEE i aiiRE(ba) -

LCMS m/z : 684 (M+H) ~

HPLCRFFHFHE © 1.56578% (TR(FB)

[0239] ({L&¥B—3:

34—"F —2— (2—F—4—wORRE) —5— [ (3—&F —2— (HEMRE
FRAEREES ) MEmE —4—F ) HE ) —N— (2—HERWNE) RHEEE (428
BEY))

[{E127]

N__O
v H F
0 I
SN F |
H O H ¢ F

LIS EEYa8ay BE HIFEIRRIMRA: > H13.4— @ —2— (2— & —4— Ry
B) —5— [ (3—&—2— (HEMhEpEE) e —4—5 ] HE ] FHE
({bE¥b2) KEE i aiiRE(ba) -

124 H o 3 256 H(ZEBAERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LCMS m/z : 664 (M+H) *

HPLCORFFHFRE] * 1.7057 K 1.725788 (3#ieet4dB)
[0240] (L&¥B—6:

(+/=) =N— (22— Z®IENE) 34— _"H—2— (2—m —4—H=F
M) —5— [ (3—@® —2— (FHEMhal AR A ) e —4—4 ) HE ) FH
e CRiEYD)

[{E128]

F H

DI E Pl 20y BUS PIERRRIRME - 34— 2@ —2— (2—®m —4— 3R
Bk ) —5— [ [3—& —2— (WAMrhaBREfaA ) e —4— A ] HE ) 2R
iz ({batb2) KHE i EdFE by -

LCMS m/z : 686 (M+H ) *

HPLCRFFHFHE © 1.699788 (HTRAFB)

[0241] (L&¥B—4:

34—m 2 2-m4-MORIEE) —5— ( (3—&—2— (WA
RAfE AL ) MEnE —4—%k ) BB ) —N— [ (18> 2R) — (+/—) —2—HEIR
WA ) R ERRE CRIEY))

[{E129]

B5 125 F » 3£ 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

fE&¥B—5 ¢

34—m 2 2-m4-MORIEE) —5— ( (3—&—2— (WA
aAkfaEs ) M —4—%& ) HE ] —N— [ (1R>2R) — (+/—) —2—HFIR
WA ) SRR CRE))

[{E130]

N
SN F |
H H ¢ F
B34 — & —2— (2—F 4R RE) —5— [ (3—&—2— (HEMK

MR RS ) MEoE —4— &) HE ) —N— (2—HERWNE) RHEER (42F
YREY)  (ESB—3 » 57mg) DI4YEIHPLC (YMC Triart C18 plus Spm » 4.6x
150mm column > 0.19% TFAZKIER/0.1 % TFAZRE AR ) HEATIEEL > FE1555 Bl By E
feZ(baYB—4 (147mg) FALEPB—S5 (4lmg) -

{t&aYB—4

LCMS m/z : 664 [M+H) '

HPLCORFFIFRE © 1.707748 (3 #friR(FB)

{E&YB -5

LCMS m/z : 664 [M+H) '

HPLCORFFIFRE © 1.727748 (3 #friR(FB)

[0242] ({L&YB—8:

34— "FH 22— 2—H—4—HIEME) —5— [ (3—& —2— (NEWEE
Bl ) MhhE —4—A ) HAE ) FRHEER

[{E131]

BE 126 H » 3£ 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LIEHEEYIA =25 ~ (baPb2 l b aPa8ry Bl PIER Ay RA: - h15— [ (2
—REEE 3w -4 &) HE ] 34— 52— (2—m 4 HUORiEA)
A ({EEVe6) RAEEREASHIEELLEY) - B2 > ShlER=
LI B i KDCM LA L&A — 25y BLE FI A F 2 IHE0E K2 fii/KDMA e

LCMS m/z : 623 (M+H) ~

HPLCRFHFHE © 1.63788 (HTRAB)

[0243] (L&¥B—9:

34— —5— [ [3—®—2— 2—RRLEMEARRE) e —4—5)
HE ) —2— (2—& —4—RIE ) RHERR
[{E132]

HoN oH -
32 1000
HO\/\N/S\N X £ |
H o H ¢ F

LIEHEEYIA =25 ~ (baPb2 l b aPa8ry Bl PIER Ay RA: - h15— [ (2
—ME 3w ME -4 —E) HE ) 34— m -2 (2—sm 4 HRREE)
B HEE ((bEVe6) K¥eE 2 MEfi A e R Etay) - (B2 > 7hlER
= LR R K DCMEAE A B &) A — 258 8438 FlFr{ A 2 HE0E Ko fiiZ/KDMA e

LCMS m/z : 640 (M+H ) ~

HPLCORFFHFE] * 1.065788 (rfrirR(hA)

[0244) (E&%7b8 :
34— @ —2— 2-m —4-BEEMEE) 5[ (3—&-2—- [ 2—HE

127 B o 3 256 H(EEBARRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

WlE—2—%) SEE iR AL ) e —4 — & ) WA ) R

[{£133]
ﬁl

LI EEYIA =25 R b aYb2dy 8L PIERR AR - mS— [ (2—Fg&—3
—@INE —4—&) HE) —34—-"H —2— (2—m—4—BEREE) FHEEH
fg ({b&Ya6) FK¥NE L Ftafi 2 apiZE LEaY) o (B2 (ERf/KNMPLIEY
RAEEYIA — 258y BIE FIFT(E A 2 fii/KDMA e

LCMS m/z : 697 [M+H] ~

HPLCORFFESE] * 0.715788 (HTfRfFD)

[0245] (L&%b9 :

34— Tm—2— (2—m—4—HRERE) —5— [ (3—®m—2— (hehEles
ks ) OHEmE —4—Ak ) HA ) SRHER

IZ

[{E134]
HO._O
, F
e XL
HN" SN N F |
HoF F
34— "FH—2— 2Q—HF —4—wEkE) —5—( (3—&H—2— ([ (2—H

EWE—2—&) SERERERARE ) T —4—&) FE&) FHEE (L&
#7b8 » 131mg » 0.188mmol ) H92,2,2— =& LEAR (2.6mL) § - J{IIE=H
B (71.5uL > 0.564mmol ) - {EZRIEFELS/NEF o K R G A AR E AL
@t (0.19% B /KIEIRI0.19%6 I LRE AT ) HEATIEEL » JER R E 2 12
Hibet) (75.0mg > 679%) -

B5 128 H » 3t 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LCMS m/z : 597 (M+H) ~
HPLCOREFHFE] : 0.605788 (s3frirR(4D)
[0246] {L&Y/B—10:

34—"m 22— (2—m—4-HEEREE) —5— ( (3—&—2— (fZh

Rakk ) MEmE —4—Fk ] BB ) ZRHEERE

3
uy=:1
=
i

N
/

[{E135]
H,N._O
g F
JeUe el
N |
HoN” SN F |
H o f F

T

DI E Pl 20y BUS PIERRRIRME - 34— 2@ —2— (2—®m —4— 3R
Btk ) —5— [ (3—& —2— (fehaBpsia ) mhhe —4—%k ) B ) Rl ((k
By ) FHNE e iR ey -

LCMS m/z : 596 (M+H ] ~

HPLCORFFIFE © 1115788 (T RIFA)

[0247] (L&¥b10:

2— (24— HTEREE) 34— & 5 HEREIEHER

[{E136]

HO.__O ol

¥OM LDA THEA % (6.53mL » 13.1mmol ) 541%E —78C ' TERBET >
ENIAIN2,3,4— =HAHEE (1.00g » 5.68mmol ) FYTHFAKR (6mL) ° f£—78
CHFES0T8E% » 18/ IIDMF (0.484mL > 6.25mmol ) » £ — 10°CHEFE2/NEF -
EE—EEE > B2 — 5 —4— B2 (1.44g > 5.68mmol ) BYTHFZ R (15mL)

B5 129 H » 3£ 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

RENE—T8C > T IMsHEE ( = AR A ) e THFA R (13.6mL > 13.6mmol )
30088 - WEE - NIV SRSV - AEZ0RIBH20/N - (ERIER
EvT > IRIZKR2MERRE - LLOBE B T2EEL » DAIK BB # (E A TR R -
FEZERREPR 1% - M TR - B LYy (1.2g) -

LCMS m/z : 438 (M+H) ~

HPLCRFFIFE © 0.915788 (T R(FG)

[0248] {L&Pbl2:

2— 2-F—4-BERMEE) —34— % —5— [ (E) — [ (4—HEZE)
bR na I ) BHEL ) R R S

[{E137]

LIEHEEYal kAt E&P)a2dyBUE PRI IR - 2 — (2— & —4— iRk
B) =34 w5 HERAENE (EePblo) sliEEbaey) -

LCMS m/z : 620 [M+H] ~

HPLCORFFESE] * 1.099788 (HTfR(FG)

[0249] (L&%bl4 :

S5— [ (2— A —3—mMiE—4—&) HA ) —2— (2—E—4 -k AE)

—34- _Hm AW

[{E138]
0.0
- 4 G
|
H.N" F |
F F

55130 B o 3 256 H(SBHEREEE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LIBUEG YIS kAL PraoRVBUE BIEBAYIRME > 12— (2— & —4—BoRhy
B) —34-%—5— [ (E) — [ (4—HEHE) wafipian i ) A ) R
BzHls ((E&Pb12) aldEE e - (B2 @ EADIPEADII AL EYaSHyE
B BIFT{E A B -

LCMS m/z : 548 (M+H) ~

HPLCRFHFHE © 0.89788 (IHTRAC)

[0250] {t&P/B—11:

2— (2-FE—4-WFERE) —5— [ (2— GRNEAMEREERE) —3—
BALE —4— 5 ) HE ] —34— “HCRHERR

[{E139]
H.N__O
y Cl
0 0 N7 N
g \|
N7 N F |
H H ¢ F

LIEEEIA—1 ~ {EEYI02 B AL &8RS BI[E BRRY IR - H5— [ (2

—REE -3 —mAE -4 &) HE ) —2— (2R 4-HORiEE) 34— &
R ({EEYb14) e FhEls 4 — AR RS B EEY) -

LCMS m/z : 652 (M+H) ~

HPLCRFHFHE © 1.679788 (IHTRAB)

(02511 {t&PB—12:

2— (2-F—4—-ERAE) —N-IRNE -5 [ (2— GRS
Mk ) —3—mMitiE—4—4 ) HE ] —34— _@m R HERH

[{£140]

55131 B > 3 256 H(ZEBHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

H
QZNEEH Cl
0 0 N7 N
P @
NI F |
H O H o F

LIEEEIA—1 ~ {EEYI02 B AL &8RS BI[E BRRY IR - H5— [ (2
—REEE 3w -4 &) HE ) —2— (2-&—4-MRHEE) 34—
R ((LePibl4) FoAiE 2 Rtk 4 — i ESRls o R b ey - (HE »
{5 A e 2 e A L & P1a8RIBLE BIFT {2 TMZMeOHIE I -

LCMS m/z : 692 (M+H) ~

HPLCYRFHFHE © 178758 (T R(4FB)

[0252] {L&P/B—13:

2— (2-FE—4-WFERE) —5— [ (2— GRNEAMEREERE) —3—
BAE -4 -5 ) HE ] 34— "5 -N— [ 2-HENKE-2-5) S5 F
Sl

[{E141]

>L N._O
0 ] cl
A_%E ] @
H’S\H N F |
F F

LIEEEIA—1 ~ {EEYI02 B AL &8RS BI[E BRRY IR - H5— [ (2
—REEE 3w -4 &) HE ) —2— (2-&—4-MRHEE) 34—
R ((LePibl4) FoAiE 2 Rtk 4 — i ESRls o R b ey - (HE »
{5 A e 2 e A L & P1a8RIBLE BIFT {2 TMZMeOHIE I -

LCMS m/z : 724 (M+H ) ~

HPLCRFHFHE © 1.815788 (HTRAFB)

55132 F o 3 256 H(EEPHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[0253] (L&¥B—14:

N—HBPE 34— CF-2— QR4 WERE) —5— [ (3-7
— CHPERRAGRE ) MLE — 4 2 ) AL ) RGN

[{£142)

V H F
\\S// | P
~7 N F |
H

F F

ZT
O

DB EEYIA —25 (&Y A b aal 288 s Fl B > 5 — [ (2
—REE 3 FME—4— &) HE] 34— "&F 22— 2—&F 4 BOERA)

KHEHEE ({b&Ye6) REEZERASHIIEELEY - B2 2hlER=
LR B A KDCM U L EYIA — 2589 BUE FIRT{E AT < thoE K fit/KDMA - (]
IMEE(ERAER LI L& Y288 LEFIFT A < S48 —KEY) - [£H
e 2 B AR B & Va1 2898 LE BIRTE AT < tert — T A ERGERRE T -

LCMS m/z : 635 (M+H) ~

HPLC{RIFASRT © 0.875388 (OHTiR{E:C)

[0254] ({L&YB—15:

34— "FH 22— QQ—F4-EREE) —5— ([ (3—&F—2— (HIHEE
W) MEEmE —4— %) HE ) —N—HEERHRN
[{£143]
H
\O,N O ., E

sUsae!
N7 |
SN F |

Ho F

PAEHEEYIA =25 - (LEYI2 B L&Yl 28 BLE BIE AR - ths— [ (2

55133 B o 3 256 H(SBHEREEE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

—REEE 3w -4 &) HE ] 34— 52— (2—m 4 HUORiEA)
FHEEHES ({EEPe6) KRHAEZERASHIEERLEY - B2 > ShlER=
LR KA KDCM B b &I A — 258y BUE BIAT{E A 2 thie K fit/KDMA - (£
IMEE (LR KE R E G YI2BBUEBIFTE A . S8 b8 —KEY) > [£H
e 2 g LU G Y1 2898BE BIRTE A Ztert — T S B EEREES -

LCMS m/z : 625 (M+H ) ~

HPLCRFHFHE © 0.80788 (ITRAC)

(02551 {L&Y/B—16:

5— [ (2= (LEbEBpERrE) —3— sl —4—4 ) HE) —34-""%
—2— (2—m —4 RN E) —N—HEATR R

[{E144]

PIBUEEYIA =25 - (LEaYb2 A& Yal 2898 S PR ERRY &M - S — [ (2
—REEE 3w -4 &) HE ] 34— 52— (2—m 4 HUORiEA)
FHEEHES ({EEPe6) KRHAEZERASHIEERLEY - B2 > ShlER=
LR KA KDCM B b &I A — 258y BUE BIAT{E A 2 thie K fit/KDMA - (£
IMEE (LR KE R E G YI2BBUEBIFTE A . S8 b8 —KEY) > [£H
e 2 g LU G Y1 2898BE BIRTE A Ztert — T S B EEREES -

LCMS m/z : 639 (M+H) ~
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_EFI-

oy

2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

WAkfaEs ) Ak ) AL ) gL
[{£205]

\\ // ‘ O \©\

LUt EY)aS AL EYIA — 25y BLE PIER AR - 34— @ —2— (2
—@m 4R —5— ([ (B) — [ (4—HEFRE) miiAnififA ) HA]
R ((bE&Ycl) REEZEREEHEEELEY) - (B2 » A3 —ESFR
BB LI b EYaSey BUERIRTE R 2 (2— ( (24— ZHEERE) HEM
B —3—mahE —4— &) Wik ((baWed) - 3 R (P ERT - £
MEEE /R

LCMS m/z : 620 ([M+H ) ~

HPLCORFFEGRE] * 1.657788 (TiR(4B)

[0317] (L&¥e2:

2— (A—BEANE2—mF EE) —34—"®m—5— [ [3—®m—2— (HE
HrhEfaE e B ) e —4—& ) HE ] FHER

[{£206]
HO.__O
n F
00 N N
\\S// | _
H H ¢ F

LISUEE Y129 R AL EPIA — 1RVBLEBIEIRAIIRM: - m15— [ (2—RgE—3—
BAIE—4—&) HE ] —34— 72— (2—&m 4 #ORME) SRHBLEERL
({baWal) GEiEEEEY) -

LCMS m/z : 525 (M+H) ~

5169 B o 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCERIFASRT © 0.83538# (OHTfR{:C)

[0318] (L&#IG—1:

N—BRNE—2— (4-BBNE-2-FFME) 34— —&F 55— [ (3—&
—2— (HEMHARR AR ) MhnE —4— & ) HE ) IR

[{£207]
N__o
\Va uo b
Q0 N "
\N/S\N = £
H H ¢ F

DLBYEEal OBy BLEFIEIREATIGM: » 22— (4—FBNE —2— Gk A)
—34— &5 [ (3—&—2— (HEHREREERE: ) g —4— 58 ) HE)

FHEE ({bEYe2) sl L) -
LCMS m/z : 564 (M+H) ~
HPLCRFFHFHE © 1615788 (HTRAB)
[0319] (L&¥IG—2:
2— (A—NE2—mFE) 34-5-5- [ 3—&m—2- (H&

Rt R R A ) e —4—4k ) HE ) —N— HEEZEHER

[{£208]
N__O
N
o) - F
0 0 N
\\S// | P
“NTN F
H H ¢ F
22— (4—ENE-2—F A E) 34— _F-5— [ (3—&F—2— (H

Bl A B ) e —4— A& ) A ) RHEE ({E&1Y)g2 » 20mg » 0.038mmol )
Fy4EE 7K DMFAE (0.2mL ) 57 0 7500 — B B A EERE EE ( 6.4mg > 0.076mmol )

5170 B - 3£ 256 H(EEHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

WNEERREERT (BRIR=29) (56uL > 0.095mmol ) 2= % (27uL > 0.19mmol ) >
FEE AR 16/ N i R R S LIS E T A (0.196 B /KIER/0.196
B LRE7ER) EITRE . B RaER ZAEEEEY (14mg > 66% ) -

LCMS m/z : 554 (M+H) ~

HPLCOREFHFE] * 1.537788 (rtietdB)

[0320] (L&¥IG—3:

2— (4R —2—mRME) 34— m—5— ( (3—&—2— (WHERE
RAkfE R ) MEnE —4— 5 ) HE ] —N— S HRERE
[{£209]

LB EEIa21 - (EEYA— | RAEEYIG— 26 BLE B EREIER: » 15— |
(2— P —3— FPHIE —4—K) H&) —34— —H—2— 2—F—4—BEn
B FHEEEE ((LoWa]) SHIEEESY) -

LCMS m/z : 592 (M+H] '

HPLCR A 1.525788 (5{MEB)

[0321] (E&¥G—4:

2— (4—F—2—FERE) 34— FH—5— [ [3—F—2— (HLEE
MEALREEL ) e —4— ) HIEE ) —N— HIE LS

[{5210]

I

171 H o 3 256 H(ZEBAERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LB EEYa21 ~ (baPIA — 1L RAEEYIG — 28V BLEPIERRAYRM: > 15— (
(2—pgE—3—mithe —4— &) HE] 34— &m—2— (2—&m 43
) FHERERIRE ((baWal) cphldEd ey - B2  (ERE(EHE (1) S
b2 1 EEEHIFTE R & (1) -

LCMS m/z : 548 (M+H) ~

HPLCRFFHFHE © 1.50788 (T R(A4FB)

[0322] (L&EYIG—5:

N—ERNE —2— (4-BBNE 28 E) 34— 55— [ (3—%
—2— [ (1 —HEIRT ) Matefiiiaik ) e —4—F& ) WA ) ZRHRghE
[{E211]

N_ o
VA oot
0 0 N N
Qs l
NN F\CW
H H ¢ F

DI EEY)a9 ~ {EEPaT ~ {EEal2 AL EYIA — 1N ELEBIEIREATIEL -
ms5— ([ (2—HE -3 —mMthe —4—&) HE ) —34-_5-2— (2—-%—4
—HZRRE L) ZEHEEHES ({EEPe6) oifEEbae?) - HE > (ERIMEEI(L
$7KER AR b PR BEE I E A 2 e 8 bl —Key)  (ER=JRE
AU fral 26985 B B F 2 DIPEA « X {5 IS > B LR B2 a2
YRS PIRTEE A Ztert — T S AN EARLER - (I EE 2 Rhalt 4 — D ECRER DAY
FULEPIA — 1EVELEBIFTE A 2 ARt g 4 — B EORES -

172 H o 3 256 H(EBRRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LCMS m/z : 618 (M+H ] ~

HPLCRFFHFHE © 0.957788 (IHTRAC)
[0323] (L&EPIG—6:

2— (4-BWNE -2 EHE) 34— 55— [ (3—=®=-2-( (1
—HEIR T A ) Metafnisha s ) e —4—5& ) HA ) —N— HEARHEER
[{E212]

\\ // \CW

DI EEY)a9 ~ {EEPaT ~ {EEal2 AL EYIA — 1N ELEBIEIREATIEL -
HS— ( (2— P —3—mMithiE —4— %) HE] —34— "% —2— (2—5—4
—HZRRE L) ZEHEEHES ({EEPe6) oifEEbae?) - HE > (ERIMEEI(L
$7KER AR b PR BEE I E A 2 e 8 bl —Key)  (ER=JRE
B S Pal 2609852 I Fr{f > DIPEA « X - {5 F ¥ > B LU B Sl 2
YRS PIRTEE A Ztert — T S AN EARLER - (I EE 2 Rhalt 4 — D ECRER DAY
FULEPIA — 1EVELEBIFTE A 2 ARt g 4 — B EORES -

LCMS m/z : 608 (M+H) ~

HPLCRFFHFHE © 0907788 (IHTRAC)

[0324) (E&IG—7T :

N—INE-2— (4-BWNE-2-soRigE) —5— [ (2— (LEbGERE
Btk ) —3—mMuE —4—& ) HE ) 34— @ HiEhE

[{£213]

5173 H » 3£ 256 H(EEHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LIBYEEYIA =25 ~ {EEYI0 ~ (bWl K Abaral 20y BUEPIERAIFRA: -
HS— ( (2— P —3—mMithiE —4— %) HE] —34— "% —2— (2—5—4
—HZERE R ) ZEHEE s (bEPa6) REEZ iR Ao i E(Le?) - (HE
73 Al F = 2 R K DCM LB A EPIA — 258y RS Bl FT 5 A 2 MHEe e k7K
DMA - (EF IME &b/ KE R EEPaTey 2EE HIRTE A < S a8 bt —oK
ey e o (EREE B IR EEYal 289 ELEGIRT A < tert— T SR AR EEEL
o

LCMS m/z : 563 (M+H) *

HPLCRFHFHE © 0.8875% (T R(C)

[0325] (L&PIG—8:

2— (A-BRNE-2-mFmE) —5— [ [2— (LEmEREERE) —3—

BALE —4— 5 ) HE ] —34— 5 N HEERHEER

[{E214]

N__O
N
Q\:j:{ F
0 0 N N
\/\\S//\ A \©W
N F
H f F

LIBYEEYIA =25 ~ {EEYI0 ~ (bWl K Abaral 20y BUEPIERAIFRA: -
ms5— ([ (2—HE -3 —mMthe —4—&) HE ) —34-_5-2— (2—-%—4
—HZERE R ) ZEHEE s (bEPa6) REEZ iR Ao i E(Le?) - (HE
T AE = ZRg R A7KDCM LR B & PIA — 250y RS BT {5 A L Re ik

5174 B o 3 256 H(ZEBERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

DMA » {5 VR4 (K 8B AR T 1 R BT PR - 4R B9 — K
£ S BRI BELUA (L Y| 200 BUEIFTREFR 2 tert— T RS0
°
LCMS m/z : 553 (M+H] °
HPLCERFFISRE * 0.825348 (STHTIEEFEC)
(03261 {LE9G—9
2= (4K FERE) 34— F—5— [ (32— (B

DRPEHE ) OEnE —4—A& ] HE ) —N—HEEIE R

[{E215]
N__O

\ -

@] H F
0.0 N
\\S// | P
- \H F

F F

LIBYEEYIA =25 ~ {EEYI0 ~ (bWl K Abaral 20y BUEPIERAIFRA: -
ms5— ([ (2—HE -3 —mMthe —4—&) HE ) —34-_5-2— (2—-%—4
—HZERE R ) ZEHEE s (bEPa6) REEZ iR Ao i E(Le?) - (HE
73 Al F = 2 R K DCM LB A EPIA — 258y RS Bl FT 5 A 2 MHEe e k7K
DMA - (EF IME &b/ KE R EEPaTey 2EE HIRTE A < S a8 bt —oK
ey e o (EREE B IR EEYal 289 ELEGIRT A < tert— T SR AR EEEL
o

LCMS m/z : 539 (M+H) ~

HPLCLRFFHFHE © 0799788 (T RAC)

[0327] (L&l :

S5— [ (2—ME—3—mMie —4—5) HE] —2— (4 [3— (2—Z&

NEA) —3-MIEENE ) @ik -2-s0RE ) 34— s8R E S

B5 175 B » 3£ 256 H(EEHERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[{E216]

( Q—RE-3—gsME—4—&) FE) —34—_"%—-2— ( (2—
;o4 HSRE) BeE) AHEEHEE ({E&%a6 » 500mg > 0.941mmol ) ~ 3—%i
= (226mg > 1.04mmol) ~ Xantphos ( 109mg + 0.188mmol) -
S (oo FEENEE ) £ (0) (86mg > 0.094mmol ) 5z DIPEA (0.492mlL > 2.82mmol )
F91,4— " [OZER2K (17mL) fENOCHEREUNE - £REEESYF - i
LG EATH R TR - RBIREITIRKERRYE - RS < A DU E Tt
7% (019 HEEZKIEIR/0.1% L LREER ) ETHER BEhEaiitmiE
ZAEEEEY) (584mg > quant.) -
LCMS m/z : 622 ([M+H) '
HPLCORFFIGR © 1145788 (iR G)
[0328] {E&¥h2 :
5— [ (2—BE-3—gME—4—&) HE) —2— (4— (Z“HmHE=EM
B —2—#oRN A ) 34— _H AN HE
[{E£217]

0._0
e
HF
i 198
HN™ F s)\
F F

S — [ (2—REsE—3— I —4— ) B —2— (4— (3— (2—
HONERE) —3— ISR ) G2 FERE) 34— AR
({L&9h1 - 584mg - 0.939mmol ) HYHIEEATR (9mL) SAIZE0C - FRAN2595H

B 176 B » 3£ 256 H(EEHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

FEsh AR ERUA R (1.29mL > 5.64mmol ) > fEZDRIBHI3/NE « #& > fL0CIR
i CRZ@HE) Bz — 285 (1.00g > 3.76mmol) - fEE R 10778 - K
JEREYIZAIZ0C » FIN25 % HEZ 5 H 2720 R (1.29mL > 5.64mmol ) Kz (VR
A Bk LB (1.51g 0 5.64mmol) > {EEIRIEFF2077 8 o MKREIRES

V12al20C - ASINHER (0.213mL > 5.64mmol ) - ETTRBIRAE AT L7
AL EERETE (019 HEE/KEIR/0.1% HER ZRFER) BITHRE EER
EmERS ZARE(EEY) (195mg > 43%) -

LCMS m/z : 488 [M+H] ~

HPLCRFFHFHE © 0.815788 (T R(FG)

[0329] {L&Ph3 :

S5— 0 (2—HE-3—mMiE—4—&) HHE) —2— (4 (ZsmHEER
B —2—miiE ) 34— eI

[{£218]

H,N___O
H F
i @ i
NN - S)\
F F

B5— [ (2—HEE-3—HFME—4—FK) HE) —2— (4— (ZHFHESR
BRE) —2— @AM A ) — 34— “HAHEHE ({LE&Ph2 > 60.0mg > 0.123mmol )
KIMEZEMeOHZE K (1.80mL - 12.6mmol ) HLEEY) » HRROE R IESEE » (FE

B TE8S CHEFEO/NIT « R IR SYIHEI TR B - KPR 2 BE DU S
LA (0.05% =F LEKER0.05% =R/ L AR BETHER BER
ORI E A L&Y (53.2g091%) -

LCMS m/z : 473 (M+H) ~

HPLCRFHFHE © 0.63788 (IHTIRAC)

177 H o 3 256 H(EEBRRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[0330] (L&¥H-1:

2— [4— (ZaHEabE) 2-sk k] —34-25-5- [ (3—%
—2— (AR AN R ) e —4—Fk ) BHA ) SRR

[{E219]

H,N_ O
QV&H |
O 0 N X N F
\/\\S//\ I/ \©\)\
N N F S F
H H [ ¢

LIBYEEPIA — 1RVRLEPIEBRIR: - mS— [ (2— Bk —3 —&itne —4
—F) HE] —2— (4 (ZaWEENE) —2-siE] 34— 558 H
e ({EE¥h3) GRiEELEY) -

LCMS m/z : 566 (M+H ) *

HPLCRFHFHE © 1499758 (T R(FB)

[0331] {L&Ph4 :

2— (1—ZRFFmy — S5 — Ak ) —3.4— & —5— HERESRH L

[{£220]
HO._O

1#2,2,6,6 — PUEHELORIE (2.53g > 17.9mmol ) AyE/KTHEE®R (30mL) 54l
E£-C  HRRBRET  SI0L6M n— T E#CHFR (11.2mL
17.9mmol ) - #EFST8E - 41 — T8 CHRI S ER VIR E234 — =8 FHE
(1.50g > 8.52mmol ) HYTHF&K (9.0mL) - EFE10778# - R R 0fE/KDMF
(0.759mL > 9.80mmol ) - fEOCIEFF2/NE  fE55— B - i (b LY
Bl —5—Hz (1.65g > 11.1mmol ) FYTHFEK (30mL) S4l%E —78C » 7fj01.3M

BE 178 B » 3£ 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

P (=AY E) MG THFAR (15.1mL > 19.6mmol ) K SEmiHY R IEREGY) -
FEZ IR 24/ N » FERIER GV - INIZMERRE > 12524/ N R > IR R
2MERRE - DLOBE LB TZEAL AT LIsE AT & B/ KT - DAIKHi AR
S HLEZ LR - RAEZRBIERR R - BEITREERY o R ZRAE LA E T
7% (0196 /KB IR/0.1 9% HEE LR AR ) BEITRE EERIREER ZAEHEE
&Py (609mg > 2196) -

LCMS m/z : 334 (M+H) ~

HPLCRFHFHE © 0.80788 (ITRAC)

[0332] (&S :

2— (1 —ZRFpmBy —S— Ak ) —34— "% —5— [ (E) — [ (4—HE
k) tEBRAR R ) BE ) SRR

[{£221]

H,N__O
H
N
0P o
SN . S
H F

22— (1 —ZRFFmEy — 5 — Al k) —3.4— & —5— WA (&

#7h4 > 608mg > 1.82mmol ) /K DMFRFE (9.1mL ) 1 - S5 /THOOBt ( 595mg -

oy

3.65mmol ) JZEDC « HCI (699mg > 3.65mmol ) - fE=Z=8#8+E1.5/ NI « 33 > 1F

0CIAIITMEZEMeOHE® (0.912mL » 6.38mmol ) - E#E3077 88 - FAE0CIARN4

— FHES Rl AR (340mg > 1.82mmol ) -~ FEZDRIBFE16/NEF - KSR EY)

TR  ALERTININLEE (14mL) KO IMESEZ (100mL) - REERGHETT

BEE - DUKETE - BEREGEER IZE(EEY) (412mg > 459%) -
LCMS m/z : 501 (M—+H) ~

HPLCRFIFHE © 0.83788 (IHTRAC)

5179 B - 3£ 256 H(EEHERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[0333] {L&Ph7 :
S5— ([ (M —3—mltE—4—4) WHE ] —2— (1 -y —5—%&
Mk ) —3.4— _mAH bR

[{£222]
H,N._O
N
i@ o
HN" F s
F F

LIS EG YIS AL PiaoR VBB BRIV IRA: > h2— (1—ZR5FEy —5—
Bk ) 34— —5— [ (E) — [ (4—HEZE) telpfaafifE ) A
HEER ((LEPhsS) apiEEEEy) -

LCMS m/z : 429 [M+H] ~

HPLCRFFHFHE © 0.579788 (IHTiRAC)

[0334] (L&PH-2:

2— (V=P —5S— Ak ) —34—"&®—5— [ [3—®m—2— (HE

RechaPm s AL ) MhnE —4— ) HIE ) ZRFHERRE
[{£223]
HN__O
N
0P ) o
\N/S\N A E S
H Hog F

LIBYEEPIA — 1RVRLEPIEBRIR: - mS— [ (2— Bk —3 —&itne —4
—&) HE ) —2— (1 3Ry —S— Ak ) 34— a5 Wik ((Ee?)
h7) ERiEE(EEY) -

LCMS m/z : 522 (M+H) ~

HPLCRFFIFE © 1.065788 (T RIFA)

55180 B o 3 256 H (S2BHERBHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

(03351  {LA%h8
S— [ (B3 FUIE -4 ) HIEE) —34-CFH-2- [ (47
— 1 5 ) R ) RN

[{£224]
HoN 0]
2 H F
SYSRGS
HN™ F S
F F
Bs5— [ (2—BEE -3 —HMrE—4— ) HE) —2— (1 —ZEFHfmEm—5—
B ) —34— “HEFEHEER ((E&h7 > 22mg > 0.051mmol ) AYIE/K 2L BE A

R (03mL) BAIZE0C  MIN—F—N — (FHE) =%k (g
Belis) (9.5mg > 0.027mmol ) - HEHE2.S/NEF « B3 FIANMIN—& N — (&
HE) =20 e (TEailkls) (8.0mg > 0.023mmol) - fBFEI/NEF © K2
MER ST Y - RS TE DU B R B ITE (0.05% =8 ZH KA
1R/0.05% =F LB ZREER ) EITHEE e ReEEE 2B ELEY) (8.0mg »
35%) -

LCMS m/z : 447 (M+H] *

HPLCORFFIFR © 0615788 (3ArfiRdC)

[0336] (L&YH—3:

34— Zg-2— [ (4—f— 1 —SHMEH—5—5) BE) —5— ( (3-%

—2— (AN ERRARE) e —4— 5 ) HE ) FHERR
[{£225]
HN__O
2 H F
22 17 198
H H ¢ F

55181 B > 3 256 H(ZEBHIREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LIBYEEPIA — 1RVRLEPIEBRIR: - mS— [ (2— Bk —3 —&itne —4
—F) HE) —34-TH5 2 [ (4—m 1 —FHEy —5—&) gk ) ZFH
i ({bePh8) ShHdEE(La?) -

LCMS m/z : 540 (M+H) ~

HPLCRFFIFE © 1105788 (T RIFA)

[0337] {L&Ph9 :

123—-=5—4— [ (4—HEEFE) HE

[{£226]

F
O ; F
~0 F

£2.3.4— =®Fy (5.05g > 34.1mmol ) HYHE/KANEZER (101mL) o > 7540
IRlEEH (9.90g > 71.6mmol ) 4 —HEFRTE (5.55mL > 40.9mmol ) > F£70°CHE
FES/NEY » fER RSV TIARIIK (150mL) - LLARE ZBsEEATZERL - LUK
BeshEATRIETZRE - REZRRIERRE - BITREERYE - fERTS AT > A0
DMSO (15mL) KoK (100mL) - &ATS 2 ERSHEITIER - e RIREEE 2
by (8.72g°95%) -

LCMS m/z : 267 (M—H ] ~

HPLCPREFHFE] * 0925788 (3AriR(:C)

[0338] {L&#h10:
234—=m—5— [ (4—HEEFE) HF

[{£227]

)R

)

B ) R

)

55182 H o 3 256 H(ZEBHIRBEE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

1$2,2,6,6 — VUHHELIRIE (4.15mL > 24.6mmol ) BYE/KTHFER (15mL) /&

AlE —78°C - fEFURAGIRIE T > Rj01.6MsfEE ( ZHERVE) MRz Chid R
(15.4mL > 24.6mmol) - #&FH10778# - £ — T8 CHR IR SVIANIIEL23—=

w4 [ (A-HEEFEE) HEE ] & ({b&P/h9 - 3.00g > 11.2mmol) HYfE
KTHFZER (15mL ) - #8H3/NE; - #FE— 1 E A S biRAe — BR300 8% -
R EREYITIARINIMEREE (60mL ) - DLAEE JBEsH#ETTZRERL - kA TR DK
1T IKhi B sh (s 20 - 2R RIERRE - BTRENRYE < RATfeZ
BB LI EEETE (0.19 FHER/KIER/0.19% R AIEAIR ) BITRE &5
RIRGERAEELLEY) (1.32g34%) -

LCMS m/z : 311 (M—H] ~

HPLCPREFHFH] : 0.807788 (3AribR(4:C)

[0339] {L&Ph13:

34— @ —2— (2—m 4 HERE) -5 FORHEEHES

[{£228]
@) O
~ H F
.
HO F |
F

LB EEY)CS ~ (LEYal AL EYjaonyBUE HIERRRYIRA: - 112,34 — =% —
5— [ (4—HEEFE) Wk ) FHEE ({EEPh10) apdtdbaed) - HE
{552 — 5 — 4 — B R DU L &S Hy RS PIRTE AT 2 4 — B — 2 — AR
Rg > (ERMKTHELUU b & Pral (YRS HIFTE A Z A -

55183 B o 3 256 H(SEBHERBHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LCMS m/z : 424 (M+H) *

HPLCURFFIFRE © 0.917348 (3#friRFC)

[0340] (L&4h14 :

5— (2= [ (24— “HEEFRE) FHAERAE) —3—&7ME—4— &) &4
—34—FH2— 2—F —4-ORREEAE) FHEHES

[{£229]
_0._0
. F
~o NS N@\
|
N);;LO F |
~0 H F F
34— "H —2— (2—@m—4— Rl E ) — 5 — KA HEE ({E&Ph13

375mg » 0.886mmol ) FYDCMZRE (15mL) H - Jfhn (2— [ (24— _HEREZE
B HERMAE) —3—FutE —4—& ) HiEg ((L&%a4 > 814mg > 2.66mmol )
FTER4A (375mg) ~ B (ZF5) # (1) ANEWEELE (495mg - 1.33mmol ) K
MEGE (0.287mL > 3.55mmol ) - {EZRIEFE2.5/NEF « B2 FRAAN (2— [ (24
— CHEEFE) HARE ) —3—-#FiE—4—& ) Wik ((L&Pad > 231mg
0.753mmol )  fEFEA/NEF o 72 RGP HIRIIN — ZERECFRERERE (434mg
2.66mmol ) - fEFE3/NEF o KEETEYEITIRNE - LADCM (10mL) #EFTEE - #F
TR TR R « RS B8 LIS ETEREATE (0.19% FHER/KEIR/0.1% H
B LHESIR) TR BEEEIE At (LE&Y) (168mg - 28% ) -
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B
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BBy ) Bl THRAR (1.85mL > 2.95mmol) - #H+30778# - 4L — T8 CliSu)iE
REVIRNE3A- 82— ( (25 —4-ZFE) mE) —5— HERESRH
% (414mg > 0.984mmol ) HYFE/KTHFEK (2.4mL) - BHE207 8% - HERIERE
ViR IMERR: (2mL) > EITRERRYE o RepTie A LIS B ETA
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(10mMZ B #27K 3R/ R ) A TIEEY » 1S Ry ERS 2 L&) (192mg »
26% ) -
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EHE ) 34— "H 2 2— & 4 HEERE) FHEE ({b&Ph17 - 130mg »
0.162mmol ) FYDCMFR (0.8mL ) 47 > iA1= Z &4 5% (0.129mL - 0.810mmol )
=& L8 (0.520mL > 6.75mmol ) K =& FHEEEE (14l > 0.162mmol ) » fE=H
PERE /NS © 253 > FURIN= 285 (0.129mL - 0.810mmol ) F = & H sl
(14pL - 0.162mmol ) » fEZRIEFES /NI < KSR SV LB E R @A (0.1
% FHEE /KB R/0.19% B L5 7ER ) HEITHEEL - A EkEER ZIEELEY)
(72.7mg > 90% ) -

LCMS m/z : 500 (M+H) *
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ERREE(EEY) -

LCMS m/z : 592 (M+H) ~

HPLCRFFIFE © 119788 (T lRIFA)

[0345] AfL&PI—1:
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Rakk ) MEmE —4—Fk ] BB ) ZRHEERE
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H
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HoF F
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(EFA2— & —4— R IR B &SIV ELE FIRT R 4 — Bt — 2 — BHECE
H o
LCMS m/z : 592 ([M+H] *
HPLCORFFHFE © 1175788 (3AriRiFA)
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2— (2—F —4—HORRE) KRRk
[{£235]

\\// \©\

LI E &S ~ {EEPc6 ~ (LaPicl ~ {EEP)aS ~ (LaPab L EYIA—1
ELSBIEIRAIIRA: - 24— 8 —5— AGESR B o piiRE (b ey - B2
{fEFH2 — & — 4 — Rk U E & Yesay ELE BT < 4 — Bt — 2 — AR
Rz o EFHENE Rt 4 — B ESRE A UE S YA — 1RV BLE BIFT(E 2 A
HhEls 4 — R ECRTS -

LCMS m/z : 606 (M+H ) *

HPLCORFHFHE © 1.629758 (HTRAFB)

(03471 A{L&PI-3:

5— [ (2— CGRNEMEENEAREE) —3—mlttie—4—%] HE ] —4-5
—2— (2—&m —4 WA ) SRR

[{£236]

AO\\/OS\/& j@

LI E &S ~ {EEPc6 ~ (LaPicl ~ {EEP)aS ~ (LaPab L EYIA—1
ELEFIEIEIRAE - H24— _F—5— JMERHRAIE-—(EEY) - B2
{fEFH2 — & — 4 — Rk U E & Yesay ELE BT < 4 — Bt — 2 — AR
Rz o EFHENE Rt 4 — B ESRE A UE S YA — 1RV BLE BIFT(E 2 A
HhEls 4 — R ECRTS -
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=
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LCMS m/z : 618 (M+H ] ~

HPLCHRFISRT © 16458 (SMTHEIEB )

(0348 {LE1—4 -

4—F—2— Q-F—4-WERE) —5— [ 3-@-2— Q-HEEZ
SRR ) E —4— ) A ) SRR

[1£237]

LI E &S ~ {EEPc6 ~ (LaPicl ~ {EEP)aS ~ (LaPab L EYIA—1
ELEFIEIEIRAE - H24— _F—5— JMERHRAIE-—(EEY) - B2
{552 — 5 — 4 — B R DU L &S Hy RS PIRTE AT 2 4 — B — 2 — AR
Rz o EFHENE Rt 4 — B ESRE A UE S YA — 1RV BLE BIFT(E 2 A
HhEls 4 — R ECRTS -

LCMS m/z : 636 (M+H ) ~

HPLCRFFIFE © 119788 (T lRIFA)

(03491 (L&l -
HHES— [ (2— M- 3—sltiE—4—&) HE) —2— (2—5 40K

itk ) —1—HE —6— I BMEE — 3 — F2Bels

[{£238]
0.__0
~ H F
SYSNC!
|
HN" N~ |
F o
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202313562

K’ (91mL) o > FHEI10#EAINnEER A (10.6mL - 145Smmol) - £ Z0R 1
6577 3% - R GYIETIEIER © (S L EREEN B A - DUREE S
S7KVERETIE DR - DAI/KIRBRSL 0 PRIERDRR - K2R BIEIR(R - 1 TIREE
R IR A 4 (BNE) 3 —-smitiesvH AR (103g) -

[0350] #r2— ( (2—@—4— AR Bk) — 1 —HE—6—fIEAE—
1,6 — e —3 —F&REHEE (7.90g > 19.7mmol ) K PUT Eh{b#s (0.726g
1.97mmol ) #Y1,3 — “HE —2 —BRIMMEFIAE (39mL) 1 > 02 — ks —4—
(BHE) —3—mheaytAe ks (3.47g) Ktz = (5.00g - 23.6mmol) -
FESOCIRFFA/NRF « LERIER SV NI » JEHFT S LBl > PLARR//KEVES
RHETESR > EEREEEY) (103g° 60%) -

LCMS m/z : 527 (M+H) ~

HPLCRFHFHE © 0.63788 (IHTIRAC)

(03511 (&2 :

S5— 0 (2-HE-3—gmsltiE—4—%) HE] —2— 2—m—4—doRlE)
— 1 — HE — 6 — (IS AMENE — 3 — FRILERREED

[{£239]
HO.__O
H F
N™ X
L | N \©\ H-CI
HoN ~ |
F O

LIBUEEYaTay BE HIERRRIR: > EHE S — ( (2— Bk —3 —#ltbhe —
4—F) HE] —2— 2—m—4-BEERE) —1— A —6—IEAMNE —3—
ikls (leavil) aiEEEEY) -

LCMS m/z : 513 (M+H) ~

HPLCORFFHFE] : 0.7657 88 (s3ffriR(+E)

56190 B o 3 256 H(SBHEREHE)
2210-18670APF-TW
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[0352] (&3 ¢
S5— 0 (2-HE-3—gmsltiE—4—%) HE] —2— 2—m—4—doRlE)
— 1 — FE — 6 — (IS A E — 3 — L

[{£240]
H,N__O
y F
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|
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F 0

LB E &8y BUEPIFEIRAVIRME » 15— [ (2—BgZk—3—m e —4—
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MREERRED ((beh2) cHUEEEEY) -

LCMS m/z : 512 [M+H] ~

HPLCR{FHFHE] © 0.845788 (HTRAFE)

(03531 (L&ii—1:

2— -\ —4-WERE) —5— [ (3—&—2— (HEMEIEERE)
MEmE —4— & ) A ] —1— BE— 6 — (IS EMENE — 3 — FHfRRE

[{£241]

F o)

LIBUEEYIA — 258 BLEBIEBEIIRIE - 05— [ (2—Rgdk—3 —sithe —4
—H) BHE] —2— (2-m 4 HUOEREE) —1 - HE -6 HIEAMNE -3
HEghe ((be?3) aliEE ey -

LCMS m/z : 605 (M+H) ~

HPLCRFFIFE © 0.95788 (T RIFA)
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2210-18670APF-TW
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[0354] (L&Pi—2:

2— (2—m —4-WREE) —5— [ (3—®m—2— (2—WEE LA
ELfEL ) MEnE —4—5& ) HE ) —1— B — 6 — s BN — 3 — HgEHE

[{£242]

H,N_ O
H F
22 N @
/O\/\H/S\H AN N |
F O

LIBUEEYa8 AL EPIA — 1RVBLEBIEIRAIIRM: - m15— [ (2—RE—3—
BALIE —4—H) HE] —2— (2—m —4 - BURE) —1-HE-6—HIEE
IEEmE —3 —FRILERRLER ((LeWi2) GpiRE(EEY) - B8 @ (EREIE L ighik 4
— ARSI b & IA — 1RV RS BIRTE A < AR R ek 4 — AT -

LCMS m/z : 649 (M+H) ~

HPLCRFFIFE © 0.97788 (T iRIFA)

(03551 (L&¥i—5:

N—ENE -2 (2—m —4 -8R E) —5— [ (3—&—2— (WA
f

)

Bk ) Mine —4—F ) HE ) — 11— BB —6 — s BMEE — 3 — HfHE
[{£243]

LI &P)a8 AL EPIA — I EUSBIERAVIRA: - S — [ (2— P& —3—
BAE—4—F) HE] —2— (2—m —4-WFEEE) —1-FE-6— {5k
MEmE —3 — R ERIRER ((LEW2) KEE g aiEE L) -

LCMS m/z : 645 [M+H] ~

192 H - 256 H(HHRHE)

2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCRFHFHE © 1409788 (T RAFB)

[0356] (L&¥I—6:

N—EgNE —5— [ [2— CGRAZEMRENE
B —2— 2-m—4-mEERE) —1— HE -6 — ([IEEMNE — 3 — HERRE

EhE) —3—mltE—4—5 ) H

E‘Ef

[{£244]

H
N. O
V HF
00 N
A
H/\N ~ |
Ho g 0

LB EEYIa8 RALEYIA — 1HVELEGIEREAIEM: - ths— [ (2— B —3—
BULIE—4— &) HAE) —2— QQ—F 4 RE) —1-HE-6—HIEE
UEE — 3 — FAREREEEEE ((LEw2) REE BaiEEe) - B2 AN
e Bt 4— B ESRES DAL & PIA — 1Y BLE FIFTE A > H R hais 4 —
B AR -

LCMS m/z : 671 (M+H) *

HPLC{REFIER © 1.475788 (M {EEB)

[0357) {L&#—7 :

N—IRNE—2— Q—@\—4—HEEE) —5— [ (3—-F-2— Q2—HF
BN R A ) e —4— A ) HA ) —1—HE—6—fIEEME —3—
HH P iz

[{£245]
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202313562

LIBUEEYa8 AL EPIA — 1RVBLEBIEIRAIIRM: - m15— [ (2—RE—3—
BALIE —4—H) HE] —2— (2—m —4 - BURE) —1-HE-6—HIEE
MEmE — 3 — SR ERILEE ([EE2) MEE 2 Eelimdba? - B2 ERY
VB sl 4— W ESRFRLARU UL EYIA — 1BV RS BIFT (5 A & FH AR hailig 4 —
bR 7S

LCMS m/z : 689 (M+H) ~

HPLCRFFIFHE © 1435788 (HTRAB)

[0358] (L&¥i—8:

2— -\ —4-WERE) —5— [ (3—&—2— (HEMEIEERE)
MEmE —4 — & ) A ] —N— SR — 1 — A — 6 — (IS AMEE — 3 — BHERERE

[{£246]

0 0
RS
H H

LI E P12 AL EYIA — 1RVELEBIEBRIRA: - 5 — [ (2— Rk —3
—@AE -4 &) HE ) —2— (2—®m 4R E) —1-HE-6—fiI=

FELOENE —3 — R R ((bePi2) RENE 2 & iRE(EEY) -

LCMS m/z : 635 (M+H) ~

HPLCRFFHFHE © 1.299788 (T R(AB)

[0359] (L&¥I—9:

2— (2—m —4-WREE) —5— [ (3—®m—2— (2—WEE LA
ELfk ) MEnE —4—Fk ] HHEL ) —N— BIEE — 1 — FE — 6 — (IS At e — 3 — H

joy=:1

t:H:—\—r
i
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202313562

[{£247]

LI E P12 AL EYIA — 1RVELEBIEBRIRA: - 5 — [ (2— Rk —3
—@AE -4 &) HE ) —2— (2—®m 4R E) —1-HE-6—fiI=
EIEnE —3 — SRR ((bEYh2) MElE e iR tay) - B2 > (ER
e Fertele 4 — B ESRFE DI E & IA — 10y BLEGIRT(E A & B AR it 4
e

LCMS m/z : 679 (M+H) ~

HPLCORFFHFHE © 1.315788 (HTR(FB)

[0360] {L&PI—10:

2— -\ —4-WERE) —5— [ (3—&—2— (HEMEIEERE)
MEnE —4—Fk ] HEL ) —1-HE-N— [ (2-HENE-2-&) 84 ) —6-
AR EEILLDE — 3 — BB

[{£248]

LI E P12 AL EYIA — 1RVELEBIEBRIRA: - 5 — [ (2— Rk —3
—@AE -4 &) HE ) —2— (2—®m 4R E) —1-HE-6—fiI=
ELEnE —3 — AR IREERREE ([LEv2) a8t -
LCMS m/z : 677 (M+H) ~

55195 B o 3 256 H(SBHERBHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCORFFEGRE] * 1.465788 (HTiR(4B)

[0361) (E&#I—11:

5— [ (2— (CRINAMEERARA) —3—wmlthe—4—4 ) HA) —2— (2
—@m 4R A) —1-HA-N— [ 2-HENKE-2-&) §4&) —6—
Rl SEELIEEE — 3 — FHfg A

[1£249]

E\-

LI E P12 AL EYIA — 1RVELEBIEBRIRA: - 5 — [ (2— Rk —3
—@AE -4 &) HE ) —2— (2—®m 4R E) —1-HE-6—fiI=

EENE —3 — IR ((EE02) GpiRE(EEY) - (B2 © (ERAEIE 2 ighd
Bz 4— HEATRLIIA S WIA — 1V REEBIRTE < AR iRl 4 — 09 ESRTS -

LCMS m/z : 703 (M+H ) ~

HPLCRFIFHE © 1.529788 (T R(4FB)

[0362] {L&PI—13:

5— [ (2— CGENEMENERE) —3—asltiE—4—-5 ) FE] —2— (2
—@ 4 HORREEL ) — 11— B — 6 — (IS EMEE — 3 — HGRE

[{£250]

H.N_ O
QVQEH |
00 N N
A/\\S//\ I/ |N\©\
N7 N ~ |
HoH f O

LIBUEEYa8 AL EPIA — 1RVBLEBIEIRAIIRM: - m15— [ (2—RE—3—

E‘Ef

5196 B o 3 256 H(SBHERBHE)
2210-18670APF-TW
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202313562

AALE —4— K ) HE] —2— (2—® —4—ERkEE) —1-HE-6—HIEE
MEmE —3 — B EAREEE ([b&P2) apiiRE Ly - (B2 > R IE 2 ik 4
— W ESREELA U U b S YIA — 1Y LS B R A 2 FH A Rchilg 4 — Bpf E5RRS -

LCMS m/z : 631 [M+H] ~

HPLCORFFEGRE] * 1.377788 (iR(4B)

[0363) (L&®I—14:

5— [ (2= (LMl R ) —3—®mMthe—4—5& ] BHA) —2— (2
— g — 4 W) —1— A — 6 — (AR AMNE — 3 — FHERRE

[{E251]
H,N__O
, F
e L O
DN | |
AN N !
HoH f O

LIBUEEYa8 AL EPIA — 1RVBLEBIEIRAIIRM: - m15— [ (2—RE—3—
BALIE —4—H) HE] —2— (2—m —4 - BURE) —1-HE-6—HIEE
IEEmE —3 —FRILERRLER ((LeWi2) GpiRE(EEY) - B8 @ (EREIE L ighik 4
— ARSI b & IA — 1RV RS BIRTE A < AR R ek 4 — AT -

LCMS m/z : 619 (M+H) ~

HPLCORFFHFHE © 1.359788 (R(FB)

[0364] A(L&PI—15:

2— (2—m AW E) —5— ([ (3—&®m—2— [ (I -HERTE) I
bR AR A ) e —4— B ) BEL ) — 11— A — 6 — (IS AL NE — 3 — AR
[{£252]
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202313562

\\ // \©\

LIEHEEYIa8 RAEEYIA — 1HVBUEFIERAIRA: - f15— [ (2—RBeE—3—
AALE —4— K ) HE] —2— (2—® —4—ERkEE) —1-HE-6—HIEE
MEmE —3 — B EAREEE ([b&P2) apiiRE Ly - (B2 > R IE 2 ik 4
— W ESREELA U U b S YIA — 1Y LS B R A 2 FH A Rchilg 4 — Bpf E5RRS -

LCMS m/z : 659 [M+H] ~

HPLCORFFEGFRE] * 0.777788 (HTiR(4C)

[0365] (L&®I—3:

2— (A—BNE-2-FAME) —5— [ (3—& 22— (HEGEEREE
B Mg —4—& ) HE ] —1—HE—6— (IS EMLEE — 3 — HEER
[{£253]
HN_ O
. F

Qo N
\N/S\N = N

HoH ¢ 0

LIEHEEYI9 RAEEYIA — 1RV BUEFIERAIIRA: - B15— [ (2—REE—3—
AALE —4— K ) HE] —2— (2—® —4—ERkEE) —1-HE-6—HIEE
tEnE —3 — HERRE ({E&%)3) GRUEEEEY) -

LCMS m/z : 519 [M+H] ~

HPLCORFFEGFRE] * 1.315788 (iR(4B)

[0366] (L&#T—4:

2— (4—BNE2—mAmE) —5— [ (2— CENEMERRERE) —
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202313562

[{£254]

b4 \i)w

B LS9 B (LA — | B BRI AIIELE » fi5— ( (2R —3—
GUILIE —4—H) HE] —2— (24— BOERE) — 1 W6 IS
e —3— EERRE ((LE¥I3) SRUBELEY) - (B2 - [HRIEIE Bk 4—
B LSRR LB (L A — L L (A 55 P FR LRt 4 — RY LTS -

LCMS m/z : 545 (M+H] '

HPLCIRFER © 1,375 (SHiEAB)

(03671 (L2 :

S— [ (2 (ZHERERENE) MiE—4—5) HE) —2— (24—
BCERRRE ) — | — I — 6 — (IR — 3 — ¥5H5

[{E255]
HO O
H F
Q0 NN
\/S\N = N |
H 0

LIEEED) ~ (BEYIA =25 RALEDQTHV RS BI[E BRAY IR - H12 — Rk
—4— (GEEHE) M apdEEba?) o B » (EREREAUIEEYA -
25HYRLEPIRTE A < AR R - S0 > AEERRE (B0 BR T - (E e (E RlE
Bl o

LCMS m/z : 587 (M+H) ~

HPLCRFHFHE © 0.64788 (IHTIRAC)

[0368] (L&PI—12:

55199 B o 3 256 H(SBHERBHE)
2210-18670APF-TW
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202313562

S— [ (2— (ZERERREREL) g —4—%) BE) —2— (2—F—4—
BSEREE ) — 1 — B — 6— (G A — 3 — g
[{£256]

w5— [ (12— (LEmEhEEN A ) M —4—& ) A ) —2— (2—®—4
— WA ) — 1 - HE -6 — S AMNE -3 -8 ({E&Wj12 > 10mg -
0.017mmol ) K& Eg% (2.74mg > 0.051mmol ) FYDMEA& (85uL ) Sa120C »
NIIHATU (13.0mg > 0.034mmol ) fzDIPEA (17.9uL > 0.102mmol ) > {£== 818
PREEIG - 5 ROER SV LU E A JEATIR (0.1 96 HH EE /KU 1/0.1 96 FR B LRE AR

TiRE - EERAECER AEEEEY) (72mg > 299%) -

LCMS m/z : 586 (M+H ) *

HPLCOREFHFE] © 1.245788 (ptrfiR(dB)

[0369] (&Kl :

HHE 2— (2—& —4—WORMEAL ) —5— HERA — 1 — HE — 6 — (IS AMEnE
—3— &Ml

[{E257]

_0 oH .

y N\ﬁll

H O

72— ( (2—&F—4—0RRE) FE) —1-HE-6—MH{lE&E—1,6— Gt

e —3 —FREEHES (132mg > 0.328mmol ) HYAAFIEIR (2.7mL) &1 - 70 (Fas
HHEL) SUL_HEs% (168mg > 1.31mmol) - {EZIRIFHL.S/INE (LR ERG

56200 B o 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

VIR - 8307 881% - JEHUERS © EAIRE(LEY) (108mg > 76% ) -
LCMS m/z : 431 (M+H) ~
HPLCRFHFHE © 0.80788 (ITRAC)
[0370] {L&Pk4 :

HE 5— [ (3— & 2—sAKE) HE) —2— (2— — R L)
— 1 —HE — 6 —HIEEEMULIE — 3 — 8 Eg
[{£258]
_0._0
h o
N
| ﬁl
HoN N |
F O

LB L EY)a2 ~ (b&Yas RAL&YaotyBLS HIERRAYFRIF - HHE 2— (2
—@ 4R ) —5— MR — 1 — A — 6 — (IS A E — 3 — F&lels ((k
aPkl) aRdEELEY) - B2 > (EH2 - HESR — 1 — =R LU E & a2
YRGS BIATE A 24 — A ZRREREE IR - S0 orhlfER (2—#%-3— [ (2—
HEWNRE -2 — &) |EE A ) A ) B2 K DIPEA DI L& PjaSHIRlE
BUFTER < (2— [ (24— ZHSEEZE) HERE ] —3— st —4—& ] i
iz ((LEPiad) ROBZ -

LCMS m/z : 526 (M+H ) ~

HPLCRFFHFHE © 0907788 (IHTRAC)

[0371] (L&PK—1:

2— -\ —4-WERE) —5— [ (2—&%—-3— (HEMEIEERE)
gk ) A ) — 11— HE— 6 — (IS EMENE — 3 — FHERhE

[{£259]

55201 B > 3 256 H(ZEBHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

H
N
38 QL
\N/S\N N |
H H E O
LB EEYI2 ~ (LEY)a8 AL EWIA — 1 EUEBIERAVIRME - A S — (
(3P —2—mokk) ) —2— (2—m 4 MoRiE) —1-HE—6—
(I AtnE —3 —¥2EelE ((LaPkd) SRiEE(EEY) -
LCMS m/z : 604 [M+H] ~
HPLCOREFHFE] * 1.379788 (otfitdB)
[0372] (L&PIK-—2:
5— [ 03— (LHEMmEfaAl A ) —2—888 ) HE) —2— (2—#5—4
—HERREA ) —1— HE— 6 — (IS EMENE — 3 — FHRhE

[{£260]
HaN.__O
. F
N
Jegeqsl
NS N~ !
H H

LI EEPIb2 ~ (bePa8 AL EPIA — 1V EEE BIERRAVIRM: - A S — (
(3P —2—mokk) ) —2— (2—m 4 MoRiE) —1-HE—6—

(I Amtne — 3 — ¥2fels ((LEPkd) GRIRELEY) - (B > EAHIE Mt
Bz 4— HEATRLIIA S WIA — 1V REEBIRTE < AR iRl 4 — 09 ESRTS -

LCMS m/z : 618 (M+H ] ~

HPLCRFFHFHE © 14159788 (T RAB)

[0373] (L&PK-3:

5— [ [3— CRNEMENEREE) —2—®m45 ) HE) —2—- (2-#5—

4 —WIRRE R ) — 1 — HE— 6 — (IS AT E — 3 — FHERNE

55202 B o 3 256 H(GEBHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[{E261]

H,N__O
y F
N
F 0]

PLER{E 202 ~ (ELa8 RALSIA — LAY BLE FIEREAEIE » FHEE S— (
(3—R—2— R FEE) —2— (2—H—4—BOERE) —1—HE—6—
BRI — 3 — Ml ((Laiike) CHUEREEGY) « (B FISNE > ek
B 4— B EEE LA (LS A — LU P F 2 FRORCe RS TG 4 — 0 A8 -
LCMS m/z : 630 (M+H] '
HPLCRHA5M 1435588 (S{EB)
[0374] (L&WK—4:

N—BNE—-2— (2—& —4—FEkAE) —5— ( (2—&—3— (HEHE

i
finig

Bha) ZRE ) WA ) —1—HE —6— (IS AMtE — 3 — HERHE
[{£262]

Iz
0
=
=
/=T

LB EEYID2 ~ (L& Yal0 R bEYIA — 1IELEFIERERYIRA: - A S—
[ —ReE—2—a5) FE] —2— 2—m —4-sRlE) —1-HE—6
— I AMEE —3 — ¥Rl ((bEPkd) GRiEELEY) -

LCMS m/z : 644 (M+H) ~

HPLCRFHFHE © 1485758 (HTR(FB)

[0375] (L&EPIK-5:

N—IRNE—S5— [ (3— (RNEMEIEERE) —2—& 55 ) HE ] -2
55003 B » 3t 256 H(ZBHEFHE)
2210-18670APF-TW

111146325 FEESE A0101

1112066629-0



202313562

— (2—m —4-HUORIE ) — 11— B — 6 — (IS B MEE — 3 — HfEHE

[1£263]
N__O
VARG
N
NN ~ |
H H ¢ O

LIEHEEYID2 ~ (bEaPal0 R ba A — 1EYEUS BIEERIRA: - HHE S—
[ —ReE—2—a5) FE] —2— 2—m —4-sRlE) —1-HE—6
— RIS AMEE —3 — 2 REfE ({bE¥Ykd) GEiEELaY) - (B > EAEIE R
bz 4 — AR LU EEYIA — 1BV RIS BIRT(E H 2 AR hlE 4 — 2R
Fig

LCMS m/z : 670 (M+H ) ~

HPLCRFFIFHE © 153788 (T R(FB)

[0376] (L&PK—13:

N—BNE-5— [ (3— (ZEMiiEREE) —2-#74E ) HE) -2
— (@4 WORREE ) — 1 HE 6 — (ISR AIETE — 3 — HRRA
[{£264]
)
h
N
¢ &
S< N |

LB EEYID2 ~ (L& Yal0 R bEYIA — 1IELEFIERERYIRA: - A S—
[ —ReE—2—a5) FE] —2— 2—m —4-sRlE) —1-HE—6
— RIS AMEE —3 — 2 REfE ({bE¥Ykd) GEiEELaY) - (B > EAEIE R
g% 4— AR U EEPA — 1RVBLEBIFTE A < AR kR 4 — AR

55204 B o 3 256 H(ZEPHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LCMS m/z : 658 (M+H) *

HPLCOREFHFE] © 1.525788 (3AiitdB)

[0377] (L&EPIK—6:

2— (2—m —4-WREE) —5— [ [(2—&—3— [ (1 -HEIRANE) b4
WAkfaEs ) 2k ) AL ) — 1 — L — 6 — [l AR LEnE — 3 — HfgAL

[{£265]

LIEHEEYIA =25 ~ {EEYIb2 AL EY a8y RIS BIEERRIRA » HIHA S—
[ —ReE—2—a5) FE] —2— 2—m —4-sRlE) —1-HE—6
— RIS AEMEE — 3 — ¥ RERE ({LEPik4) REIE 2l Ao pliied ba?) - B2 -
FEBRERRZ (2 BRT - ERERE(F Ra ] -

LCMS m/z : 629 (M+H ) ~

HPLCRFHFHE © 1485758 (HTR(FB)

[0378] (L&PIK—T:

2— (2—m —4-WREE) —5— [ [(2—&—3— [ (1 -HEIRANE) b4
WaAkfaEs ) 5 ) AL ] —N—HSEE — 1 — BB — 6 — IS BMEnE — 3 — HfgEHE
[{£266]

PIEEEYA—25 ~ (L&Y FALEYal 2098 E HIEERATRIF - thHE S

56205 B o 3 256 H(SBHEREEE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

— [ —MgE—2—a7E) HE ) —2— (2—m -4 #RigHE) —1-HE
—6— (IEEME -3 -4kl ({bEYk4) KEEZERASHIEELLEY) -
B2 - ACHRBRRZ (LD ERT - (ERMERE(E BB R o 3L EAEEZEIRAIEE
Yjal 260988 B AT {E 2 tert — T S B REEEREES -

LCMS m/z : 659 (M+H) ~

HPLCRFFHFHE © 147788 (HTRAB)

[0379) {E&¥K—11:

N—INE-2— (2—m —4—-WpE) —5— ( (2-%-3— [ (1-H
EIRNEL) BRI ) SR ) A ) — 1 — B — 6 — (Ul B MEE — 3 — HgHE

[{£267]

V/ H F
N
QP |
S N |

W T

DIBUEEIA —25 ~ (L&Y B AL EY)a8hy Bl F [E AR > A 5—
[ (3—MER—2—FAE) HE ) —2— Q2—F —4—#KlE) —1-HE-6
— I EEEENE — 3 — & FLls ((Laikd ) REIEZEiEE e ER LaY) - (B2
EHRERIE(CP B > (EFRUEOE(E Ra R » N o (R EE 2 B DI b &1a88Y
BLEWIATEH 2 TMEMeOHA R -

LCMSm/z : 669 (M+H] '

HPLCERFfFR © 1594788 (7 fr{R(4B)

[0380] (E&K—12:

2— 2—F—4-HERE) —5— ([ (2—%—3— [ (1—HERHNE) b

BAih s ) AR ) AL ] —1—HE-N-— [ Q-HEWNKE-2-&) §&) —6

56206 B o 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

— (Al E A E — 3 — HH R
[{£268]

LIEEEPIA =25 ~ (EEYD2 AL EYal 20y BLE HIEEAIRIE - A S
— [ —MgE—2—a7E) HE ) —2— (2—m -4 #RigHE) —1-HE
—6— (IEEME -3 -4kl ({bEYk4) KEEZERASHIEELLEY) -
B - fEimfgR (B BR A - (e E BB -

LCMS m/z : 701 (M+H) ~

HPLCORFHFHE © 1.629758 (HTRAFB)

[0381] (L&¥kll:

5— [ (3= (LEmEMARE) —2—s0E ) BE) —2— (2—&5—4—
WS ) —1— FHE — 6 — IS AR NE — 3 — 2k

[{£269]

“ F
Jeusye!
\/S\N N\ [
H F o
DIE(EEYIA —25 AL Y2eyELE G ERAY M » A 5— [ (3—
B2 HE) —2— 2—&F 4 REE) —1-HE-6—fH{HIFkE
i —3 — % fkls ((LaPkd) FREE 2R E e taY) - B2  LiRbE
HAEP R (R TEE B o
LCMS m/z : 604 (M+H] '

55207 H o 3 256 H(ZEIHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCLRFASERT © 0775388 (OHiEf:C)

[0382] {L&Y)K—8:

N—BNE—S5— [ (3— (ZEmEfARE) —
— g 4 BORREL ) — 11— B — 6 — I BEINE — 3 — HFERE

B HE ] —2— (2

JT

[{£270]
N._O
Vol o f
N
2 LI,
Sy N |
H o

LIBUEE Y2l OBVBUE BIRIRRAYIRME - 15— [ (3— (LEhEREEREE) —
—@mAE ] HE ) —2— (2—®m 4 HUORREE ) — 1 FE -6 — [l AN
—3—#& ({baPkll) i@ sy -
LCMS m/z : 643 (M+H) ~
HPLCRFFIFHE © 153788 (T R(FB)
[0383] (L&PK—9:

5— [ 03— (LEmEMARNE) —2—#5 ) H&) —2— (2—#5—4-

H

BEZERE R ) —1—HE—N— [ (2—HENE-2—-5) 85 ] —6— {0t
—3— HIfGERE
[{E271]

LIBUEE Y21 28080 BIRIRRAVIRM: - 15— [ (3— (LEhEREERE) —
2—mAEs ) WA ) —2— (2—m —4 BRI E) — 1 — HIE — 6 — (IS AL

56208 B o 3 256 H(SEBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

—3—#& ({baPkll) i@ sy -
LCMS m/z : 675 (M+H ) ~
HPLCORFFIFE © 157788 (T R(FB)
[0384] (L&PK—10:
5— [ (3= (LEmEMARE) —2—s0E ) BE) —2— (2—&5—4—

WS ) —1— FHE — 6 — [l AR e — 3 — FHRfE

[1£272]
H:N.__O
, F
N
'JoNeqe!
Sy N~ |
HoF O

E5— [ (3— (LEmERRARAE ) —2—8®4F4A ) HE] —2— (2—%—4
— WO R ) — 1 — H A — 6 — (I AMNE —3 — &8 ({b&%kil > 22.0mg
0.036mmol ) Y4 /KDMFZ % (0.264mL ) o > SR JIHOOBt ( 8.92mg » 0.055mmol )
XEDC - HC1 (10.5mg - 0.055mmol ) - fF=Z=BFEHE3/NE - #23E » F0°C/AInTM
ZMeOHJER (20.8uL > 0.146mmol ) - FBFE UK - R MERE SV LIS EE
Mk (0.19% HEE/KEIRI01 96 HEE LRI ) TSR - JER it e &S 2 A28
{t&¥) (15.8mg > 729 ) -

LCMS m/z : 603 (M—+H) ~

HPLCORFFHFE ¢ 1.425788 (M R(FB)

[0385] {b&p2:
HE2—IR—5— (2—H —4—=HEWEERE) HhE —4— R

[{£273]

56209 B o 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LB EEY)es R b ePjal (yEUEFIERRAVIRME » 112 —I8 —5—&itthe —4—
REEGIRREEEY) - (HE > (2 — & —4— ZHEWERE LA EEPICS
MRS BIFTE A 24— B — 2 — FHESRRE

LCMS m/z : 397 (M+H) ~

HPLCORFFIFE © 1175788 (M R(FG)

(03861 {L&%3a:

HES— (2— & —4— ZHERERRE) —2— HEAMLNE —4— 2 FETs

[{£274]

0._0O
-~
, F
she!
ON SN si
! |

{E&3b
S5— -\ —4— =HEWEIRA) —4— HEHEME -2 &%
[{£275]

0._0
7~
y F
/'Nfl
Y sil
OH |

EHE 2R —5— (2—& —4— =HEWRRRE) ItE —4—&#Es (b
&Y12 > 2.5g > 6.29mmol ) ~ 1,1,3 — Z[IFE — 1,2 — FFFE — 2 — FHEE
( carbaldehyde ) (2.66g > 612.6mmol ) ~ Xantphos (728mg » 1.26mmol) ~ /[

1 (141mg > 0.629mmol ) K iElESR (1.67g > 15.7mmol ) fyfiE/K DMFG % ( 63mL )

EE 210 B - 3 256 H(EEHRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

F o SRII= 258 (2.01mL » 12.6mmol ) §YfE/KDMEZR (63mL) » fEz8
PFE10578% » BEEZAETS CIEHE2.5/ N - i R RESYI LIS EEREITE (0.1%
HEE KOS RI0.1 % HEE ZIEETR ) BETHERH - eI H REaEig 2 (E&Y)3a
(0.4g - 18%) RAL&PN3b (1.4g-61%) -

{E&PN3a

LCMS m/z : 347 (M+H) ~

HPLCREFIE © 1.06708# (Hf(4EG)

{E&P3b

LCMS m/z : 363 (M+H) ~

HPLCREFISE © 0.929788 (i {R(4G)

(03871 {b&t4 :

HES— (2— & —4— ZHERERRE) —2— (FCEHE) Hte—4—3%

[{E276]
_0._0 -

H

e ”@

N Sli

EHES— (2—& —4— =HEWERME ) —2— HEEEMNE —4— 5518
({E&™3a > 500mg » 1.44mmol ) HYHE/KTHEZA R (14mL) o > JRHIIMPU Gk
IREEEE S THE S (4.33mL > 4.33mmol ) » fEZE)EEFF NG - ERIERES
PN mgE (0.496mL > 8.66mmol ) - HEITIEERENE BRI E LIS
FEfETE (0.19% HEG /KB R/0.1% HEe A BB A% ) #ITREE EE R =EEE
ZHERA{EEY) (360mg > 72% ) -

LCMS m/z : 349 [M+H ) -

-~
~

211 H o 3 256 H(ZEBARAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCRFFIFE © 0.915788 (T R(FG)
[0388] (&4 :
HES— (2—@ —4— =HEWESRIA) —2— CRENE) Mg —4—5#%

[{£277]

O O
~
y F
] “ﬁl
HO N o
N Sll\

15— (2— & —4— =HAWERRE ) —4—HEHRAME —2—#K (L
&1713b > 570mg > 1.57mmol ) AYE/KTHEZAR (16mL) 1 » s — B
fifss =) (0.747mL > 7.86mmol ) - {EZIRIBH2/NG o {EKIE RSV HIRINS
B% (1.58mL - 27.6mmol ) - EEFTIRERNRYE - KPS BE LUSARERE @A (0.1
% H /KA TRI0.1 % s AIFAIR) EITER . BE R EaEiR a8 LaY)

(350mg » 649 ) -
LCMS m/z : 349 (M+H) *
HPLCRFFI R © 0.917388 (o iriRFG)
[0389] {L&s -

HE2— (AHE) —5— (2— & —4— =HEWEZRRE) e —4—2EE
Fis
[{£278]
_0._0

FEHREE S— (2—& —4— =HENEFRREE) —2— GEEHE) MiE—4

212 H o 3 256 H(ZBARAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

—#&Mls ({514 > 400mg > 1.15mmol ) FYDCMIER (12mL) A > ZSNEEhT
B (0.168mL > 2.30mmol ) » fEZJRIRFFS077#8 - R MR SV TIRBE R4 -
EFEELEYHHAE Y] (400mg) -

LCMS m/z : 367 (M+H) ~

HPLCORFFHFR] * 1115788 (ffriR(+G)

[0390] (&6 :

HE2— [ [2— [ (24— ZHISEIE) HEREE ) —3—&thhe —4— 4 )

HE ) —5— (2—&F—4— ZHEREFRE) e —4— ZBEhs
[{£279]
0 oH .
SN sV ene!
S
o)

KRR 2— (BHE) —5— (22— & 4 =HEWESERE) HiE—4—7&
Mels ({L&PS > 584mg » 1.59mmol ) ~ (2— [ (24— "HEAZFE) HER
B —3—-&MtnE —4— &) Wit ((L&Pad > 731mg » 2.39mmol ) ~ BE-=FHk
Fistt (184mg > 0.159mmol ) KiiEEsH (660mg - 4.78mmol ) §Y1.4— —[CIZ1HE
RO (17mL) (E110°CHFE2/NEF - IERIEREYIHRIIK - LLAEE BT

ZEHL - AR LB B BT TIE L - DARKER L SR E LRz - Rz e
(1% EEATIRERRYE - TR 2 IRBLIENEINE (T 2B LBs) #ITHEE
EEAECER EELEY) (583mg - 62%) -

LCMS m/z : 593 (M+H) *

HPLCORFFIFRA © 1135788 (73irfiR4G)

(03911 {b&pnNT -

BE 213 F » 3£ 256 H(EEHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HE2— [ (WA -3—amltiE—4—&) H&) —5— (2—m5—4—=H
ERRYEIRRE A ) e —4— F2BETS
[{£280]

LIS EEYjaomy BUE HIFERRRIMRA: » i 2— [ (2— [ (24— ZHEE
Ak ) AR ) 3 —mMtie —4 -] HE ) —5— (2—m 4 =ZHEE
AR ) MEnE —4— ¥Rl ({bawe) GpiEEbay) -

LCMS m/z : 443 [M+H] ~

HPLCRFFHFHE © 0.83788 (T R(FG)

[0392] (&8 :

HE2— [ (2— M —3—sltiE—4—&) HE) —5— (2—& —4—HK
R Es ) UEDE —4 —FRRE TS

[{£281]
0.0
~ H F
PP\
| N
HN" N |
F

A2 — [ (2—HEA—3—mMiE—4—&) HE] —5— 2-—&m—4—=
FHELRY B AR L ) IR — 4 — F2 ks ((E& %17 > 300mg » 0.678mmol ) HYfiE/KDCM
AR (14mL) ZAIZE0C - ifi—RA b (220mg > 1.36mmol ) > fE0CHH30
TYHE o PEEAEEIRIRFE 3N o SR SV TR RS - RS L R L
HEMEITAETRER e =R AREEEY) (320mg > 959%) -

LCMS m/z : 497 [M+H] ~

214 H o 3 256 H(ZEBAERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCOREFHFH] : 0.699788 (rfriR(+G)

[0393] A{L&PIL—1:

S5— -\ —4-WEREE) —2— [ (3—&—2— (HEMEIREERE)
MEmE —4 — %k ) FHEL ) OEnE —4 — HERAE

[{£282]

LIEHEEYRT - (EEYIK— 10 RALEVIA — 1Y BUS P EIRRAY R - A 2
— [ (2—MgE—3—mME—4—&) HE) —5— (2—& 4R ) it
e —4—3%Wels ({EEPN8) GhiR-E(EEY) -

LCMS m/z : 575 (M+H) ~

HPLCRFHFHE © 1.367788 (TR(FB)

[0394] {L&Pml :

L 2 — Rk — 6 — (MWL) MEmE —3 —Fafils — L FREE

[{£283]
_0_0

SN2 o 0
N )J\OH )J\OH
NH,

FEHE 2— Mk — 6 — FUAMLE — 3 — # s (9.14g > S1.6mmol ) HY L%
(100mL ) R HfEE (100mL ) SE&7ER T » NIt &S0 SR KR (10935 )
(933mg » 0.877mmol ) - {EFRIREE T > [LZRIRFEY/ NG - R RS Y)H

W R - ROBRAETTIRERRYE - EEIERLEYRVHARY) (15.3g) -

LCMSm/z : 182 (M+H] '
015 H » 3t 256 H(ZBHEFHE)

)

2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCPRFFHFE] : 0.265788 (rfrirR(+:G)
[0395] {L&Pm2 :
HHEL 2 -k —6— (HHERMZHA ) MHhIE —3 — ¥R &R

[1£284]
_0._0

FEFREL 2 — ik —6— (FAEHA:) Mihe — 3 —#Mels — 2% ({E&Pml
14.7g > 48.8mmol ) HYFHELAR (230mL ) 1 > #E3077 # R IIHE/K ZEE (115mL -
1.22mol) - fE70CHRFHER - AR RIERGYIEITIEERSE - LA LA TR
JNEEAIEREE S/KIER > LR LBE#ETTAERY A e DLe A B B /K1 TR
Ot 0 DMK BRSEE AR - RFRZREIERR1E - EITREERYE < RS 2 RA
DI EN B E AT AR TR R GRS (EE Y (8.162°80% ) -

LCMS m/z : 210 [M+H] ~

HPLCRFFIFHE © 0.29788 (T R(FG)

[0396] {L&%m3 :
HHEL 2 — Bk —5— R —6— (HERREHE ) Mhoe —3 —F&ils

[{£285]
_0._0O

X NH,

|
Br N O
NJL

H
FERRAE: 2 — Ak — 6 — (HHERAE FHA ) THEmE — 3 —F&RERE ((E&¥m2 - 9.25¢g »

H

44.2mmol ) HYIE/K ZHEER (400mL ) o7 - F3 ERELIURIIN — IR 57 30 i e Bz

5216 H » 3 256 H(EEHRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

(7.87g > 44.2mmol ) - FEZIRIEFE VNG - KRR VTR S » (ETfs
ZEEFURIIK o RS < BIRG LUK TIE: - R hEaER 2 IEEEEaY)
(12.0g > 949%) -

LCMS m/z : 288 (M+H) *

HPLCPRFFIFRE] © 0.527788 (k{4 G)

[0397] {b&P)m4 :

RS 5— L — 8 —JRBRMAI: [(1,5—a] HEE — 6 — FRIL TS

[{E286]
_0._0

FERHER 2 — e B —5— IR — 6 — (HHERRz AL ) IHEnE — 3 — ¥ lels (L& Hm3
12.0g » 41.7mmol ) {ydE/K FH ARk (200mL) o K= 8% (B8 (17.5mL >
187mmol) - fEOSCHFEVNE o K7 fER ST IR RS - fETe < Ba S
INNEEAIREE S8R K « B FTTE 2 BB LUK TE A » (HHEREADCM
PR IR EE AT HEZ IR - BFRRRDERRS - ETRERRYE » BS ARG EE e
ZIEREEY) (10.5g 0 93%) -

LCMS m/z : 270 (M+H) ~

HPLCRIFRSRT © 0.657388 (OHTEIEG)

[0398) {E&#mS :

HHEL S— (8 [ (2—HENGE —2— &) SEHE) i) —8—RIRMIT
[ 1,5—a] OE0E —6— FREAHE

[1£287]

217 H o 3 256 H(ZBARRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

oo g K

N
@)
Br | \N>7zr7<

N

FEHE: 5— Rk — 8 —RDRMAI: (1,5—a] MEBE—6—F2EERR ({L&Ymd -
1.58g > 5.85mmol ) K fifs — —tert— 5 (3.19g » 14.6mmol ) AYIE/KDCMZA
& (50mL) Hr o Jh04 — B EREECENE (143mg > 1.17mmol ) - {EZR 2
/NI o RS MR S A TR R4 » P TS  BRE AR R E R B A I TS R
ERhwrlER o RELEY (2520 91%) -

LCMS m/z : 470 (M+H) ~

HPLCRFRSRT 1 0.9553 8% (OHTiE1EG)

[0399] (E&YIm6 :

HHEL S— (8 [ (2—HENE —2—5) SEHE) i) —8— ZIHAK

W (1,5—a ] HEoE — 6 — F&4E
[{£288]

O
SRS
N
}7/0
TR
BHE 5— (2 [ -HERE-2—F) S A5E ) fFEE ) —8— BBk
3 [15—a) HE—6— FBAlE ((L&¥mS - 2.5¢ » 5.32mmol) - $PZIFH =4

WEzEE (1.07g > 7.97mmol ) ~ =Kk (614mg > 0.532mmol ) K& 5
(5.20g > 16.0mmol ) AY1,4—Z[IZ1fE (40mL) K/K (10mL) JERERFRLL
FE100°CRFF2/NEF « RS IR VI L LB JBaErTZEAL - At LAG A & R
HKETESR > DKL ge(E a2 - o bREEPRZ - BITRERYE - AT

BE 218 H » 3t 256 H(EEHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

B2 RS UWBENEImAETER - EEAECER LAY (1.68g
76%) -
LCMS m/z : 418 (M+H] *
HPLCRFFESHE © 0.89578% (HT{%(4+G)
[0400] (L&%mS :
AL 5— Meks — 8 — HHERESDRMLH (1,5—a) MENE — 6 — AR AE — M LB
[{£289]

_0._0
Y%/NH2 i
0 N F%k
OH
P F
H \N F

LB EEYc6 K AL e ra6ByBUE P ERRRIMRM: - mHE 5— (8 [ (2—H
B —2— ) SEE ) fik ) —8— L&A (1,5—a ] MElE—6—F&
fzlis ((Le?im6) SRUFE—ELLEY) -

LCMS m/z : 220 [M+H] ~

HPLCRFFIFE © 0485788 (T R(FG)

[0401] {L&Hm9 :

HHEL S—Mak—8— (55— ZHE 13- (OIS —2—5&) BRI (1S

—a ] OE0E —6 — FR LN

[{£290]

S

RFEFES 5 — R — 8 — FHRAKMAH (1,5—a ) UHLIE — 6 — FRTATE = M L IREE

BE 219 H » 3 256 H(ZEHRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

({E&YIm8 > 475mg > 1.43mmol ) ~ p— H 7Bt —/K &) (54.2mg » 0.285mmol )
Ke2,2— CHE-13-WEHEEE (742mg > 7.13mmol ) HYHZRARFIK (30mL) 1+
1OCHHEENL - {EERESY)HIRIIDIPEA (1mL) - #ETRERSE - RS
B LFEER A ETEER  ER AL EERR (LS (340mg » 78
%) o

LCMS m/z : 306 ([M+H) *
HPLCRFFHFHE : 0.66778% (AT EAFG)
[0402] ({E&%/mio0 :
HES—8—8— (55— “HE-13-Z[O0F e —2—F) BRI (1,5—a)
IEEOE — 6 — PR T

[{£291]

AR S — R —8 — (5,5 — A — 1.3 [ —2— 5 ) BRI (1.5
—a ) g — 6 — &kl ({L=#/m9 > 340mg > 1.11mmol ) Y ZRERUFR (15mL )
RENZE0T - g fesd (1) (165mg > 1.67mmol ) KFE(EHE (1) (225mg
1.67mmol ) -~ £ > ANNnEfFEtert— T s (172mg > 1.67mmol) - {EZIRITFE
30773% - R SERGYIEITIRBERNE - RATS LA DU E A BT AT
Bl e R EER AEE(EEY) (237Tmg > 66% ) -

LCMS m/z : 325 (M+H ) ~

HPLCPRFFHFE] * 0.775788 (srffriR(+G)

[0403] {L&Pmll :

B5 220 F » 3 256 H(EEHERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

1
-t-

HHE8— (55— “HE-13- (O —2-%) —5— (2—& —4—

Rtk ) DROES: [1,5—a ) MENE —6— &kl
[{£292]

FHEEE S8~ (55— CHIE 13- S[OEE—2—5) W (15
—a) IHLUE — 6 ¥2AES ({L&¥mI0 » 237mg > 0.730mmol ) ~ fEEHE (713mg
2.19mmol ) 2 —&, —4—HiZR7 (346mg » 1.46mmol ) FYDMARRE K (4mL)
FESOC IR » 1ER ISR SYIHEIRITK » 2B Z B (T « W HeE L
RIBHORTEE - LK SR - oRmisie s » 1T
4 o WFTS 2 BB LB B AR TR (S R G ER R
(210mg » 559%) -

LCMS m/z : 526 (M+H] '

HPLC{RFFSR | 1025368 (SH(EMEG)

[0404] {E&PmI2 :

S — (24— BRI ) — 8 — HEEEORIE (1,5—a) tHIE —6—

FE ML S
[{£293]
_0._0 .
.
|
@) N
\ 7 !
H N

FHE 8 — (55— HE 13- [0S —2—-%&) —5— (2—& —4—flt

M) BRI (1,5—a ] MkoE —6—F&MEs ({L&%/mll > 210mg > 0.400mmol )
B 221 H - 256 H (AR
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

Hy7K (2mL) KTFA (2mL) JEESBFRALZMRH VNG © SRR SYI#ET
JRRERRAE - PTG TR DU E I EATA (0.196 FHER/KIERY0.1%6 R LIS
R TR e h=CER I AEE(EEY) (168mg > 96% ) -

LCMS m/z : 440 [M+H) ~

HPLCRFFHE © 0.845758 (T R(FG)

[0405] (L&¥mlS :

HE8— [ (2— M —3—mltiE—4—&) HE) —5— (2—& 40K
k) BRMETE (1,5—a ] Mg — 6 — R is =w LB

[{£294]

0.0
-~
q F
QT T, S
! F>‘)J\
Z N OH
HoN o " FT

F N

DAL A2 ~ (L& Yas RALG Y60 3 E FIERRA IR » A 5— (2
— &4 BRI R ) — 8 — HHERARMI [ 1,5—a ] MhiE —6—#&BLER (L&)
ml2) SHIZRE(EEY) - (HE > EEMeOHUEU L& a2iy B s BIFT i~
EtOH -

LCMS m/z : 536 [M+H]) ~

HPLC{RFFFFRE] : 0.545788 (oAfriR(FF)

[0406] (L&Y)mI6 :

8— [ (2—MzE—3—HFMIE—4—£) HE] —5— (2—Fm—4—HoRkE)
DRIEFE (1,5—a ) OE0E — 6 — HREE = Fm L

[{£295]

S

B 222 H o 3 256 H(FEBHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

F
H
%OH
IFF
P
N

A 8 — [ (2— Ak —3—m e —4—&) HE] —5— (2—

AR ) DRIEF (1,5 —a ] HERE — 6 — FRRERS — =

FE—mLlEE ((LE&PmlS > 60mg -
0.092mmol ) & @&t —/KE&Y (78mg » 1.85mmol ) #YTHF ( 3mL ) &/K (2mL)

RERFRALSOCIREFR RN - NI BLE R G VIR A EEMER - EITREER

48 o AT A DI ETE BT A (0126 TFAZKIER/01 % TFAZREIEIR)
TR e hetER ARE(LEY) (42mg > 72%) -
LCMS m/z : 522 (M+H) ~
HPLCPREFHFRE] : 0455788 (S3ffriRf+F)
[0407] {L&YmI17 :

8— [ (2—HEHE—3—®mME—4—&) HE] —5— (2—&

DRI (1,5—a) OHE —6— R = .2 B
[{£296)

HoN O £
H
N O
N~ | \@\ F%
| OH
= N F
HoN \ ) [
F N

F

4

w8 — [ (2—fgE—3—mMiE—4—&) HE) —5— (2—m 47K
) BRI (1,5 —a JIHENE — 6 — 328 =% L BEER ({E&%/m16 > 42mg > 0.066mmol )
HYDMFEAE/R (1.6mL) Z#l£0T »

ISIIHATU (390mg > 1.03mmol ) ~ ZF(b#%

- AEZE BRSNS <

1TIREREYE - BTS2 Fd DI E T E (0.1% TFA/KE
MRI01 % TFAZRE AR ) HITiEEY

(67.2mg > 1.26mmol ) zDIPEA

(0.253mL > 1.45mmol )
o R

ERhECERZAEEEEY) (25mg 0 60

55223 H - 4 256 H(ZHIHRE)
2210-18670APF-TW

111146325 FEESE A0101

1112066629-0



202313562

%) -

LCMS m/z : 521 [M+H] ~

HPLCOREFHFHE © 04159788 (IHTIRAF)

[0408] (L&PM—1:

S5— -\ —4-WERE) —8— [ [3—& —2— (HEMEIEERE)
MEmE —4 — Kk ) B ] DRI (1,5—a ) ME0E —6 — FHERRZ

[1£297]
HoN.__O

: F
o P N \©\
~ =
N~ N |

Y/
H H [ \N7

LI EEPIA — 1RVRLEPIE BRI R: > M8 — [ (2— Mk —3 —&MithE —4
—F) A ] —5— (2—&m 4 BIEREEL) DRI (15—a ] HERE — 6 — HAMRRE

—A LI (baYml7) R8sy -

LCMS m/z : 614 [M+H] ~

HPLCRFFIFHE © 1185758 (T R(FB)

[0409] {L&Pm1:

6—F—5—@m—4— (2—m 4 BLIEREE) MiNE -3k

[{£298]

HO_ O
g F
|\N©L
N A |
Cl

B2 — g —4— R (2.26g 0 9.52mmol ) AVHEKTHEAR (8ml) /2414 —
78°C » SFAI2M LDA THF/ER5/ 2, 25675378 (7.14mL > 14.3mmol ) » J8EE30474% -
B ININ4,6— —F —5—FME -3 (1.00g > 4.76mmol ) HYHE/KTHEZA

B 224 B > 3 256 H(FEBHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

& (8mL) - f£—T8CHFE30 8 - 218 [ERERSYHIRIIKKOMEEE -
{EPhRE Ry 1 22 » LABR L BRHEITZEEY « DASKIR BRI A M E R - Rz e A
JEERTE - MEITIRERRLE - hPTE 2 E BTG S (DCM) - EE BB EE
e L IERE(LEY) (850mg > 44% ) o

LCMS m/z : 411 [M+H) *

HPLC{RIFRSRT © 0.8553 8% (HTiEIEG)

[0410] A(L&%m2:

HE6—F—5—®m—4— (2—& —4—WEEMA) NHoE —3—#Mihs

[1£299]

o._ 0O
~
y F
.\“@
N A |
Cl

LIBUEEYal B BEEHIFERRRIRA: - 6 —R—5—#—4— (2—®m 48t
AR ) MEnE —3 — 22 ((L&¥ml) GpiiEEEEy) -

LCMS m/z : 425 [M+H] ~

HPLCRFFIFHE © 1.045788 (T R(FG)

[0411] {L&Pm3 :

HES—& —4— (2—&m —4—BSRAE) —6—FEAnE — 3 — ¥R LTS

[{£300]

0. _0O
~
, F
|\N©L
N >E |
OH

EHE 6 -8 —5—F—4— (2—&F 4 BUORRA) Mte -3 -8l (L
&¥n2 > 350mg > 0.824mmol ) HYDMSOE K (2.75mL ) & » 7k L (570mg -

B5 225 F » 3t 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

4.12mmol ) FN—¥E: 7 iz (186mg > 2.47mmol ) > FE100°C {BEE/ NI « T
EREYTIRIIK - Kiie 2 SR8 LUK R DCMIETTE L » 1EF Rk tatEiE 2
(e (281mg » 84% ) -

LCMS m/z : 407 (M+H) *

HPLC{RFFHFR] : 0.72788 (3#riR(+G)

[0412] (L&%m4 :

N— (4— CRHE) —3—&FMtE—2—&) — 11— FEH

[{£301]

l N~

iiln Sy A _Br
£
02— (o an A R ) —3— & MbnE —4— & ) HEF (2.30g » 7.51mmol )
AydEKDCMIZE (37.5mL) 1 » JFIDIPEA (3.93mL » 22.5mmol ) K FHESEFEHET
(2.07g> 11.3mmol ) - {EZRIEHE30576% - #:2 » IRIME (L (3.26g > 37.5mmol )
A K THEZ K (0.5mL ) - {EZRIEFE2/ NG - (L RIEREYIFRIIK » ADCM
AETTEEAL » DA ELERIE A TR R - KRR RS - TR R - K
Fhis 2 BE DUF B EIEETHEE > BEh=EePERZEELEY
(990mg > 349%) o
LCMS m/z : 369 (M+H) ~
HPLC{RFFHFRE] : 0.94788 (p#riR(+G)
[0413] A(L&%mS :
HHEL L — [ (2— (CFRapHERE) —3—FMEe—4— &) HE) —5—%&
—4— (2—F —4—BUERE ) —6— (IS AENE — 3 — RIS
[{£302]

B5 226 H 3t 256 H(ZEHERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

‘f m 5[ ol
FHES—F —4— (2— & —4—HOREEL) — 6 — FEAELEE — 3 — 528 Hs (1k
&%n3 > 30mg » 0.074mmol ) {4 /KDMFZ%& ( 0.739mL ) o1 - RIS b ( 1.85mg »
0.222mmol ) » FZEREFE3078E - #  RNIIN— (4— CRHE) —3—&1t
Mg —2—F ] — 1,1 — —REHFLaiZ ({E&%m4 > 82mg » 0.222mmol ) 47K THF
Bk (05mL) o AEFEDEBEEUNEE o 1% - FAIIE(ESE (1mg > 0.126mmol )
E{b&%m4 (25mg > 0.068mmol ) #YE/K THFA 7 (0.5mL ) » {E = B HEL /N -
BRIEREGYSAIE0C » INInalE (21.1uL) KK > DL ZBeEEITZEHL - DA
KRN E A gz » B2 EERERRE - BITREBREYE - BE 2 BED
WEBEMRENTE (SR 4Bl ) #BTEE > ES BGES 2 EEIEEY)
(19mg - 37% ) -

LCMS m/z : 695 (M+H] '

HPLC{RFEFHERT © 1.055758 (trfRiFG)

[0414] (E&%mS :

1— [ (2—E-3—gME—4—K) HE] 5-—F 44— 2—F—4—
WIORHEEL ) —6— AR EEMEnE — 3 — HHEERE

[{E£303]

H,.N__O
y F
NI A = | N\@\
F 0
PAER(EG a6 ~ {b&PaT RAb&YIK — 10RRES BIEAYIRIE - HE 1-

[ (2— (=oenoHERNE) —3—mitiE—4—& ) HE) —5S—&—4— (2—-

027 H 3 256 H(FEBAERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

o 4— BIERE R ) — 6 — (A AL NE — 3 — ¥R REls ((E&¥mS) GEiiEE L) -
& AL b aoty RS PIE BRI R HET R E Z B IHP BR T > 7ivii4M
AR -
LCMS m/z : 516 (M+H ) ~
HPLCRFFIFE © 0.525788 (T RAC)
[0415] (L&EYIN—1:
S—&®m—4— 2—m—4-BERMEE) —1- [ (3—%—2— (HEMEIRE

Rk ) MEmE —4—F ) BB ) —6— (IS EME — 3 — HEhE

oA

i

[{£304]
HoN.__O
2 ’ F
30U e ae!
\N/S\N Z N . |
HoH 0
DIBUEEDIA—10VELSPIEERYIRGE - thl— [ (2— B —3—&0tE —4
—&) HE] —5—®—4— (2— — MR A ) —6— (IS EEE —3—H

i (bePm8) chHdEE(La?) -

LCMS m/z : 609 (M+H) ~

HPLCRFFIFE © 0.945788 (T RIFA)

[0416)] (E&¥IN—2:

S—®m—4— 2—m—4-BERMEE) —1- [ (3—%—2— (NEMKERE
Rk ) MEmE —4—F ) BB ) —6— (IS EME — 3 — HEhE

[{£305]
H,N.__O
. F
SeUsue!
N
SN SN F |
H H

B5 208 B 3t 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LU EEIA — 1 HVRUE BRI R IR - i1 — [ (2— Rk —3 —mttnE —4
— &) HE) —5—F—4— 2—F —4-WEERE) —6—HIEAMNNE -3 —H
e ((be¥m8) e 2 fetelt 4— i ESRFE a iiEE EaY) -

LCMS m/z : 637 (M+H) *

HPLC{REFIE © 1.045588 (R EA)

[0417] A(L&YIN-3:

S—&m—1— [ (3—&F—2— (HEMEIREERE) Hie—4—&) HE] —
4— 2—F —4—HEIHREREE) —6—IFANNE —3— High

[{E306]
H,N__O
, F
OO0 N AN ~d N
~ /\\S//\ ! = N | \©\ -
NN F S
R 0

LI EEYal6 kAL EYIA — 1RVELERIEBRIMRA: - 1 — [ (2— k-3
—@AE -4 ) HE ) —S5—5—4— (2—m 4 RmEE) —6—HIEE
MtEnE —3 — Hlglz ({EE¥Ym8) Gt EbE?) -
LCMS m/z : 529 (M+H) ~
HPLCRFFHFE © 0.88778# (T R(FA)
[0418] {L&¥p3 -
HE 4— (2— & —4—WORREE ) —6— R — 5 — BHELINE — 3 — ¥R RERS

[1£307]
O O
~ H F
| "
N_.~ |
OH

LB EEY)CS ~ (EEPal RAL &YWy ELE FIERAIRE - 4.6 — 8 —5

55220 F » 3£ 256 H(EEHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

— PR IE — 3 —FRRE T RIERE (LY » (B8 > (A2 — & — 4 — BERR DU E
YISy BLEPIRTE A 24— 1 — 2 — FHESRR -
LCMS m/z : 403 [M+H] ~
HPLCRFFIFHE © 0.767788 (T R(FG)
[0419] (L&¥P—1:

4— (2—@m—4—WoREE) —1— ([ (3—&m—2— (FEEERERE)
MEoE —4— A5 ) A ) —5— BHE—6—{HIEAME — 3 — Rk
[{£308]
HN_ O
H F

o
~N° >s? SR N |

H H ¢ O

LI E&Pnd ~ {b5¥b2 ~ (E&PIml7 ~ (baPa6 & (LeIA — 1RGSR
[FEIBREIIRPE > A 4— (2—& —4—BUORRE ) —6— O —5— BHANE -3
— &Ml ({bePip3) adRE(bae?) - (B2  EA2ME S b/KE RN
{baP2tyBUEBIRTEH < | (B —/KEY) - EHIMELEL4 - (OS]0
BRI b EPreod I 2UEBIFTEA 2 =8 L1 -

LCMS m/z : 605 (M+H) ~

HPLCRFHFHE © 0.66788 (IHTIRAC)

[0420] (L&PP—3:

4— (2—m —4—HFERE) —1- ([ (3—&m—-2- ( (I-HERTE) I
b AR A ) e —4— B ) BEL ) —5— FER — 6 — (AU AL NE — 3 — AR AE

[{E309]

56230 B o 3 256 H(SBHEREEE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

F 0

LI E&Pnd ~ {b5¥b2 ~ (E&PIml7 ~ (baPa6 & (LeIA — 1RGSR
[FEIBREIIRPE > A 4— (2—& —4—BUORRE ) —6— O —5— BHANE -3
— &Ml ({bePip3) adRE(bae?) - (B2  EA2ME S b/KE RN
{baP2tyBUEBIRTEH < | (B —/KEY) - EHIMELEL4 - (OS]0
BRI &Y aony BUEBIFTE ~ =8 B8 - (8 B < sl 4 — B BEoA
FELIR AR EEIA — 1Ry RS PIRTE A 2 A ksl 4 — 0 AT -

LCMS m/z : 659 (M+H) ~

HPLCRFHFHE © 076788 (HTiRAC)

[0421] (L&Pp9 -

HE 4— (2—& —4—BTRRA ) —6—FCE — 5 — HAEMENE — 3 —F&Mels

[{£310]
0._0
- H F
sUsqs!
|
HNT S N |
F 0

LIBUEEYnd Kb & Va6t BEEPIEBRIIRA: - mHE4— (2—®—4— 8t
R ) —6—FSE—5— HAME -3 —#EfE ({b&YIp3) GRliEdELEaY) -
HE o R -tert— T2 2— (4— CRHE) —3—mithe —2— 4 ) ool B
RS E EYndnBLEBIFTEE R 2N — [4— CGRFE) —3—m/itE -2
—Fk ) — L1 - SRRy > EAAMEAER LA - Z[OZWeER AR b e
VoV BUERIATEH 2 =8 L8 -

LCMS m/z : 527 (M+H) ~

—

550231 B o 3 256 H(EBHREE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HPLCRFFIFE © 0.725788 (M R(FG)

[0422] ({L&¥p10:

HE 1 — [ (2— (ZEbEREE A ) —3—asitie —4— 5 ) A —4— (2
—@ 4O ) —5— WA — 6 — (U EME — 3 — FLBLls

[{E311]

0.__0O
e
H F
2 LI 0L
N
\/S\H N |
F O

LIBUEEYIA — 258y BLE PIEBAIIRIE > A 4— (2—& — 4 — BRI AL )
—6— ¥ — 5 — HEMENE -3 — 5l ({betipd) RIEERRSHIE—ELE
Yy - (B2 > (EFIDIPEA LU CIERE - {5 F/KDCMEUELCE/KDMA e

LCMS m/z : 619 (M+H) ~

HPLCOREFHFE] : 0.875788 (srfrirR(4+:G)

[0423] (L&PP—2:

1= [ (2= (ZA:haRE
w4 E ) —5—H

[{E312]

H,N_ O
, F
2 OO T
\\S:/ \| N |
TN |
H 0

LB EEPb2 AL & PIK — 108y EEEFIEIRAVIRM: - mHE 11— [ (2— (&
Bt i) —3—amitie—4—%& ) BHE ) —4— (2—&m 4 BOERE) —
— L — 6 — Rl AN nE — 3 — #BlE ((bePiplo) opdEdE ey - B2
{EARIMEEALS LA L& Y2 BLEFIATEH 2 S8 L —KEY) -

550232 F o 3 256 H(EEBHREE)

E‘Ef

it

Mk ) —3—@mMthE—4—5 ) HE] —4— (2—
— 6 — (IS AMENE — 3 — FHERRE

s

(9

2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

LCMS m/z : 604 (M+H) ~

HPLCRFFHFHE © 0.679788 (IHTRAC)

[0424] (L&PP—4:

N—BNE—1— [ (2— (ZEwEREARE) —3—aslitke—4—& ) HE]
—4— (2—m 4R ) —5— AR — 6 — IS AN NE — 3 — HEghE

[{E313]
O

|
v i
KoV uel
F O

LI EEY02 B AL & YK — 100 RS FIESA R - A 1—-( (2— (&
EhEfaEie s ) —3—®mMthE—4—A ) HAE] —4— Q2—m—4—-doEhs) —
— HE— 6 — (Al AN E — 3 — %2kl ((batpl0) epEEbay) - (B2
ERIMEECIKER AR A L&Yy BLE FIFT A 2 |8 b —KEaY)
(o R ¥ > i AR AL &K — 1089 8E B A 2 TMEMeOHA . ©

LCMS m/z : 644 (M+H]) ~

HPLCORFFEGFRE] * 0.74788 (HTiR(4C)

[0425] {b&tP—5:

1= [ (2— (LEmERERE) —3—witie—4—&] HA) —4— (2—-

4R R ) —N—HEE —5— BHE —6— fIEEMNE — 3 — HEE

[{E314]

N._O
\/
)
H F
02 VI ) @
N
\/S\H\ |
F )

56233 B o 3 256 H(SBHEREHE)

Iz

(9

2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

PABEEYID2 RALGYIK — I0BYELEGIEIREAI IR - fHE1— [ (2— (&
B ) —3—FMe—4— &) HE) —4— 2—&F 4 BEERE) —
— A — 6 — MIEANENE — 3 — &l ((L&Ppl0) SRUEELEY) - BE -
{EAIMEE LKA RUE L& b2ry2iE fIpTE H 2 S8 esi—KEaY)
{55 P i > B DA AL &K — 108 BLE B 3 F 2 TM&EMeOHIER -

LCMS m/z : 634 (M+H) ~

HPLCRIFASRT © 0.675388 (OHTiEfE:C)

[0426] (L&YIP—6:

(9

N—EENE —4— (2—m —4-#ORME) —1— [ (3—&—2— (HEMEhE
MEAkfa R ) MEnE —4— 5 ) A ] —5— FE — 6 — (IS AIEnE — 3 — FHAR A
[{E315]

PAIEUEEYID2 ~ ALEPal2 RALEYIA — 25 BLEPIEIRAIRA: - A 1
— [ (2R - 3—mMthe —4—&) HE ] —4— (2—m —4-WREHE) -5
— FE — 6 — Ml AL E — 3 — ¥Rl ((betip9) GRliEE(bae?) - B2 - (#
e 2 R LU b &Pl 20y BUEPIFTE A Ztert — T S ZL A EORZET -

LCMS m/z : 645 (M+H) ~

HPLCRFFHFE © 0739788 (IHTRAC)

[0427] A(L&WP—7:

4— (2—m —4—wZEREE) —1— ( (3—®m—2— (HEMmRREREE)
MEmE —4 — & ) A ] —N— BB —5— HE — 6 — (IS AME — 3 — FHERERE

55234 F > 3 256 H(ZEBHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[{E316]

PAIEUEEYID2 ~ ALEPal2 RALEYIA — 25 BLEPIEIRAIRA: - A 1
— [ (2R - 3—mMthe —4—&) HE ] —4— (2—m —4-WREHE) -5
— FE — 6 — Ml AL E — 3 — ¥Rl ((betip9) GRliEE(bae?) - B2 - (#
e 2R DU b &l 20y BUEGIFT(E A Ztert — T S ZL R EORL
LCMS m/z : 635 (M+H) ~

EE o

OTL.

HPLCPREFHFE] * 0.657788 (3AriR(4:C)
[0428] {E&%aall :
34— @ —2— 2—m -4 HEERE) —5— ([ (E) —HEHE
AR

[{E317

HO. O
hoF
~o-Ns F |
F

{E3.4— @ —2— ((2—\m —4 WA O A ) —5— HERAZRHEZ (20.0g -

47.5mmol ) FFFCHZE (200mL ) - FRIIHEFCEMEEEREED (4.73¢

S A )

» 56.6mmol )

K=K (5.75g > 56.8mmol ) » {E£100°C BHF4/NKF » LR IR GV HARINK

(200mL) -~ LAIMEBBGEREERpHS » LALEE LBSZEH2K - A IRIE DL R /Ki#E

1T IKhi B sh (s G20 - B2 BIERRE - BITRENRYE - &5 Rk
R R (EEY) (20g 0 94%) -

[0429] {E&%aa02 :

56235 B o 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101

1112066629-0



202313562

HE 345 —2— (2—m 4 WEE) —5— ( (B) —HEHA
BRI ) AR RS
[{E318]

R34— @ —2— 2—®m —4—-MREAE) —5— [ (B) —HEAalgAH
52 ) BHEE ({E&%7aa01 » 6.00g > 13.3mmol ) BYTHF ( 100mL ) &ZMeOH ( 50mL )
RERFRALEZE0C » MM EE N E = HEW R CRER (10mL -
20mmol ) - FEEIRIBFE2NG - AERIEREVITIRITK » DLAM LB525H027K -
AT DLEEAI B B /KIB 2K > DA /KR B sh R A 1 Rz e - a2 R E PR
& - EITRENRYE - eI CRER AEE(EEY) (5.10g 0 82% ) -

[0430] {E&%aa03 :

HE 34— @ —2— (2—& —4—-WFElR) —5— ([ (HEEME) HE)

~s

A H LTS
[{1E319]
_0._0
5 F
N
Poae
~oN F |

R 34— @ —2— (2—sm—4—BSRAgE) —5— [ (E) —HEHEs
Re Ak AL ) ZRHEEEE ({5 %aa02 > 5.00g > 10.8mmol ) AY_ZHE (200mL )
BRREIZEC  IRIN—RALEE (11.0g> 86.2mmol ) K —IHthess &4 (7.93g »
86.2mmol ) - FEZEIRIFF16/N\EF » {E R R SV IR IIIREE S8 /KE R - LI
FHPGERE2K - A TRE DIEEAT R B /KT T2008 0 - DA /KRB R (T 1

56236 B 0 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

HolE o Rz BREDERRTS - ETRERRYE - KT L BADWEREITE (4
B LB/ Aomld ) TR BELOaER I AEE{LEY (3.00g 0 60%) -
[0431] ({L&4aa04
HRES— [ [ Q- ZLBEASRELEE) —HaAE ) FE) —34—_#
—2— (2—H —4— WOk E)
[{£320]

0__0
~ H F
N “ﬁl
)J\o/\[rN F |
o) F

(EREE 34— & —2— (2—®m—4—wEmE) —5— [ (HEERE) H
& ) FHEEE ({E51)a03 » 3.00g > 6.44mmol ) JEMEF _FEHE (100mL)
WIN=2Z8 (975mg > 9.65mmol ) - F{E—10CHE F2—8—2— (Roifpk) &
B £Bg (923mg » 6.76mmol ) - {EEDREHEFE207782 - (L RIERSYIHIRIIK -
PAZEHEEEER R - A E DA & /KO e - DAR/KAR B gy ELRZE -
Kz EERR 1% - RORRETT R R - BE Ao BB IEELEY (Llg >
70%) ©

[0432] ({E&1aa05 -

HE 34— "&F—2— (2—&F 4 WSME) —5— ([ Q- FELEE)
— SR ) HE ) FHEEAS

[{E£321]

0. _0
- F
H
S oae
N
Ho/\[( F |
o) F

(EHEES— [ [ (2-ZBRESELNAE) —HEANE] HE) 34—

550237 B > 3 256 H(ZEIHRHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

—2— (2—m—4—BERRE) FHELES ({b&Paad4 > 2.20g > 3.89mmol ) &
REFYEEE (100mL) > AEOCHAVINIRAZSH (536mg > 3.88mmol) - fL[EIREEREF
207758 © AERIERSYITIRINE(Es KR - LSRR - f A1 2L
BRI R ER/KIFIR2 > LA KB BRsm (5 HaZ ) o K2 e e R 1% - TR R4 -
ERpECBERAEE(EEY) (1.80g > 88%) -

[0433] {E&%aa06 :

tert— A N— ( FHAActERRE: ) e ELhs

[{£322]

852 —HE— Pl —2— % (43g> 58.1mmol) JFEF —ZH e (100mL)
£ — SCIRNIIE PR S\ 12 0s (8.15g > 58.5mmol) - £ [ELRERHFI07T 5 - FIR
=2 (17.4g > 172mmol ) K2MHERE @GR (30mL) > fEZ0m %
PR3N - i SR &) LA MERRE K BRI e BR/KIET TIE 8 » DA /KB S (E A 1%
JERzlE o RIRZRRERRZ - RERRETRERRYE - S HECER ZAEE LS
) (4.0g > 33%) -

[0434] (L&1aa07 :

HHE 34— 5 —2— (2—®m —4—BSRlgE) —5— ([ (H&EE— (2|
(2—HERE —2— 2 ) SRR — (WEERhalE: ) Motk ) JBRE: ) Mk )
HHEL ) RS

[{£323]

fBJIt

56238 B o 3 256 H (SEBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

EHE 34— @ —2— (2—m —4—WEpE) —5— [ [ (2—ELM
) —HEERE ) BHE ) EHEEEE ({b5Paa05 - 1.80g > 3.43mmol ) JEREHY
fi/KTHF (50mL) > 7SN =Z5MW% (1.35g > 5.15mmol ) Ketert— T B N— (HE
Rl R ) B el ({5 %)aa06 > 865mg > 4.11mmol) - FALOCARINER -
e FWhs (1.04g > 5.15mmol) » (EERIRH 2N < {ERIEREYIHIRINK »
LG ZFEZEI3R - A 1% PLERAT & BB /KIB 3K - AR /Kt B S (o ELR 20
RHHZERRIEPR 1% > BEATIREERSE - IRFTiS LAWY BB A (il 2
B Bs) EITHRE  BERBECERAZEEEY) (1.50g61%) -

[0435] {L&%7aa08 :

34—@m 2 2-m4-MUOREEE) -5 ([ (H&EE— (2— [ (2—

HHEAE —2— B ) |AA — (HANERRE: ) Mk ) JFRE: ) Ak ) WA

RH S
[{£324]
HO @]
H F
~

e IO
\H,S\N/\H/N £ |

BHE 34— "5 —2— (2—&5 —4—wXFEE) —5— ( (HEEE— (2—

[ 2 HENRE -2—&) S&5E — (HEMERRE ) FE ) JBE ) A )
HA ) ZRHRES ({E51aa07 > 1.50g > 2.09mmol ) HYTHF (50mL) &R A41%E

56239 B o 3 256 H(SBHEREHE)

=,

2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

0C » AINMMEE(E#7KAR (20.9mL > 20.9mmol ) > FEZJRIFFF16/NEF © £
[ R GV AR INIMERBZ R pipHAREE - DLAEE JBsZER27K - R 1% LLeE
FIREFI2R - DUKEi B SN - RIFAEREDERRR - EITREER4E
RIS < BE LB L (0.5% =8 LHKER0S% =R LM LHETS
R TR BEEE CER AEE(EEY) (0.80g 0 54%) -

[0436] {bE&%aa09 :

tert— JTEN— [2— [ [(23—Z@m—4— (2—m 4 #pAE) —5— (2
— AL AR R ) A ) WA - HEENAE ) 2 fIsELE ) —N-
(PR A Prchelings ) i FH R TS

[{£325]

HO\/\O,N OH E
O‘\s”O \(ri)l N\©\
e N
N N/\[(])/ i F |

0”0

34— "F —2— (2—m —4—HoREE) —5— ([ (HEE— (2— [ (2
— AW —2—&) S5 — (WAMEIRE) k) JFRA ) k) H4 )
Z#HEE ({b5E1aa08 > 80mg > 0.114mmol) HYHE/KDMFZER (0.6mL) &1 > 7750
EDC - HCI (33mg) ~34— "G —3—8E—4—-HAI8E 1,23 —FKH=[00FH]
(28mg) ~2— MR EFLRE (254 L) KDIPEA (0.10mL) - fEZDRIRHF3/N
1 - B ER S L E R AT A (0.19% HEE/KIEIR/0.19% Bl ZIE7ER ) #

TR e RiRaER AR (LEY) (49mg > 56%) -
LCMS m/z : 762 (M+H ) *

HPLCPREFHFH] : 0.89788 (3AribR(4:C)

B5 240 H » 3£ 256 H(EEHRAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[0437] (L&PIAA—1 :
34—"m 22— (2—m 4 HERRA) —N- Q-8ELEHE) 5|

r‘

(FHEEA— (2 (HEMERRANE) JFAE ) A ) HE ) ZRHER

[{£326]
HO\/\

\
\\/

{Htert— T2 N— (2— [ (23— & —4— (2—®m 4R AE) —
(2 —FRE LR BN HERE ) 7R ) HA-—HEARE] 22—l A4 ) —N
— (HERERE ) BHEER ((E5Y2209 > 84.9mg - 1.11mmol ) JEEF4ME
{ER1L4—[OFWemk (1.7mL) - {E2R TR - KERSYIET R
% - DUSEERENTE (0.19% HEEKER/0.1% Hile LREEIR ) EITHER &5
RyH EERS A LEY) (49mg » 6696 ) -

LCMS m/z : 662 [M+H) *

HPLCPRFFIFRE] © 1.007788 (3 riR(FA)

[0438] {L&%)aal9 :

2— (3= [ (2—& —3—WHESRER) HE ] 2—HIEE -7 —2—&
SEAFITIRE —4—F ] Z8

[{£327]

o,

@) F
OH

E3— [ (2—&m 3 WERRE) HE) —4—HE-T7-EE -2 EfE
IR —2—FF (2.50g > 5.84mmol ) BYJE/KTHF (80mL) AR+ » L5 5

5241 B > 3 256 H(EEAHHHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

BIE N AE— T8 CININIMHEE ( =HER A ) FREAYTHRAR (61.4mL) - {£0
CHFE/NF - IERERSSNIRII &bk - R ER &YHE S Lk RASRE
T AE—20C ~0CFHRFE60 5 - FERIEREYTIRNIIK - AL ZBE26H3
R DIRKIREZ SR AR - Rz BERRE - RBTRERIRYE - BTS2
BELDWBEMENTE (R R ) ETER - BEAhEaER Rk
&) (2.0g° 74%) -
[0439)] {E&%7aa20 :
2— (3= [ (2—® —3—WEARE) HE) 25 —7 g —2—%
FEFIIRE —4—5 ] —N— 2—8ELEE) JHEk
HNb 32?)] 0._0
SRYOUS N
ol F
HO_~ o -NH
fE2— (3— [ (2—%H —3—WEER) HE) 2—MEE—7-EE—2-
EEAFHIRE —4—4 ) 28 ({E&%aal9 » 100mg > 0.21mmol ) JFHEN &
5 (10mL ) Kz dfE7KDMF (1mL) - JfiNJIHATU (91.2mg » 0.24mmol ) [z DIPEA
(56.8mg » 0.44mmol ) - {EZJRIBFE1077 8 - fEREREYI PRI — R AR A
LN _GHEORR - FHEHE2 NG - fEREREYFINIIK - DL S HEREHL
3R DAIRKIR BRI AT o REZERNERE - ETRERRYE - e
BELDWBEMENTE (R R ) ETER - BEAhEaER Rk
&) (7T0mg > 59%) -
[0440] {L&1aa2l :
2— (3= [ 3—ME—2—&FFE) HE) 2—{IEEA—7—mE—2—4&
FEFIIRE —4—5 ] —N— 2—8ELEE) JHEk

BE 242 B > 3 256 H(FEBAERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[{£329]

N_ _O 0__0
JRYP9e
X Z NH,

0 F

HO_~ o NH

2= (3= [ (2—& -3 HEFRTE) HE ) —2—IEE -7 e —2—
BEEEFIRE —4— & ] —N— Q- 8ELRAE) JFEk ({EE%aa20 - 20mg
0.04mmol ) JEEEN2,2,2— =HLEF (SmL) - F0#/i% (Smg) - fEERIBIE
o BN - RIERSYIETRE - FERETRE > BERER R
ALaEY) -

[0441] (L&PIAA—-2:

2— (3= [ (2—®m—3— (WAL ) 5 ) HE) —2-fls&
—7—WENE -2 — BREFTEIIRE —4 - & ) —N— (2B LEE) JHEhE

[1b330]

0._.0
Sheedett
/\/

HO\/\O/NH

B2— (3— [ (3—MgHE—2—amE) HE) 2—flsE—7-mE—2-
BEEEFIRE —4— & ] —N— Q- 8ELRAE) JFEk ({EE&%aal2 > 95mg
0.20mmol ) AfEF EKDMFE (10mL ) - JRJ0%EEE (32mg » 0.40mmol ) Fzd—
FHELHEELMENE (2.4mg > 0.02mmol) ° FE{E —40°CHEE 107788 R I H Bz afi 2
(52mg > 0.32mmol ) HYME/KDMF (5SmL) &R > EOCHHFHFA/NEF « fERER
VIR INIMERE; - DLARE ZFER#EITZEAL © AR DURER S/ KiE R e & BRK

{18 » DAI/KER B R 5 HE2ER - K2R BIEIRIR - I TREERYE - RPTis

=,

5

B5 243 F » 3£ 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

ZEELCHEREEETHE RO aERE A ARELEY (10mg > 9%) -

LCMS m/z : 574 (M+H) ~

HPLCREFIE © 1.067788 (i fR(EA)

[0442]  (EEnpI)

LA AYEERGIF - R ELEGIFTRLE e AR LSRR A 2
L& dRYEFET - X » ref— 135kBioorg. Med.Chem.Lett.2008 > vol.18 » no.24
p-6501 —650489{L&1)34 » JREI T UL (A) Pz L&Y o X oo ref —2F0R
Bioorg.Med.Chem.Lett.2013 > vol.23 > n0.8 » p.2384 —239009(&4)27 » FREI T it
= (B) FiFm 2 ba o X o ref— 3 Fref— 44y BI[F2:ChemMedChem.2015 >
vol.10 > n0.12 > p.2004 — 201389 L& P9 R ALE& P10 » JREI = (C) K (D)
R AEE) o X o ref—53572ACS Medchem.Lett.2014 > vol.5 » no.4 » p.309

—314my(ba?l > JRRI TR, (E) FromZ(bad) -
[0443] ref—1:

N— [ (2R) =23 FCENFEE ) —34— @ —2— (2—&m 47K
) ZRHERR (PD0325901)

[{E331]

(A)
[0444] ref—2:
4—m—2— (2—m—4—WORKEE) —6— (3— (HEMRERERE) K
FAE ) FRHERR
[{£332]

56244 1 3 256 H(SEBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

/N\S/ O
77\
e

[0445] ref—3:

3= (2—& —4— WO
B ) MHEE —4 — FHERRE

finig

[{£333]

[0446] ref—4:

3— (3— OGRAAMERRAENE)

finig

REH) —5— (2—F—4— BORRER)
b — 4 HIR

finig

[{£334]

N

H H
SN O/ N
e o |
|

[0447] ref—5:

H.N__O

3= [ (3—m—2— (FHEMhalpERa s ) e —4— 5 ) HE ) —4—HE

—7—mEE —2 — S BRI IR —2—fH (CH5126766)
[{£335]
55045 B > 3£ 256 H(BHEFHE)
2210-18670APF-TW
111146325 FERZE A0101

1112066629-0



202313562

[0448]  (EEapil)
HIHARAF1EAMEK | FYAH 5 5 F > 2 2
{8 FiBiacore 8K ( GE Healthcare ) - 4ILA T E[E4~ 11FTECEl 2 EEY)
HHRAFIEAMEKI#YIE & {E R iE R Rl s & o
[0449] {#FJAnti—GST Antibody ( GE Healthcare ) - & EFI& GSTIE,
ZRAF1 ( Carna Biosciences ) [&]7E />Sensor Chip CM5 ( GE Healthcare ) FYZEH] °
Z1& AR, R BYERHE - R KR ENR (225 (blank ) ) ~ 40nM MEK VAR
5¢40nM MEK1813 ¢ M2 B (b SYIHE S78IROT IR 1207058 - REE R B R ENR
T ° {E BMEKI » {# FFMEK1 Recombinant Humanprotein - Inactive ( Thermo
Fisher Scientific )  {E 8k & ENR » EFH EANI11mM DTT( Wako ) ~ 10mM MgCl,
( Wako ) ~500 M ATP( Wako ) ~0.019 Tween20( Junsei — Kagaku ) 52195 DMSO
(Sigma—Aldrich) ZPBS (Sigma— Aldrich) - fEfRAERAVR A EMEAE
TKERENR o BIEBRIEISCHELT - $THRAFIEMEKI P Z(f—3 - BAE(EHATE
Jiti i Lambda Protein Phosphatase ( New England Biolabs ) T8 Stk (EEREE
FHAMEK 1T H R FERR AT AR 2 IR L
[0450] H7FE 2 BORIE (FrELE E (CRAF14E &2 MEKTHY & HY4E
H5M-HERS ~ [BF% ) » LABiacore Insight Evalution Software#E{ 788223 (double
—referencing) - FHETIBCO Spotfire » #1THRAFIRYE E (L EFTE Z BHIE
HYIEARAL - RS IER ERYRCHIE R AR B4~ 11 - FESRCHE - (R scsiE b
ID ~ Biacore \Jf& ( channel ) §&5% ~ & AE&Y4RIE ((EE " f{EE&%)(no compound) |

FRNFAEZERIEEY)) - AASECHIE S - il (X6l ForBAERAVA I

B5 246 H » 3t 256 H(EEHERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

arrgEREE] (PiE) - el (Yil) FondIER{ERMEKINGE =& -
(04511  (EABaf2)
¥IFAMEK K ERKAH# G (b 522
AL e e R R AF A E 1 2FTRCaE (b E VI (ref =S RAEEPIA—1)
AR IA 2 MEK K ERK AR { LIS hi (T f 2 22 -

[0452]  DARk Ryt 171.40000040R0 2 52X » fE12FL8% P RETEASAOMAT - 1
3TCHIS KRR RARIEEAG (incubator) &1 - (ERHERIII0%AEIIE (SIGMA
NEED) ZZEBEERNEIEEEES (Dulbecco’s modified Eagle’s medium )
EITHE - PR EREETRIZEBEEY) (0.3 ¢ Mref—5500.05 t M{E&Y)
A—1) (DMSO - &30 82/NRHZ - REHAE CAHREE AT RIS > AT
VAL - MEFEHEVE A E#EMSDS — PAGERTT 77k - #s% £PVDFjR - [HET

& » ¥ PVDFHE L Phospho —MEK1/2 ( Ser217/221) $ife ~ MEK1/2§7#8 ~ Phospho

If

—ERK1/2 ( Thr202/Tyr204 ) $iifg ~ 3¢ERK1/2§185 ( £F & Cell Signaling Technology
ANEEL) ETRE o B —HIiAR%E - DIHRPAZE 4k $iAS (Cell Signaling
Technology/\ B 81 ) #EITREE I » &% > #5 M {8 F§Chemi— Lumi One Super( Nacalai
ANFEIE) ZAEEEERAENSR o B2 57oRre T EUEM YA R Z EIKE - FE
125> "p—MEK |} " p—ERK | 73 HlIF R 40 EL (b MEK K &8 5% (.~ ERK -
[0453]  (ERE&(I3)
MEK 1[I 514
WILA ™ #E R el ARHE T3 FReE AL YIHIMEK HIREM: -
[0454) H¥5ZER{-&%) ~ CRAF ( Thermo Fisher/A5]%Y) ~ MEK1 ( Thermo
Fisher/y5]#. ) FERK2 (Carna Biosciences/\ 5|8 ) fFa& ATPHIYLE R HEST
RGO AE30CHEEK E0TSE - B IRIIFAMZ:%Erktide ( Molecular Devices
ANFEIED) » AE30°C A5 758 - FURIIIMAP (ZERGFE ) Progressive Binding

B 247 B > 3 256 H(FEBAERHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

Reagent ( Molecular Devices /N &)%) » (£ ZAFEHK E15576# - RIEZ > Dlat
27\ (plate reader ) MEE IRt - AR HEER N EZE(EEYHIHIRE S
R > BHS0%HIHIRE (ICs)) RIS RGNS -
(04551  (&EEafi4)
BRAFHIF &M
ALL T - FE TR o i e — s e B RE BRI - RHE NICR3FTECEK
ZALEPIRIBRAFAIHEM: -
[0456]) H¥5ZER{-&%) - BRAF ( Eurofins /A 5% ) & MEKI1 ( Thermo Fisher
ANEED) fEE S ATPHVERNR T I TES » AE30°CHEH L0738 - #EE - IR
LANCE ( Z-ftf512 ) Eu— Phospho—MEK1/2 (Ser217/221) #i#8 (PerkinElmer

/

AEIRED o fEEIREHIE0 8 - SER - Dl e AIEAERCILISER
g - BERHEERAEE 2R EE 2 HIHZR > FEHS0% MIHIRE
(ICs0) ° GRS -

(04571  (EABafls)

ARG IR RS

LA A% - #EEE A FAMAVATPE - fHE N UR3ATEcE 2 b &Yy
RETHG TEAIRE M -

(0458 H4272BR{L4YILAIDMSO#ST 25 IFRRE(% - IR &Ca™" - Mg itk
W4k o PR e B KFRRR2S (B A RE - RAIE DL LALS 1 LZ TR 96 L8 - A
FFTEESIAEPRAS49 ~ Calu—6BUNCI—H2122 ( EHYEHATCC) HYSHREAF R - (£
AERNIN0%RFME (SIGMARER) 2 MillsgEA: - DIRR T difEs 2
FFUGETTR - RIEAIRERE R AR LFLOS ¢ L2 T A E 2 BRI R (L&)
IR ERR o > 1237 CHIS Qo SRS EAa I { THE & - 4 H1R > K780 1 LHYCellTiter
—Glo (GEMREGE) (Promega/h T H) IRINE S - Ll B EHIE £V

B5 248 H » 3t 256 H(EEHRHE)

H

2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

0 e ARMHE N AR S 2L EYHVE IR 2 IR - JH S0 %6 I HRE
(ICso) ~ RFEFFGRINERS ©
A549 : MBI ROHEREELE (SIGMALTE)  20004HAE/95 « L
Calu—6 : (R REIRE VFEIEEE (Eagle’s minimal essential medium )
(SIGMA/YE]EL) 5 40004HHE/95 1 L
NCI—H2122 : RPMI— 1640525 (SIGMA/NE®EL) 5 200040AH/95 1 L
(0459  (&EXEafie)
NIARHoRRE iR et
ST MLR3ATRCE (£ » (£ Biomek3000 (Beckman Coulter) - 4124
T RGHEETTAE SRR RS AR e e -
[0460] & Img/mL A FEAT Ak A8 ( XENOTECH ) /0.1M% % 811 4% (1018
(pH7.4) LIEE1F1400 p L2 J5E00EER6FLER - BEE - IRA0200 u M2 L&)
HIDMSOEIR (4 L) - ETHFEE £FE37C - fEI R EER (200 L) & -
NIIEAE3TCEE2mM NADPH ( ORIENTAL YEAST ) /0.1M# B% § 4% {1 %
(pH7.4) BYER (200 L) FERNN0S7 88 ~ Sore# ~ 155738 530558 (% - RKFZ
JEBR (S0 L) ARINELRE (1000 L) 9 (EEIERE I - fEEEEHRE
{F1IERYSFEERT - (ERNEMELE - IR0 ¢ MEEZEMR (warfarin) 75K (50
L) o B FERRETHEE - #HLC/MS/MS (LC @ SHIMADZU#INEXERA ;
MS : ABSciex#14000Qtrap ; & F¥ : Ascentis Express C18 HPLC/EFE (5cmx2.1mm -
27pum) 5 EEFEAL T EREEETEE) BT - ARSI EEY/NETE
REyiEmEiEEE - R #RH R aYE R R - (EH—IOHR#E
EIVRER > FIEERERBEREIHREEEE (ke) » AT &
HHFEAERFR (CLint) o BRI RINRS -
CLint ( pL/53$8/mg) =ke (47 ') /NEERFHORAR R (mgEHE/ L)

B5 249 F » 3£ 256 H(EEHERAE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



231356

(0461) |43 1]

011 I 256 JIERIIRIIE'D
2010 186 /DARLTW

R B OO LT 0608290



oy N

|23

))

5251 11 3 256 YICIIRIED
2210 186 TOAIZIE W

L2 LA A0,




’%")1‘/))"”/
L 00/

[4e3 4]

325230 > S 256 TIEEIIIET
2010 186 /DARLTW

VL300 04 S A0




’%")1‘/))"”/
L 00/

283 5

3253 11+ S 256 JIERWISIETD
2010 186 /DARLTW

IRy

Sy G A ]
VL300 Bl O L,




313562,

o N i i
k3 6
A3 25T JL 256 LICRITRIIET
2210- 186 7DARLL W
L LA s G LR AL, L0866



(1e2,)

BB

)

A LLS PCRASEE M4l Wi s8¢

DA 1%

(A63)] KL IKRASER LN K AIHIRCat 6555 | RFANHLET 3

(X

(\]Tk ((DJTN'\V

s SR

L (CARNLCe Voxn Tma/CrlCrllj » [HE

5 L1 L 256 LICRITRIIETD

gNger

LOSCTNET A 17

2210 186 7TDARE W

VL300 G LR AL, 20066290



202313562

River/A]) HYRE(HIED - ififeAE £/ - FERERERS TS E49200mm’ ~ f41H %17 H
AR RETRL - (RIB 2L &I T8 - B/ B ES4 (Z4H8E ) - Bt T
ZEALEY) o BN (A—1HET4H) BY/NE - B > EH10%DMS0/10%
Cremophor EL/159%PEG400/15 % HPCD{E By 57 ( & (vehicle) ) » &K I#T
0.0625mg/kg ~ 0.25mg/kg ~ Img/kgsidmg/kgf{EEYIA—1 o BFFI TRV OF
BIEEE4H ) BY/NE - (BT FAUBR - ZE (b aYBUARINIE T ARIE1X
HLTI0H -

[0464] FERSfHIR20H ~ 24 H K27 HAVHFEIES - HIE FERRSIE - BT TE
AL RS 2 E R R RS A% » KTE N AYET BB - FF4ER
T RE 13 - B 13 AFORIERERE CHIHEERE ) &b B - il

(X)) FoRISHEERAT S Sl (Yih) ForlEReE -
FEREEERE (mm’) =1/2xEAE (mm) G (mm) xJH& (mm)
[72E & AT H R

[0465] KBRHLEY) - WEUAEIEY) - RAFMEKE G R8TEE (LA -
MEKHIHI7] - BEE24H &) ~ K ARG TE M eIy 6 s & FEPA ] - o1 R4
RO TE M U ELRERY B ECTAD -

[Froar i ]

i o
RN

56256 B o 3 256 H(SBHEREHE)
2210-18670APF-TW

111146325 FEESE A0101 1112066629-0



202313562

[ S0 H R S 5uE ]

(EA°KIHL] —RE M@= (1) FrfonZ (batreics Hags b ol 2

AT EE YRR R BEEE E TR HTER &) -

[{E1]
Rs
HN. O

ZT
X
&

X" |
R )\\
N X
H

o
AR TUUER (2) ~ (3) ~ (4) 20 (5) (Bl IR » % % Fok x
*EYETRAE RIS~ NH— + —CONH— B —CH, — &) Figon s s

[{E2]
Ro | X o \%Y © R Ro | N
_ X4 N _Xs N
*kk X *kk *kk *kk
3 b W,
0 Xe
() 3) (5)

Xi~Xo~ X~ Xy~ Xs Xl BIE H R — CRy=8({—N= »
RoBERT ~ R TECI~65¢5E
R &—S (=0) ,—NH—Rgg—S (=0) ,—Rg>
ReB@ i1 » Cl~6fi: (ZC1~6liE AT R IR T ¥ ~ C1~6lis
B~ C3I~OIRGEEENC3 ~ OFEER AR ()~ BER B IR A RIC3 ~ 637 e Ak
(#%C3~6IREEL T C1~ OE BB Cl ~ 6 E A L) BREER A B IR =AY
C3~OREIRPER:

B1H > H 13 HEEHHHHAEEE)
2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



202313562

RiB@RT » Cl~6fik: (ZC1~6kik AT R R T FEEEC1~ 6l s
EHU) ~ C3~63ReA (84203 ~6IRNi A il s R R 1 BC 1 ~ O ALY ) B¢
Cl~6figk: (ZCl~6i R iR T » FEEECI~ 6 a A )

Rs BRI R A T2CL~ 6575

ReBaJRT » MRFTECI~6kiE  RUBEF T HERET ~ Cl~6f5 -
C2~T&Ak ~ C2~THRE: ~ C3~6IRNEHENCT ~6)5ehii A > BiR¢ M RJSAHFFTEE S
LRI TR A sEARES 23R

Ry By @ JR -2 C1~6f¢ 5

RoBaJRT ~ IR TECI~6fE -

(EA°KIR2] WA KIALFT 2 AEEY) ~ BEOERI o) > 2 - BRARER
(2) ¢ (4) o

ReB@ i1 » Cl~6fi: (ZC1~6kik AT R R T~ FEELECI~6lis
EHU) BRERIRARICI ~6igfi (2 C3~6ERiE il #Cl~ e ) >

Ry BT+ Cl~6t - C3~GIBEHECI~ 6 (34C1~ 6t ]

HFEEE) >
ReBHEF T ~ MEFFECI~607E - RyEHER FEERINE
Ry By JR B & -

(E5°KIE3] WEgsKIAIAT 2 b)) - BEUamia?) - 2> i3 (1) Ay
TGP R TIUE (6) FronZbEy)
[{E3]

F2H - 413 HEHFEEAGE)
2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



202313562

e
Xi~ Xo » X X R &EEILH B — CRy =2 —N= >
RoBERT ~ HERFETECI~65¢5E
R &%—S (=0) ,—NH—Rga—S (=0) ,—Rg>
Ry B@ i1 » Cl~6fi: (ZC1~6kik AT R R T~ FEEEC1~6lis
EHU) BRERIRARICI ~6igfi (2 C3~6ERiE il #Cl~ e ) >
R By@ R T~ Cl~6leks » C3~6IRSEABICI ~6liEm A (4C1~6kis A ]
HFEEE) >
Rs BB R R T2CL~ 65575
ReBEFF ~ MEFFECI~607E - R EHER FEERINE -
[E5°KIH4] WEASKIHV 3 E—IHpT L&Y ~ BEOam &Y Hd
R B @R TR T
Ry BCl~6fikk (#Z2Cl~6fEk al iR 2 52 C1~ Ofe S A AU ) BEEER
FHYC3I~ O3RN R (ZC3~6EREEL AT C1 ~Ofe L)
Ry B@JR T~ Cl~6lek: ~ C3I~6ErfiAksiCl~6fidE: (4Cl1~65iE A
HFEEE) >
Rs BRI T
ReBaJR T ROBEERR TEERWE -
[E5°KIES ] WEASKIHV 3 E—IHpT L&Y ~ BEOsmE &Y

B3 H - 3t 13 HEHIHFEEAGE)
2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



202313562

R B @R T e R T
Re BCl~afi Rk (ZCl~4G Rl i i 7 EC~ e S B AU BaRE
(RZIRNES AT C1~ A5 ) >
RiB @R T » Cl~alk ~ IMNEBCI ~ 4 s A (ZCL~4kEE A a gk
B
Rs BysmJR T
ReBy@JR T RoRBEFETEERNE -
(55°KIE6] 55 K1 £33 E—TaRit 2 &%) - BeUaRlaY) > Hdr
R @R T
Ri&—S (=0) ,—NH—Rg >
Re BCl~4f 5
Ry By @R T 2R NE -
Rs BysmJR T
ReBy@JR T RoRBEFETEERNE -
[55°KIH7] —RRAFMEK#E GRERVERE (LR - HaA M@= (11) AT
T A e e HEE s TR 2 B s AT b S BCE B SEEE E TR HY
BRI EIE BrA kT

[{E4]
Rs
|
HN 0
Rs
N R
R ~
1\” X5 X R,
(11)
=

F4H - 313 HEIHFEEAGE)
2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



202313562

AR THUER (2) ~ (3) ~ (4) B (5) (FRUh > FRRD % ~ kok Kok %
*HYFRT G AL —NH— » —CONH— & —X;—455 ) AT

[{ES]
Ro | o W - R Re | o
e N X N
*kk X *kk *kk
3 T \ /)
o) Xe
(@) (3) (5)

Xi~Xo~ X~ Xy~ Xs Xl BIE H R — CRy=8({—N= »

RoBERT ~ R TECI~65¢5E

X:B— (CHy) n—8(—0— > mMl ~ 25(3 -

R &—S (=0) ,—NH—Rgg—S (=0) ,—Rg>

ReB@ i1 » Cl~6fik: (ZC1~6liE iR R T~ ¥k ~ C1~6lis
B~ C3I~OIRGEEENC3 ~ OFEER A B UL )  ~ BEER B IR ARIC3~ 637 e Ak

(8% C3~6IRPER T CL ~ 6k FL BUC L ~ 6 e AR AU ) BRBEER A B 3R (Y
C3~OREIRPER:

RiB@RT » Cl~6fik: (ZC1~6kik AT R R T FEEEC1~ 6l s
B~ C3~6IReHE: (FAC3~6ERNi Ak il g R 2R T BC 1 ~ Oe BRI L) 2K
Cl~6figk: (ZCl~6i R iR T » FEEECI~ 6 a A )

RsBaJfT » HERFETECI~6}¢5E

ReBaJRT » MRFTECI~6kiE  RUBEF T HERET ~ Cl~6f5 -
C2~ThhEs ~ C2~TIHRE: » C3I~6IRIEEENCT ~6f5hiih: » BlRo MR FRTEE =
LRI TR A sEARES 23R

Ry By @ JR -2 C1~6f¢ 5

RoBaJRT ~ IR TECI~6fE -

B 5 H - 3t 13 HEEHHEEAGE)
2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



202313562

[55°KIE8] 055 KIATATIL 2 RAFMEKE S AeRViZ E(LH] - Hir > IRAR
iz (2) B (4) FTfonZ &

X7 B —CHy— >

ReB@ i1 » Cl~6fi: (ZC1~6kik AT R R T~ FEELECI~6lis
EHU) BRERIRARICI ~6igfi (2 C3~6ERiE il #Cl~ e ) >

R; BEJAT ~ Cl~6f7E: » C3~6IRIFEECI ~6iia A (ZCl1~6Ea ]
HFEEHUR)

Rs BRI R A T2CL~ 6575

ReBHEF T ~ MEFFECI~607E - RyEHER FEERINE

Ry By JR B & -

[55°KIE9] 40E53KIATATH 2 RAFMEKE & e HyfE E (B » Horph - =
(11) Frfonzibayk TiiE=\ (6) friforzba?)

[{E6]
R5
Re
R
1~ H R4
(6)
s

Xi~ Xo » X X R &EEILH B — CRy =2 —N= >

RoBERT ~ HERFETECI~65¢5E

R %—S (=0) ,—NH—Rgg—S (=0) ,—

Ry B@ i1 » Cl~6fi: (ZC1~6kik AT R R T~ FEEEC1~6lis
B BREIRARYC3~6IR i A (8% C3~O6IR e A Al (i Cl ~ O ARE L)

6 H - 3t 13 H(EHTHEHEAGE)
2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



202313562

R; BEJE T ~ C1~6/7E ~ C3I~6IRIEEECl ~ 6l E A (5%ZCl1~O6fEE ]
HFEEE) >
Rs BRI R A T2CL~ 6575
Re AR T ~ MEFFECI~607E - RyEHER FEERNE -
[E5°K¥E10] 4055 °KIHT7 299 {F —IHfT It 2 RAFMEKAE & 88y i2 2 (b
> Hi o RBEF TR T
Rs BCl~6fikk (#Z2Cl~6fEk iR 2 52 C1~ Ofe S A AU ) BEER
FHYC3I~ O3RN R (ZC3~6EREEL AT C1 ~Ofe L)
R B@JR T~ Cl~6lek: ~ C3I~6Erf Ak siCl~6id A (4C1~6kiE A
HFEEE) >
Rs BRI T
ReBaJR T RUBE R TEERNE -
(E5°KME11] —fE{bEY)sia B bl R ay B sia T b & Y e iRy
SEEL FHIREZHERIGY)  HEEEN-IRNE 34— & —2— (2—& —4 i
) —5— ([ (3—@m—2— (HEMhEREARE) Mie —4— 5 ) HE ] &
gl

L

Ea;xjt
¥

2— (2—@m—4—WUERE) —5— [ (3—& —2— (HEMEMRERE)
MEmE —4— & ) B ] — 11— BB — 6— {5 EMLE (oxopyridine) — 3 — HHBRE
2— (A—BNE-2—FEME) 34— "F-5— [ (3—&F2— (HE
Rl R R ) OHhnE —4— £k ) B ) FEH R
N—BRWNE—5— [ (2— (LB R ) —3— e —4— 5 ) A
—34—"H —2— (2—®m—4—HCERE) FHERRE -
N—BNE-34—"&F—5— [ (32— (2— B IEMmafRamE)

MERE —4—F ] B ] —2— (2— @ —4—HUORREE ) ZRHEghE
B7H 3t 13 H G R

2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



34—"m 22— Q-m—4-wEEREE) -5 ([ (3—&—2— (HEME

EigR) Mg —4—K ) A ) —N— [ (2—HEWNRE-2—

202313562

i

i
finig

B

@ —2— (2
11120666229-0

&2 (2
— =
— 7

M -
ﬁﬂ% A Y
B -

34w 2— 2—m—4-HERE) 5[ (3—®—2— (2—HH

E- et

f

) B ) —34—

fi
» 313 H (ST HE BB E)

H
H

f

e
e

HH

-+
-+

i
e
i

f

34—"m 22— Q-m—4-wEEREE) -5 ([ (3—&—2— (HEME

Bl B ) Mioe—4—% ) HE] —N— (2—¥

f

ElE) —3—mlthe —4—4 ) HA) —34-—

H
H

e
e

-+
-+

L

=
finik

i

ks ) UEmE—4—Fk ) BHEL
B8H

FEESE A0101

R Es ) MEne —4—Fk ) BHEL
Mg Es ) MEnE —4—F ) HE

it
ML
-

[ JIL

34—"m 22— Q-m—4-wEEREE) -5 ([ (3—&—2— (HEME

A ) e —4—F ) HE ) —N—H%
34—"m 22— Q-m—4-wEEREE) -5 ([ (3—&—2— (HEME
34—"m 22— 2w 4-wEEREE) -5 ([ (3—&—2— (NEME

34—"m 22— 2—m—4-HUEREE) -5 [ (3—%—-2— (2—H&EN
34—"m 22— 2—m—4-HEREE) —5—-( (3—&—2— [ (1-HE

34— -2— (-4 WOEREE) —5— ( (3-F-2— (Fi—2
HEEE

5— [ (2— RWNERLER

Mg Es ) Uoe —4—% ) A
Mg Es ) Uoe —4—% ) A

2210-18670AP-TW

T
finig
finig
T
finig
T
finig

o

[ JIL

f
f
f
f

111146325



L

=
fiii g

i

34—"m 22— Q-m—4-HEEREE) -5 [ (2—#-3— (HEME
34—"m 22— (2—m—4-EEREAE) —5— [ (2—&—3— (HfHaR

202313562

1
&

4
+

g

g

4
+

1

i

[ JIL

finig

_%\‘_

#—5— [ (3—=m—2— (W&

— 7

S-5— [ (3—&—2— (HEmm

— =
— 7

—2— (2 F -4 W) —5— ( (3
B2 — ) —34—

Epg B ) MEnE —4—% ) HE

%\‘

ks ) UREmE —4—Fk ) B
34—"m 22— 2—m—4-HEREE) —5—-( (3—&—2— [ (1-HE

N—BNE—-2— (2—& —4—FEME) —5— ( (3—&—2— (HEHE

2— (2R —4-HEEE) —5—- [ (3— (&

2— (A—LBpE2—amak A ) —34-
B HE ) —34-—

Ty
s

finig

4
mAESHEAL ) OhmE —4— A ) A ) —1—HE—6—{IEEME —3— Hf
iR

s
Eml

1
&

4
+

e
-

. -

1112066629-0

F—5— [ 3%

— =
— B
M -

HH

e

) —3.4—

=

s ) MEoE—4—%k ) HE

» 313 H (ST HE BB E)

BIH

B2 [ (4—F— 1 —FHEG —5—K) A ) —5— ([ (3—%
FEMS A0L01

—:

34w 22— 2—®m 4R AE) 5[ (23— ([HZk—

34
2210-18670AP-TW

111146325



202313562

—2— (AR AN R ) e —4—2 ) A ) SRR -
34—@m 2 2-m—4-BOREE) —5— (3—& —2— (ARG
B ) EE —4—& ) SESRHEEE -
2— -\ —4-WERE) —5— [ (3—&—2— (HEMEIEERE)
MHEmE —4— & ) A ] —N— BB — 1 — HE — 6 — (IS A — 3 — FHERERE -
2— -\ —4-WERE) —5— [ (3—&—2— (HEMEIEERE)
MEnE —4—Fk ] HEL ) —1-HE-N— [ (2-HENE-2-&) 84 ) —6-
(RS ALPEEE — 3 — FHERRE
5— [ (2= (LB Mgt s ) —3—asltie—4—% ) BE] —2— (2
—4— TR FHEL — 6 — (IS8 AT — 3 — FHRRE
S5— -\ —4-HEREE) —2— [ (3—&—2— (HEMERE
MErE —4 — %k ) B
#—
HH

=,

£

b
|
T

5
it

5— 2—F—4—#RE) —8— [ (3—F —2— (HEMERREE)
NPENE —4 — &L ) BHEL ] DRIRF ((1,5—a ) MEE — 6 — HfgER -
5—F—4— Q2—F—4-HEREE) —1— [ (3—F—2— (HEMRERE

Rk ) MEnE —4—F ) BB ) —6 — (Il EME — 3 — HEhE

S—®m—4— Q—m—4-#FEE) —1- [ (3—5—-2— (NEH
Rk ) MENE —4—K ) HE ) —6— IS BEMEE — 3 — FHljRy -

4— (2—m —4—wZEREE) —1— ( (3—®m—2— (HEMmRREREE)
MEmE —4 —% ) AL ] —5— Bk — 6 — (IS At 0E — 3 — HEERE - K

1= [ (2— (ZEhlaERE) —3—mltthe —4— %) HE ) —4— (2—

—4— WO EL ) —5— HE — 6 — (IR ENENE — 3 — HHARRE -
[55°KMH12] —fE{bEY)sia B bR 2 YRS AT b & Y e iRy

BEEL EH[REZHVARIEY) 0 BN IRNE 34 -5 -2 (2—®m 4
5510 B > 2 13 FU(SH b SRR

il

=5
g

L

e

¥

r‘

2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



-

) —5— [ (3

202313562

1
&

i

[ JIL

F5— [ (32— (W%

_{ﬁ?\‘_

— =

O
M -

EhE) —3— st —4— 5 ) A

L

finig

HH

e
[T

) —34—

#

Epg B ) MEnE —4—% ) HE
& S5— [ (3—&/:k —2— (2—

— 7

2— (2—m —4-HUERE) —5— [ (3
N—-IREANE—34—

N—BENE—5— [ (2— (LHEMhER

2— (4—EBENE -2

Rzt

o

[ JIL

MEmE —4 —% ) L] — 11— — 6 — (IS B E — 3 — Hif

4

MEmE —4—% ) A ] —2— (2—& —4—HUORE) 3

34—"m 22— Q-m—4-wEEREE) -5 ([ (3—&—2— (HEME

EigR) Mg —4—K ) A ) —N— [ (2—HEWNRE-2—

i

=)

i
finig

34—"m 22— Q-m—4-wEEREE) -5 ([ (3—&—2— (HEME

LAk ) e —4—Fk ] HE ] —N—HEZIFEHER -
34—m 2 2-m4-MORIEE) —5— ( (3—&—2— (WA

R Es ) bmE —4—Fk ) BHEL

5— [ (2— CB
34— -2— (-4 WOEREE) —5— ( (3-F-2— (Fi—2

o

s
Eml

1
&

4
+

R Es ) bmE —4 —Fk ) BHEL

i

=8
I
1

i

f

34w 2— 2—m—4-HERE) 5[ (3—®—2— (2—HH

Hech

B

1112066629-0

» 3t 13 (GBI R M EEIE)

FUH

FEESE A0101

34—"m 22— 2—m—4-HUEREE) -5 [ (3—%—-2— (2—H&EN

2210-18670AP-TW

111146325



202313562

Bl AR ) e —4— 5 ) WA ) R -

34—"F 22— (2—F4-#EEE) 5[ (3—&F—2— ([ (1-HE
W) WrteBRE A ) HNE —4— A ) BB ) SREERRE -

34—m 2 2-m4-MORIEE) —5— ( (3—&—2— (WA
ALk ) e —4— A& ) WA ) ZRHERME -

34—m 2 2-m4-MORIEE) —5— ( (3—&—2— (WA
BaAkfaEs ) Mine—4— %) HE ] —N— (23R L8HE) FHRER

5— [ 03— (LEEREANE) —2—#m7%]) WA 34— "% —-2— (2

— g —4—HRRE AL ) RHERR

=,

34—"F 22— (2w 4-EEREAE) —5— [ (2—&—3— (HHRER

Rtk ) WEnE —4—F ) HEL ) ZRHIEGERE - K
N—ENE -2 (2—m —4 -8R E) —5— [ (3—&—2— (WA
aAkfa s ) MEnE —4— %) A ) —1— Bk — 6 — (IS EMh e — 3 — HHfRRE -
[55°KMH13] —fE{bEY)sia B bl R 2y B siaT U b & Y e iRy
SEEL FHIREZHERIGY)  HEEEN-IRNE 34— & —2— (2—& —4 i
A ) —5— ([ (3—& —2— (HEMEiARE) Mie —4—& ) HE] R
gl

Ea;xjt
¥

L

2— -\ —4-WERE) —5— [ (3—&—2— (HEMEIEERE)

B 12 H - 3t 13 HEEHHFEHAREE)
2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



202313562

MEmE —4 —% ) AR ] —1— B — 6 — (IS At 0E — 3 — HERRE - K
2— (A—NE2—mFE) 34-5-5- [ 3—&m—2- (H&
HrhsfaAEE A ) MHhe —4— B ) AL ) ZRHERNE -

[EA°KIH14] —fE2— (4-IRPNE-2—&m0RE) 34— & -5 [ [
3—wm—2— (WHEgERRARE:) Mhe —4 -2 ) HE ) FRH R a5
R R ECHT U b S Y e BRI EEEE Eal REZ AR &) -

aAOKIALS] —fE2— (4—IRNE -2 —smieik) 34— 2& -5 [ (
3—m—2— (AR AN, ) e —4—A ) WA ) ZRH Rk sl H i sl
EIFEE AT LY ECE R B F TR &)

[FF°kIH16] —fERFRH oY) HaamKal 215 E—IH (&Y
ERECA B S E B Ry

(E5°KIE17) — AR T M R e e R e TE G A > Hea A aIsE S KIE1 215
FE—IH V) - MECERIGYIE AT

aRCKIAL8] AN KIALTHTIL ARG FE ML o By S B PR > o
ARG TE MR BRI R R

%ﬁ*
g

13 H - 3t 13 HEEIHFE HAREE)
2210-18670AP-TW

111146325 FEESE A0101 1112066629-0



9]

i &)

L0
15

THBE

55100 6 IBLIERIINLL)

b B OO L2 006829 .0



202313562

111146325

FEESE A0101

2
20/°

ATl

=i

1112066629-0



202313562

111146325

FEESE A0101

- L0
w
é 5
™
3 Um
el
£
L O
D
N [q\}
WO
~
O
<
1[ Xp)
E-IAt:E
T 300 M D3I il =)

=R}

1112066629-0



e f

Ay
v G0

S35 AL JE I3 IR

L A006679 0

UL LAGS 5



RIEPRRY

r
¢

s

3
i
[l

1
|

w
]

N

s

3
1

¢

) (@ (N €

(a1

SI3LIEE AL

|
X

o -

|
P

L AG3




V)
7=

Ty
[0

N

q

(@ Ri®)

Ul ]

(!

RN

|
X

AN

L1 LA



[o0anme 0

b o
jilil
\

CIBLIEE IR

|
X

e

S

it
i

P
2




SOGEAD )

7

i

O Y

1

CIBLIEE IR

|
X

|
P

.

el (@) o €

N

;lh“ g o




OG-0

7

it
[

le;“’
l/»
<l

W oo

£ Ry

CIBLIEE IR

I
N

.

o

it
i

5 91




|
X

AN

A5 0

0t

A

MO

g
[y

i

LA sy



.
H H
P
i H
!

et
G0 =g,

=)

EAOTTO

N
s




o il
RTAN

{‘Y/ﬂx’
s -7

H\ 0,1,

X

u i

51000 IR ISLIEE I

T T,
S AOLo




B

€

L
I

e
N

L
e

0N
SN

f P

)
&

L O

g

. 00

g

s

LS

ey

[+ L T30 LEE LA

7

L A006679 0



	Page 1 - First Page
	Page 2 - First Page
	Page 3 - Abstract
	Page 4 - Description
	Page 5 - Description
	Page 6 - Description
	Page 7 - Description
	Page 8 - Description
	Page 9 - Description
	Page 10 - Description
	Page 11 - Description
	Page 12 - Description
	Page 13 - Description
	Page 14 - Description
	Page 15 - Description
	Page 16 - Description
	Page 17 - Description
	Page 18 - Description
	Page 19 - Description
	Page 20 - Description
	Page 21 - Description
	Page 22 - Description
	Page 23 - Description
	Page 24 - Description
	Page 25 - Description
	Page 26 - Description
	Page 27 - Description
	Page 28 - Description
	Page 29 - Description
	Page 30 - Description
	Page 31 - Description
	Page 32 - Description
	Page 33 - Description
	Page 34 - Description
	Page 35 - Description
	Page 36 - Description
	Page 37 - Description
	Page 38 - Description
	Page 39 - Description
	Page 40 - Description
	Page 41 - Description
	Page 42 - Description
	Page 43 - Description
	Page 44 - Description
	Page 45 - Description
	Page 46 - Description
	Page 47 - Description
	Page 48 - Description
	Page 49 - Description
	Page 50 - Description
	Page 51 - Description
	Page 52 - Description
	Page 53 - Description
	Page 54 - Description
	Page 55 - Description
	Page 56 - Description
	Page 57 - Description
	Page 58 - Description
	Page 59 - Description
	Page 60 - Description
	Page 61 - Description
	Page 62 - Description
	Page 63 - Description
	Page 64 - Description
	Page 65 - Description
	Page 66 - Description
	Page 67 - Description
	Page 68 - Description
	Page 69 - Description
	Page 70 - Description
	Page 71 - Description
	Page 72 - Description
	Page 73 - Description
	Page 74 - Description
	Page 75 - Description
	Page 76 - Description
	Page 77 - Description
	Page 78 - Description
	Page 79 - Description
	Page 80 - Description
	Page 81 - Description
	Page 82 - Description
	Page 83 - Description
	Page 84 - Description
	Page 85 - Description
	Page 86 - Description
	Page 87 - Description
	Page 88 - Description
	Page 89 - Description
	Page 90 - Description
	Page 91 - Description
	Page 92 - Description
	Page 93 - Description
	Page 94 - Description
	Page 95 - Description
	Page 96 - Description
	Page 97 - Description
	Page 98 - Description
	Page 99 - Description
	Page 100 - Description
	Page 101 - Description
	Page 102 - Description
	Page 103 - Description
	Page 104 - Description
	Page 105 - Description
	Page 106 - Description
	Page 107 - Description
	Page 108 - Description
	Page 109 - Description
	Page 110 - Description
	Page 111 - Description
	Page 112 - Description
	Page 113 - Description
	Page 114 - Description
	Page 115 - Description
	Page 116 - Description
	Page 117 - Description
	Page 118 - Description
	Page 119 - Description
	Page 120 - Description
	Page 121 - Description
	Page 122 - Description
	Page 123 - Description
	Page 124 - Description
	Page 125 - Description
	Page 126 - Description
	Page 127 - Description
	Page 128 - Description
	Page 129 - Description
	Page 130 - Description
	Page 131 - Description
	Page 132 - Description
	Page 133 - Description
	Page 134 - Description
	Page 135 - Description
	Page 136 - Description
	Page 137 - Description
	Page 138 - Description
	Page 139 - Description
	Page 140 - Description
	Page 141 - Description
	Page 142 - Description
	Page 143 - Description
	Page 144 - Description
	Page 145 - Description
	Page 146 - Description
	Page 147 - Description
	Page 148 - Description
	Page 149 - Description
	Page 150 - Description
	Page 151 - Description
	Page 152 - Description
	Page 153 - Description
	Page 154 - Description
	Page 155 - Description
	Page 156 - Description
	Page 157 - Description
	Page 158 - Description
	Page 159 - Description
	Page 160 - Description
	Page 161 - Description
	Page 162 - Description
	Page 163 - Description
	Page 164 - Description
	Page 165 - Description
	Page 166 - Description
	Page 167 - Description
	Page 168 - Description
	Page 169 - Description
	Page 170 - Description
	Page 171 - Description
	Page 172 - Description
	Page 173 - Description
	Page 174 - Description
	Page 175 - Description
	Page 176 - Description
	Page 177 - Description
	Page 178 - Description
	Page 179 - Description
	Page 180 - Description
	Page 181 - Description
	Page 182 - Description
	Page 183 - Description
	Page 184 - Description
	Page 185 - Description
	Page 186 - Description
	Page 187 - Description
	Page 188 - Description
	Page 189 - Description
	Page 190 - Description
	Page 191 - Description
	Page 192 - Description
	Page 193 - Description
	Page 194 - Description
	Page 195 - Description
	Page 196 - Description
	Page 197 - Description
	Page 198 - Description
	Page 199 - Description
	Page 200 - Description
	Page 201 - Description
	Page 202 - Description
	Page 203 - Description
	Page 204 - Description
	Page 205 - Description
	Page 206 - Description
	Page 207 - Description
	Page 208 - Description
	Page 209 - Description
	Page 210 - Description
	Page 211 - Description
	Page 212 - Description
	Page 213 - Description
	Page 214 - Description
	Page 215 - Description
	Page 216 - Description
	Page 217 - Description
	Page 218 - Description
	Page 219 - Description
	Page 220 - Description
	Page 221 - Description
	Page 222 - Description
	Page 223 - Description
	Page 224 - Description
	Page 225 - Description
	Page 226 - Description
	Page 227 - Description
	Page 228 - Description
	Page 229 - Description
	Page 230 - Description
	Page 231 - Description
	Page 232 - Description
	Page 233 - Description
	Page 234 - Description
	Page 235 - Description
	Page 236 - Description
	Page 237 - Description
	Page 238 - Description
	Page 239 - Description
	Page 240 - Description
	Page 241 - Description
	Page 242 - Description
	Page 243 - Description
	Page 244 - Description
	Page 245 - Description
	Page 246 - Description
	Page 247 - Description
	Page 248 - Description
	Page 249 - Description
	Page 250 - Description
	Page 251 - Description
	Page 252 - Description
	Page 253 - Description
	Page 254 - Description
	Page 255 - Description
	Page 256 - Description
	Page 257 - Description
	Page 258 - Description
	Page 259 - Description
	Page 260 - Claims
	Page 261 - Claims
	Page 262 - Claims
	Page 263 - Claims
	Page 264 - Claims
	Page 265 - Claims
	Page 266 - Claims
	Page 267 - Claims
	Page 268 - Claims
	Page 269 - Claims
	Page 270 - Claims
	Page 271 - Claims
	Page 272 - Claims
	Page 273 - Drawings
	Page 274 - Drawings
	Page 275 - Drawings
	Page 276 - Drawings
	Page 277 - Drawings
	Page 278 - Drawings
	Page 279 - Drawings
	Page 280 - Drawings
	Page 281 - Drawings
	Page 282 - Drawings
	Page 283 - Drawings
	Page 284 - Drawings
	Page 285 - Drawings

