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FIAUR—ANAREANFIE, FTREEE—ANFNERZAANNZ RFIAIE S
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EE, AMETAAN —MREMHETHNGFALTHEE, X5 —MHHEHHK
R thFl —AiE B, THRRCEAD THBEGRA 094 %, T E—357]
RUUHHFE T B FREGHFELSER (Blde, tamRBEAER) , 44T
£ B 36 A 6910 A4 64 35 % 7B 5T LUR IR M K

ARG "EEEH "RAGEL RS A IS A A A AT
RZIG U AN Aa A F B, Plhe, E%H—FREF I L7 H
B TUAY AR . JU 4P RIL DB R 25 ANTF 6L, Blde, B—RRHTE
F,E AR RN TS R E, RIE AR ITLAT B SIS 4T R 5E R — A
BREAIEAE T GG RALRE. RAE, EREEREFTEF, RAEA NS
LB T H 6 FAZ TR, ARG B A BF 1958 A AR TF a4 A A 69 45 7
F. E—RRETEP, B ANTHNLSBGFEFE, KRB LK
B (Blde 112 00 88) , A —F RS EFFG PR E. ERREET
P, A —AREATINEF T E, REEKIEFE (Flde 1-12
BE) R AN SR EAEFE . AN S —FF R LA
heaih I7 R 2 B 4 2 — AR R 35 B B SR AR 4 4 25 K SN TR RG AL A dlde — A R £ AP
et 75 R, AR EEAT B 090875 A B ALET 2IRE RN,

AR T AT RS e T LT e . KRe&d. Bidh. Blo i+
HAERF X Zah B AAT 25

"Hher bR AEay "SR A B4R AR Sd. B A Asd. A
A H A, CMAEFREELSTELEERALXGME R Shusdd 2AH A
a9,

A PTG A4 "TAE Ay 25 57 L 9T 48 % 69 3k SRR & & AR 4 95 3 ) & Ao/
RECH . Th5 L2 RIS BRI X L ELL, LA HSB
TR ILE . XL ST AR AR BLER Rk P 4RI, Pldw, &R ARE R
A4 T 3B AR F AL A 40 5 T ALS A B IE iR & A5 E TR S, %

PTG A egER B Hp T oA, B, AR ANR. TAR
. THBAN., R, LAY, WAL, BAARRE. Baag.
At Ritdh. aRiudy. BEBR3L. THEREE. KB, I, AMEE. T
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TERHE. RBI. WERE, FRE. BoERE, BRI,

 BoREREE, T obe-1, 4-TERE, Toke-1, 6-=BR#H, XF
B, RERTERYL, PARTPENE, —MARTRYE, FARFTRYE, FAL
RWERH, AAR VBRI, s, TeME, WmetEiE, Retii, —F R
ERER . R-1-mRER . A-2-mERHE . RCOBME, RWME, RT8RE. ER
. OJLERHE . y-RATERE, CERE. BeREaEri. HELSENH
F LR HGFHET A (FRM: BHFERFERKR, F 218k, AP
BIRAER A B R AR, TR, B EREM, 2006) F&RE], , , , , , , o

ALAT a4 dhey "S55 E T8¢ 60 3 e T L 45k A & % egaiey
¥, s B (Flhedh, 47) . BEE2E (FldedE) | f N (C1-Cate i)
Yo O IR H, dedh i R AT 3

LR T ARG SR GF LTS, FHRIERESY, &L
PREZINERTHIEaNARTITIHARTRIDBRAX, AP anZ5TPaR
FHHE. AR, LBRTRAIARTG—FEEHERIEF . ZHGL
&4 T 38 hast Rt gL 7, BT A T3 K LA LSt R 5 L T2

. FHMAERERSMELEIL B AFGFEZTI. SRR, <%
ARFT P oG Bz F  m A% 55, A5 5(12):524-527 (1984)”, , , -
b R A A2 238 3 RSB AR BT B e 69 77 ik AR ES, Bl R AP AR E A
JB T AT AR 69 AL 45 A FE .

FTNPT AT OGS4 6 B Z a9 T a4 A0, a. R &, B A
fAshay B2 &, 4?1, °H, !¢, BCc, Yc, BN, BN, Y0, YO0,
50, 3p, #p, g, BF, 36Cl, PP, QELFAMHEREE, 4o
e, BF, PO 4= BN B, THATEELFT A4464E (PET) %, UEFTK
YRGB AEL . B ZARIT e X I o4 — A 7T i KA ARAA R 4
B H AR L, RBIRMTFT TREHRFIF LG L, AEZGREFIR
TGRSR AT AR A 89 FEARITIK .

AT F T TSI B A B F LT ETREA —AAREA
AIFARF S, H AR AT R JE AT B e Al AR A AR K, X
KA 2R F F @ T 2 LA R)-R(S)-, XA, S TAABEH, TELH

2
e
«.J‘
5y
kit
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BR 3

%
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B
dr
o
e

Conjupro EX1022
Page 15 of 77



W B B

(D)-F(L)-o &5 964 35 2% 60,46 FT AT i 22 7T 8 69 e 0k, VA RUE 11 69 913K Ak 4k
Fo R F i Ko AFEHGHFC). R)F(S). R(D)A=(L)-F+ M AT A A F 1%
SRR F XM F A, RAFTAEKR, Pl &k Efe g eE R E 3T AT
BB/ B ARG MR B A A G R AT R IT F AR, R
] de F- 1 & SR i AR & ik (HPLC) MRATIRE aedh (3R 3E R AT A4 6y oh sk
) o B AATERGG S A H IR R AU Rt R R eos e, TRIES A
B, LM X S MATH I E o Z JUT e MRk, BIAE, PFTA 69 F o A
HAREHMEIELEN . SUEHWALFHENXETH, REMBRIZRETELRE
R FR T 45 2 g dE st ik Rt ak ik g B X W RRAH L 2HELTFHE, WT
VAT AR A 3% 57 58 75 FAAT T 45 2 a9 dE sF AR St m ik g B X A XA IS4
B INH AR RATE RS M. W ALHTR, "IRE RS A AR FAMERLEE 11
6 L Ap] 6 SRSk .

AL R 8S AR AR "R AR AR AR T E AL AR B 69 =4 4G
bdn, CMARRELBE. ANTAEFIET EA AKFMERZ LIRS, A
F "TBAR", CARE R E ST R IR B A &G B8 69 B AT AR A AR,

AL ROLE FMIREZBRTFTA—NG5TFTH—ANRTHALEE—HT
09575 — AR T A—FHTTEF, KNTFTOEMEAESHE BT FHIK,

A IFR LGB R RAG IR AL S A EAE MGG 45 R, LREET A
Frif -ad g ey s ML d . LR T A LT R AL S e K4,

ALFTRG ARG RS —FRE MRS TFTRFELSGRKRLANLLSY,

TG R AR R ARAEAT 76 TT F BUR B AR AE 09 15 R JER TR KRR 89 IR R R R
JEo HE—MFHTEF, WEWTULETEARBIFERNER K AL T
KA (LIEA).

KB Ra AR 40 A5 — M et E 40, H AR AKRGIRIERE
TG REEAR BRI A BT AR G, A—RRHRTEF, MHLBWG LD T
PEAT A A, B4R B ARG AR — AL F R AR A AL A A E AR T
414

X PAE R OGIE T RGN TREETTRBRAA ARPELERG T EH BT
ANTFFa9 B89, H BRIP4 R QI RIE TR R Ao/ ROB IR 5K A9 AL B
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Fo/ B b5 IR B RAR AR KGR TBA . E—AFHRF P, ST RETTE
FELT — AR % A a) il & 5 R s w(Flde, BV &R RBEF AL —FFRE
FPAEIR, Fo/ RV R IA R IRIEAIAZ L) b)AEE 2RI AE 5 R % R E I AR X 89—
BE ARG R (Bl dm, FERIRIRBBIE, HEL & HRBENBRER);
Fo c)%iﬁ%%;%é&;%ﬁ Blde, FHEWEKRAEREE, HMEHEBIRES, L8 FRiE
B. ROEAFTREM/BRERELGH. KALPTRGH A& NRZIBH REN
F BT 69RO 6 AR, AT R P e AR T R B TR R B A T
A 6 &R RIRIE, TR R LPTR Y6 TT ik Z AT A Lt R T RE XA &
H BTN RIFH. “AREEFTNMREA - NRENDPITRGREEE, Xk
B & A 5% BRCRILAG R EA ARG TN Z AL, FBLAERFRFT LA L4651
H XK B & gAML, B — AN R B AN K ) & A AMR & R R R R
FERIBEFE L 5o

L. 4%
AW i ey — A7 @ i & B — sk 54 GLP-1R 48 GLP-1R ##) 7l &4
R g4 oA,
BT TR, ANT ISR XA M b dh:

Ry . R
R1 R2 R4 |5
| Ra \ Z4 Q,
n Z e
/ 12\23/ \\Zs
Z,—=2Zg /4
e G
\ Z Z
a2 2% NN "R,
Z1o Rs |
/ Rs (CH)n,
Z1
22 R?
R9
Rg
n2

52y

REFZARFMIR, HF BT 46 KRR E 4,

HP
X # A N R-CR?*; R* & A AR T, HAEA Crettil;
Y & 8 -C(=0)-;
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73, Za, Zs, Zs, Z7, Zz, Zo, Zio, Zu, Z1n, Z13i&£ 8§ N & C;

QA CoroF RS E 10 TRFE, HP CoroFARS E 10 THRFEFR
W—EANMR R AR F, Cotts, Cis ek, Cie ARIEF Crelm HE
9 B FR UK

Q23 E 12 %L, B, MRS E0LEFTE, AF3E 12T
FEAS £ 10 AERFTEERE 1 E3NRIBEIRERT, Clete 2k, Cic &
ARBEH, Cre A KL A-NRUPRD 45 AL TAX, LA Cre A 5T
09 R F —AL T Ak Cas K JHFEH RP A RO ik § &, Cio e, Cie ¥
Rz FAr (Cretn i) #HA;

Ri, Rz, Rs, Ri’, RYARy & At 3k B £, H&, Crand, Cradi i
A, Ce R EAR, FIARFFIEL;

AP CrLet A BRI A R LR EE R ARSI ZHEIRERT.
Crett B Ao 22 K 0 BUR R BUAX

H PRoAR G AT LR F — AW RAT ES LA A IR b ks

H P RiFRC T 5 C AT R R T —ALH RC3-CeFr e Ak, RoAvR T 5
CA T AR 6 R T — A R C3-CeBi it A, RaAeRs™# 5 M AriEdE ey sk BT
— AL A R C3-Ce bt Ak

R4, RsAoRe& B s it ) A, KA ACrelbtil;

R7ARs ¥R 23k B A RCrote ks, HPCratt AAERB—ANRES ANzt
B B & Ao CaasHhbe 25 69 IR R IR

B A RARs G CAVATE I IR T — 2T R Ca1s8 3R ;. P RARs— A2 S
ARG Ca1s B AL AL — £ EANCrett R B, H P Crete A ERA AR L A5k
2 A RE, B, -NR™R™®, Crat A 3212047 E AR AR,
HRfoR7™ ¥z 0k § . Credtiifr (Creatm i) #E; HEERANCLaB A TS
C ANV R0 R T — AT A Ca1588 37 ;

n1#20,1,2,83;

n2£0,1,2,3,4%5;

n32Z0, &K1;
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N/ N \ /'\'] \
=N o—4 b s—{

o . R¥ ’ O , -COR* #2-C(=0)-NR*:R*™,
H# H R%, R®, R*, R4 R® & G ik s 3ik & £, Cre oA (Credn i) #3,
HEF Cre MAHEHA—ARE N IRE G K E A Cre AL IR LT
R* Z A RFHERM —NREANKFRTRAKE Cre ol RTEZ AR Cro ez
RMZ F. Cretedh. (Ciedr i) #E . REAR-SEOM-RY; n3 £ 0,1 & 2; R*
A Cre M2k ;
ZigE A TAR:

N A N O “‘{N/qo ~ N>\ A j\
VN_; 7 |§/N—§ , Lf/ll:; Ins ! RZa , gzb ZZJ:]V
N A A

o G « D

EF R A A, Crotn A (Cleti i) #A, RO R B Z AR Cis 12
HE:ndH1, 283; nSAn6 R IHAZ O E 10 69 E 3,
Zrit B Crete 2. CaasFRiA . 3 £ 12 THEIFEA, CoroF A5 £ 10 TH
FE, Feke TEAR:
Rio H Rio o
@[ s olienTou ess
iqﬂ do -
B, Zofhsfs 1 £5 0GB,
m*A 1. 2. 3;
Rio , Ruit f H. CisteBhf (Ciede i) FHh. Cis BREE. -C3-Cis 3
B R -C1-Co B 2 -C3-Crs FRHE AL
HAULTAR:
AR
b. AFE,
=%

iy

C.
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d. -NR#*R*; H  R*Fv R* fha3bit § £, Cre b (Cretnth) #A;
AP Cro I BERM—ANRENMR TR AHEL, BFF Cre RALGRARILR
Rs

e. -C(=0)-NR¥R”8; £+ R 4o Re ik A £, Crsti A (Crsti i)
A AP Cre mAERE—NREMEZR L. BFF Cre® A0 IK
B

£ -S(=0)a7-R™; HF n7 # 0,1 R 2; RM"Z AR Cre kit ;

g Cre i, P Ce BEAERB ARSI AR EARE., A, -
NRAR4, Cre A K. Cre BRI ARAA 3 £ 12 LA A GRRAERA; 2P R
Fo RO M Z R AR Cre e dh, FHAEP 3 £ 12 LHERAEERBE—AREANR
&, Cietpife3 £ 12 THFRA IR E A

h. Cie & ¥k, ¥ Cle MALERM —AREANAEE A EF Cle B AL
9 BUAX FL BUAX

i 3F 12 A8 AP 3 E 12 ALHFAERM ARSI EIHER
Cre e 2hifr (Crete i) AR ERA;

j. Cer0F i, AP CoroFBEAM—ANAREAN (Crete i) EEARK, Fo

k. SE10n$FE AP 5 E 10 afFAERM—ARENIRIHER
Cistidh. Cret A, -NR*R” #2 3 £ 12 TLRFAMBRKERK,; P R* 4
R 2 3 xuit B £, Cre e iAe (Cretsh) #A, FHEF 3 £ 12 LRHFEAHE
B —ARE AR Z 2§ Cre e 2hiAr (Cre e 2) A RA LA

I -C3-Cis IR A R-C1-Co B 2 -Ca-Crs I A 5 P 3Rbe 2 30 B4k 4k —
AR EA I A RE, B, Celid, ClemALA (Creri) H AR
RERFAX, P e 2 S0k BOAR ST s b AR 18 & ALK

m. -P(=0)R?™R™, -(CH2)ns-P(FO)R*"R™, NR*™S(=0)R* A= NR™™S(=0)2R™,
HEP R A RO G H, Creeid CoroF & n8 K 1 K 2;

HP Cree A THER 1-6 ME AR IHEA Cle AL, Gt fo RN F
AR ERAR; P Coe RIRATHEM 13 NS AT CaRiPAE
G AR ALK

H P Coro F AT 1-3 A Ciaz AR AK;
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A R™Mfo R 5 & | T4 0988 R F —A2 S ax, 5-8 AFRER-TF 6938, H P 02
NERJRFRT H4EF R e RO GERZ IR LB T, & afaimiitg: O, S H
N, HP 5-8 NEFHBFOIFRAELZM 1-3 4 Cretm LI,

H— gy, X EHREGF L TR ELA TEHA X
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, BESARFMR, % LT H A RARILES.
IV, #HoF

B—RERTEF, ANTRM|T A Hpmsd, KoLk
Sdn, Pl X TSGR GF LT E, AAHF LT .

AN —R R T EP, Hihubhi o TS BRALGE LT
W, UBR—RREAFINGETR, o T LR e dmEE,

B0 AT S R A 25 LoT 38 2oy 3 oy 254k 28 &4 =T VA B — A%
B F Y BT 4 69 I R R B &, TR RIS ) T AR IR LR ok e E
AFITTAGSRA R, SFEBAF . BAN, AEHF. KELSHTUAL
W XE &, FRSITHEd o IR G Xt Ee, @FTRARFLY, A
— TR, WA T A A IR F], Flae 2 Rowe F A {Handbook of

N

Pharmaceutical Excipients, 6th edition, American Pharmacists Association,
2009) P £ AGAR L . RIS T FT A€ 46 B B Ao AR AT AALH] L B A F
T CER ., RS s, B AR BRATFTAS LR RIER
Fo A—RERTEF, AESGUABRFARE, CFEKRDRHA,

HIA MO IEE RN T AL HEEGNE, QETIRES. ZEEHT
AL 2 R A A, JF BT VAGE L 25 S ATUR N do 69 A AT 75 ik ) o X2 75 0k
CAETFHE RS (B, AT ME A BRI R S HF ETE
YIRS R L5 A 09 IR A4 T LR HE M R B IR AR IR T R Lm A0
AR RFAEH I mEERLES, RE, XEFL, Br2x B8R84,
H AR AoB 7 8 % T vAA& {(Remington: The Science and Practice of Pharmacy, 21st
Edition, Lippincott Wiliams and Wilkins, Philadelphia, Pa., 2006.) ¥ 4%
#,o

AT ORS HG KT R ME W T IALB ARG A, &
FHEERBRTFERE, IMRIAFN, FAREAALENERERS . £—AFKHET
P, ANTTeyEhdhm bR A .

AT oy hdninbdh @ — M RS M A LN TGS R A HF LT
B HE, UARHF ETETORY ARG L CETH. A8 FERD
Bt A dh VT VAR E S TR B T ke Ko 3 AT o iR A e, e,
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AR AR AL BN sAl. KRBGhEBFR. ook KA. LA AR
ERMIRE. BRREH . AT 2 RAE R G5 7T LURIE AFIR 46 B T
) iE A 6T R R E S, AT S A T LSS — A R S AT R
Fl, GLaEEERF. ARH . A ERFHE N, RREIT o egE N A FHE
A E T EWNHF LT RBA R FATET, ARG HERTA
FIG A o XSRS F T LR B Ao i AR, o s B AS R ER. LEE. FL
B—KEd, RIEARFRA RS, RGN, PRER RN, H4F i %

Fl, 4 BRI IEER, AR, Plletfdgi. MaHF4EE. . BIKR
Frisfafix; A=ddiF R, Pl 584, RIS RFT L. A MT AL LA REY,

EFETUR A LB ROR, QIEMIEL, IR AT HE P ey i g foR

M, MmiR4E R Kot a3 E Bl Flde, T UAR RS S8 —igiE B2 a4

#, ho SRR REER H o BE SR AR IS BR H i B .

VA5 HE R A VAT AT R G R 09 = T LUARIE TR R 6806
TREAL LT XM B, Blde, A—REHmGFEF, ATAXTIRESHH
AT AR A4 1 £ 1000 mg 9 EMRAIR, ZERmFMES A7 Eeais
TRTHBS R B AR EGTEF, HFLETHETHRSHN & L0040
894 5% E 4 05%(E & FF).

AR TEP, E—AEET, G5 RAFHLSBRA LS LT
FTOHNAEM IO S H REE RS RIF R FXF . Bk, 2HEMH, A
—ANFrdm, A RKEAESMEE SO S AR ra(Flhe, MY, FLAFRIE
RYA R R B G A R AAAAY 450, T R B B 4 25 4947 22 B AR 5
BRI F. LB EEMH, E—NFw, ALFRGEMTH, KHl&. #
BEROES A (B, M. BARIIER)RATFGLEHRE RATFHHIL
A TE L IR 3R B B AR B 69T Hw B R o 89 A 691X 7]

B—RERGTEY, LEHMBEMAT ALK

ANFFLOIERNTTEGI S, RAEA B LT eium bbbty —
PR, ZE Ao VAGR L RATUR C 48 A5 i H %, Hleid s EE
A EA B T ERT A0y, 6 U7 LR 6 Ade/ R A ALERAR RIRA ] B, &
FHiBit 5 HIRA.
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B—ATrd, AXRET RKAFNESHENF A REL T EERSE
Ri&, A FH —MHRELCEFEARSECLth e CBERyEAWEAE
A, RHFANTFGESH X LB AL T,

AT GG A L FT VART 25 64 15 X R AR NBF R EE RSO HE oL
18465 X AL o
V. £H&5E

AFragiads (R FHERS) , TRBLELSTHEITH
FHETERLE ., AENEROFEDR, AW, S, A (FoiEs
FT) . #EE. A (3T WWRES., #FEH. LA, BA.
FHEAFRLRLIN) Fo FTUEARGG R, KRR BT A Pl AedE T H R
Tl RAILPTATrag L i S S CMACIREHTH AL, TAoIR

é‘{a\ é‘ )

AN T 6 A A4 =T VAR BEA 20 25 3 75 S A P 3 B B IA) B SR A 4 B )
BTAK, Pl EZ2 VA IAA. EVAH2AMA, EVA3IAA. 2464
A REVHR2AARRR, E—ANFRTEF, ZUSMENREFGIFS
B ) Y AR B S Ml Bk eG 7 X 2.

F AT 0G4 LA 0 F) B R TR T LA T 4625 B & 6 AU 25677 49 it
A2 P AT T .

AT AR KB T Ml N)e A—REHRGTEP, ZALEH
HREH K,

AT VB AT R ey RAeF BT, Plieidid o RRF I
(BlhafER) 585, mWEME8677 A R E 7T L4 HF X 29 0.00001 £ 52/F %
HREBHERA 10 EH/TRAKRE, FllohHERLH 00001 £H/TAKREFNEHEXRY
10 BH/F AT, RIMEXH 0001 TR/ FAARTEERLY 1 EH/F K
F, RIwAY 001 ZER/ATHEEZERINY I ZER/ATHREER, RIKAY
005 Z/ATHEERINYOS ER/ATHAEHR, RAKh 03 EHE4 30
AR, BRI MA L 30 EnE 2 300 AR

R NFragie -t =T 5 —Fr R % AP ER N 6976 75 T VA KA FF 69 o4 69 44T
FEFE (Flde, A1 ZRE 1000 RGNS ) Wb BHTAXRETLIEAE

(e
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Fl2h 1 E R B EH L 1000 £ 5, BlaohFEF L 50 LB EHH 4 500 £, &
Je AN 29 100 2 FL B F /) 29 400 & 55, RAAEFEF 2 150 = 52 8] F 7 49 350
T, RAAEF L 200 £ H B EH 4 300 L. AT AL as G
A AERNEF L 100, 125, 150, 175. 200. 225, 250. 275. 300. 325.
350, 375. 400, 425. 450, 475. R# 500 & . ATy bS e s 7

HAEHEFRLS 100 £ 5, REFFH 2 125, 150, 175. 200. 225, 250, 275.
300, 350, 400, 450 &%) 500 . F—RETUHE I, FRXRREFHLH.
Blha, FHIZT AL 1 DB 20 3. 4. 6. 8. 120 16 X 24 DB —k, ¥
—FBETAE 1 R, 2. 3. 4. 5. 6 R T REH—Kk. F—FFELTUE 1
Bl.2.3R4 A%th—k, £—®EHRGTEY, FAFNETUAERLH— K,
¥ —FFLTAEALH—K
A ANTagl b, RAMBIAK, RABHFETELGE, XRas L
BT — A6 A5t AN S LOFEELANTF. E—ANFEHRTEF, —
MNEF & —F aIEE AR, AT\, AH&aFELANTFHLEY, K
HAF T Boalih, SAFHERGRS. BRI L AR LM
Yo, VARIEGT ALK GGIE B IR, dodk IR RIBIE P 4L B 1z -S40 69 4R & Fo/ 3R,
W B—ANRARTEP, BRETLLEANTHLSHR A B FETELWE
H—MREH (Flde—FF, BIF. =F, @, —FRHF, R—E2=FF, &
—E2WH) Mg H ey A&
AL LERET OFFERAAFONSMRAESGF LTI, B AM

W, ZARFMERG RS, RERIARRUMAESEGERZ PoyFliddhs. %
BBV, T RIER, REEHBRFHRERR.

3P 1:

&R

ARG S A= VAR RS TT 65 75 ik B F AR B &, BT AT
69 T ik Ae RATIBAR PT B o T5 ik, X SR AZ R W B LAY IR T ARG F 9,
L ET LA B AL Fe AR BT B S 09 B A T
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KIGHAN SR L FE LTS GHGER, Pl X1 F—ARZ
ARG Gy LE AL S, BR LA TFeY b X B Abbdh, THLTHF AT
Ko

— B A RT &

AT RN TT A S A 6 FL R 52 56 5 T4 Bl T LR 69 — LR 77 F Aw/ K
KB AT AR BT AL FE, AT LB T A LA £ L8 69 HAu b8 K
ALIEM R E — T E, AN T EARERBE G S &\ a0 AR GG T F
%15 F, LA IE MR e AT T AC VAR AL AR 2 6 5 S o ATHE M AR AN E Jk R B FR
15, HALF ST e A ay T ke, XEASMAERNTFERT E,
A F B L RS M RBEEANBRREG H 1, B TXEGHF T, K&~
S8y il A E R E AL L BB I EARR AR
B EPAE RAGEAAIRE (e Ry, R RATHE B, FRIEFZ ALY, T A
LARBR R LR — 2 5 R4 T A THAX 1 SR AT EmRhn BGInE—
.

& BB BB I

AT G A4 =T LAE BBl do AT 69 — L 75 ik Ae A2 ) AR B 3R AT a9 AT HE A
B & TAEML, LA HAARKKEG T EZLHS (FFRZEAL. BFH,
R R, BRI RAF)  RAEZ ALY, T MAET L AT T F
o ARG BT A5 4F 7T f8 A 44 2 69 R 4 57 6948 Bl AL, AiX A 45T 1A
B A AT AT R AR 8 i AARACAE B R A .

b, ST AABREGGE AR AR R, BAGEKPATREZLEZG, U EEL
S E R A BT A R A R . BT AP RE B A9 PR AP B B VA BAR AP Fe AR A 4 2
FERAGESEFH, EATBANRTA 6. #lde, £ T.W.Greene #=
G M Wuts(1999) (A MA R P agtkar AR Y , % =0k, Wiley, 24, URHE P 3]
B SRR RE T SR AR

b, AT EHT AL G- NREANAFHP . B, wRXEFL, T
AN Bl R AL A B B 5 B 0 s AR SR, BP AR S 30k 4 3 i 3 A 3
YEA R F IR R0 RS RPN ER S B RIEFAVH, IR XL TRFH
R (Fog R09RAM) HEFERKFHGTLEA. B A FHER (RFEN
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W) T VA R AR e AR ATIR P A BT JB) S 0 e 57 PR AT A M S R 2R AR PR R
W o FHIN, EMISAGINIE RS T A A e F oA &k ik F 5
EHTHH.

VAT B 6 AT He M — AR Cdm b &dl, S E T GRiE 4oL B R LA 2
EG15 PR Ko Blde, B A AE AR T AT At 2 B AL 3545, %= Aldrich Chemical
Co. Milwaukee, Wisconsin, USA). 4643 LUE T ARE A F Tk b 344 6942
F 23 BR 26915 B0k %) &, 4o Fieser 89 (A AL& A XM ): % 1-15 & (John Wiley,
and Sons, 1991) ; Rodd &9 (&AL &4 F) - F 1-5 %, HAibmirAk (Elsevier
2 pk4t, 1989 ) ;3 (AMAR Y % 1-40 & (John Wiley, and Sons, 1991
#) , March & (HZAHMILFY (JohnWiley, andSons, 5" Edition, 2001
), VAR Larock %9 (& A MAELY) (VCH HFRA 3], 1989).

Rig "BR, EEAMBER] R REEET "RIBEEZARXYG R T FS
TR (Plie@ &R, PR, O, WaA%% ("THF") . N, N-—F A ¥
B ("DMFE") . &7, =8 ¥R (RZKF) . ZCB, FiF, a2 %) .
MrdE A AR R GG HLE ,, ANTT 69 RO AL Bl 6Y B R AR A AUER, B2 A LR S
Ak, RIFARATHTEH.

Ri& "qs. "RAG N R VAE IR DRI E, Blde, 1B IRE BB E AR

(BP 100%) o

A LR GG S TARIE T LR — M T iT o m. A TEGTEF,
B % PR R R PR 6 AN A A AR T AAEARAT P e B K B AR A ARE RS
PRiF A B ERFBHERAROGTEEA.

LRCIEE N R

T 4RA. BRCH &

b . . \Z’ -
BrCH2CN, K2CO3 Pd{dppf)! Clz Cs2C0; \ \
i bbb ! _NaOH, CHy0H/H,0 o N S

T DMF 18k, 70°C o 2. PIC, Hy =N
= <)
NE A5
A g
A2 A
00'2,0
Q 2 S
SCCl \N O\) o \ 1. hydrexylamine
E— A N@ 2.cDI
AN THF S - |
N o o<y N
/ NNV’ o={ J ¥
N N/kf>—-°
H
AB AT AS A
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FrA-1 (5g, 18.65mmol) #ER 47 (5.16g, 37.3mmol) F=akiL4h (0.28g,
1.86mmol) #-FDMF (30ml) , ¥:% T (3.36g, 28.0mmol) e N B R ik
P, MK ETOCR L1600, AAEEIR, Hak (60ml) ik Bk, LiEHF4z
& Bl tkag, dcE: 49.0%.

¥A-2 (2.0g, 6.5Immol) , A-3 (1.71g, 7.16mmol) , ##E 4% (3.18g,
9.77mmol) #=Pd(dppf)2CI2 (0.5g¢, 0.6mmol) AT =#H><H (20ml) , TN2F
ik £100°CR 4B K2R ik, MmAK (30ml) A LB T EF (30ml) F
WA MAB. AMARKEGE ET, HEEENLALFF S EBRKR 2g. AT EAKRE
FWELP, mAPA/C(0.12g, 30%wt), TAATERA TR, Tk, RE
", RWET, PHFEAZEFES &kt OREGEE16) F & FA4,
0.6g, F: 273%.

FA-4 (0.6g,1.76mmol) T FE/K (4ml2ml) +F, s AR A4
(0.28g, 7.05mmol) ZEiZR B4 . A HBIFApHES O, MmANTERKRTE
(5ml) FEBCH AR, BUERLE E-TIFEKA-S, 053g, IFE: 96.3%.

FA-5 (300mg, 1.1mmol) #FF =R Fr (10ml) , He N F LK
(520mg, 4.4mmol) A=21;EDMF, ZIRRE 6/ bF. KB ik ke £ -TIFBEE
WK, FmASml =R FREF, FH. BN-FEFXE (180mg, 1.65mmol) #=
=T (222mg, 22mmol) BT =R i (10ml) , K&TF, HABLLE
", EIRTHERLINE, AR (10ml) ERBAA, Z2MEKSEETIF
A-6, 350mg, 87.9%.

¥A-6 (100mg, 0.25mmol) , (4R)-4-F %-13,2- =T IXIK 22-— A4y
(103.6g, 0.75mmol) % FTHF (5ml) o %3P £-20°C, &l = F 5k 2 A
42 (Iml, IMinTHF) , A%, TRERAR24/),. B AMEK (5Sml) FX
B R, #aNCECEG10ml, EBRA AR, 2BEKRSETHbKRG, BREE
e L FA-T, 40mg, HKE: 36.4%.

JA-7 (10mg, 0.023mmol) &-FDMSOQ2ml), Az N#FkKzEik (0.6ml,
50%) , TRRE16/E, daAk (10ml) AT B CE (10ml) IR, H e
TR, KR4 ETFdR4. b4 E FDMSO (3ml) , /A ACDI (10mg,
0.062mmol) #DBU (10mg, 0.066mmol) ERA M6 8. AmAK (10ml) 4=
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CELCHE (10ml) 3R, AhABTHR, K4 £TIFA-8, 10mg, JF: 882%.
FA-8 (220mg, 0.44mmol) AT C =B FE (Gml) F, AR A4
(494mg, 88mmol) , M E130°CR S B A2 EERE, AHEHE (6N)
FApHZES.0, #ANCERCE (10ml) FI, A MIBLE KB TR, RIEKE
HFF P MARA, 180mg, JKE: 99.0%.

248 B) 09 77 & & BAC:
O
OH
N
N O
Oo-N
A2
O~ °N
H
B C
AR D& F &
F
N~
d/Nk /[(O
—
N
/ NH
/N “ g/
Boc
D
o F
SR - S 9
2 N—N o
fjijN = (S%NHz OCN/E/;\;:M (’5\]‘;\ HCOOH (51'\’:1 5
N7 A _ NHOT ==
Boc Bog Boc’N -, O)\NH . N, L(NH
OMe oc
D-1 oa D4 OMe D-5

¥D-1 (20g, 84mmol) , D-2 (1.29g, 84mmol) Featvg H B (0.97g,
8.4mmol) AT FHXR (10ml) , R ERARR BN, R RAIE, kA
K (1oml) A= BB (10ml) , FEIEBFHA, 2REKHEF B AR & 4D-
3, 2.4g, HE: 76.4%.

FD-3 (2.0g, 5.34mmol) EFDCM (20ml) ¥, E&TF & m2-F FUER K-
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LI- =% &A% (0.84g, 641mmol) &9 =H Fix (Sml) &Hik, ERIEH2/
e mAK (20ml) , FEE, SdAbdn, REET, Fdkip, HET—
HiBTF, HD-48y i RpE TR P (20ml) , HANE TR
(10ml) , ZEBIEHLIR. AK20ml, FERHSH A, HEETFHMS,
F 2 U CBsAe B B AT R HFD-5, 1.2g.

¥ B AREFeF&Y 4] &
OH OMs CN ° (13
ﬁ:"‘;\Q MsCI W NaCN W HCI/CH3OH N/\©
ud MsO NC NC
E-2 -
E-1 E-4
HN
Y NH,
O
E5

JE-1(5.0g, 24.12mmol), =T M (7.31g, 72.36mmol) & T =H T
(25ml), 7Ri& T #H mMsCl (6.08g, 53.07mmol) /@5, ERIEH305 4. A
K (20ml), ERSHAMAS, LT KFBRMATE, REKRYSEEHFFE-2,
7.5g, IK#85.6%.

¥E-2 (3.0g, 825mmol) % TFTEMF (30ml), #%1%/mANaCN (850mg,
17.3mmol), 60°CR Z1/BF. AHp)E, MmACKR LB MteF ik (30ml) HEH1
JBF. A NTERTE (30ml), FEHUHAAE, K45 E-TIFE-3, 1.54g, A0%:
82.8%.

HE-3 (1.2g, 533mmol) & T HAAFEZiK (IM, Tml) ZEEicHiT
R, MmRIEFH2 DB, I ANTERCE (20ml), FR4oHA A, Z2RERT,
BT R A, B EATEAFIIFE-4, 0.6g, JUFE: 43.6%-

JE-4 (0.5g, 1.9mmol) & FTHF (5ml), A= A4 TAEL47 (1.09g,
9.7mmol) TRANITR., AHELBRApHE P M, WMATRTEER, REX
TE, HEAEEMBIFE-S, 034g, JF: 68%.

JE-5 (0.2g, 0.88mmol), D-2 (126mg, 0.88mmol) Feebvg 3R 3
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(0.1g, 0.88mmol) AT TR (4ml) , AR EFHAEARL 1. F R RAH
G, AR (10mD) Ao LB CE (10ml) , FEEEBAHAAR, SRUEKSEHF B AR
WA4E, 260mg, ALFE: 81.2%.

PRI ARF 4246 ) 77 ik &

@g@;{}

W+ Bl ARGRH &
o
O. O/\ o) (o]
=N ) j)\ ] oj/u\o/\ M y . Oj/u\o/\
f Ho — N\\\/:\ N \\\/:\N
H2N ! H éOC
G-1 G-2 G-3

H¥G-1 (5.0g, 41.5mmol), 3-:RFAEIER T H (8.90g, 45.61mmol) Aoai g 4L
(20.3g, 62.2mmol) AFDMF (100ml), #2#& £65°C, R 40, A EE
B, MmA200mlK, Hri Bk, idiEfFG-2, 4.80g, ALE: 58.4%.

F¥G-2 (4.0g, 202mmol), (Boc)20(6.6g,30.3mmol)Ff» = = (6.13g,
60.5mmol) % FTHF (40ml), ZEILHTRE. AR (50ml) F» L ER LES
(50ml), ZHERHpBEA A, FAEKREHFG-3, 5.6g, 93.2%.

HG-3 (5.6g, 18.8mmol) & FTTHF (50ml), AA#&TE4? (10.5g,
94mmol) EBRA M TR, AR FApHE T, WATBRUEBER, REXT
G, BeAEENPIFTG-4, 3.6g, HKE: 76%.

¥G-4 (2.0g, 7.93mmol), D-2 (1.22g, 7.93mmol) Aewtwg & H
(0.9g, 7.93mmol) AFFR (40ml) , WK EEALA SN, HFEE A2
J&, AR (40ml) AT BT EE (4oml) , ZEECH A AL, 2R/ERKL%EF B AR
&G, 1.2g, KE: 39%.

& A ARH A F &
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Boc—N =N Boc—N =N

Fris 4G (200mg, 0.52mmo) EFTDCM (2ml), #ki&TF, mADAST
(165mg, 1.0mmol), 0°CH#HiTR . mANteFfem iR A% #& (4ml) FDCM
(4ml), FI, S dHAMA, BEETEFHFEEEEL, FEFLEHH,

0.12g, Mk %: 56.8%.

LAUEESE AL -

Fres41-1 (5.0g, 23.3mmol), & EMER (3.99g, 46.5mmol), BEER4R
(3.48g, 23.2mmol), 2 ,2°-BE=77(3.9¢,23 3mmol)F=4# 8 % (4.9¢g,
46.5mmol) A ANE Rk (50ml) P, RAKRT, TRRABEIR. FRBE
FiE, FEReRKAZ IR P RER, SHAVAR, ANMREET, BEAEA
e AL AL, 3.6g, JLFE: 61%.

248 B) 7 & 7T #4F F AR .

¥ E4AK. L. MAf=N&GH &
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N -
// E v o
N N N//( = /1<
Q\/ Yy / NH N
NH NH N—", == N < ANH
Boc - Bod
K L M N

A P MARD A R & ik, BPTHIEK, L, MA=N,
FEIARONHE (BERERE)

, Ry R
Ry R R2' Ry ? R
R 2
- Z,=Zg
127—23 N—Ra Br Iy NH
Q. //29"< X Q1/Z11421//O 9\I<R '
1 1210 R, Ry I \ > ° NI Ry 2
O, N 3 -
R Y
Y/ N—T

J¥0-1 (leq.) #2(1R,2R)-(-)-NN'-=—F X -12-31 & )¢
(0.5eq.) ,Cul(0.5eq.), 2AX#4 (1.5eq.), #8 47 (3eq.) mANEZNMPY¥, £ &
AHRT, TBRALER. LB, BRMRFFCHECE, ERoyHAME, 2K
JE, LB, BEBAY 2 (BLFRBBock ) #4F B iriLé4h,

2% 75 kT R AT e T AL
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/N\
HI\C\EI?N F HIO;<N <:§ F /N\N%;;F
XS E \I//O HN. A
i \( &N -

Yot T

o "%
J@f
N I N
HN>LNB°C F N___| NBoc
K2CO03, Cul, TMEDA dioxane, 80°C

HoN

+ @K PRY 4] &

P-1

P-1 (1.0g, 446mmol), 2-#.-5-#2-13-=F K(1.12g, 4.46mmol),Cul (0.8g,

4 46mmol), TMEDA(0.52g, 4.46mmol)#=#%88 47 (0.92g, 6.69mmol) & T =&
NI, T8OCAR 4B A5, ik, KIER, WMATEKTE (20ml) F XK
(20ml), FERHoHAMAR, BREREE, FEAELEATHAFIFP, 06g, J&
% 38.8%.

T EARQE # &
o)
NHCbz NHCbz  [>—4 CbzHN_ O N
EW CH5CN Rl 1. Pd/H2
O\
W CN  2.SFC CN
o) o o 0
Q-1 Q-2 Q-3 Q

Nofk#P F, KT (1557 g 37934 mmol) =N ZTHF (300ml) ¥, g
£-78°CUVAF, #ALIHMDS (63.47 g, 379.34 mmol), HBRE 1, HR&
A E-41Q1( 45.0 g, 189.67 mmol Y4THF (Sml) i, Fi& £-50°CR L3045
bb, Bt A RABIRIRERR I, BaNCERCE (150ml) 3R, Hiias
B ARBEE, TARBBREE TR, RIERE G FHE4E BN LHITH G bR,

FQ2 (246.26 mg, 1 mmol) A== H (202.38 mg, 2 mmol) % FDCM
(1oml), #HAER @ A F B £(209.06 mg, 2 mmol ), ERAMITRE. B EikAK
FR, FHAHAN10mlDCM, FRS5HHAHA. BERERER, FHBRETHE,
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WIERGE E TG, FEiEENeiLsFibkis.
FQ3(150mg, 0.47mmol) #= Pd/C (15mg, 30%wt)7&T AL (15ml), AR A
HTFERBEE 3 PiF. HRA ZikiEiE, BER, HF2SFCAILFFQ3, 32mg, J&
#: 40.8%. 1HNMR (d-DMSO, 500MHZ) :3§4.12(d, 1H, J=8.0Hz), 3.35(m, 1H),

3.12-3.07(m, 2H), 2.63-2.55(m, 2H), 1.47-1.32(m, 5H).

P @RS H] &
o o 0o
HoN BocHN BocH!‘S\/N
2 )I\/u\o/\ BOCHN)’\/U\O/\ —  » Boc NH2—> Z
R-1 R-2 R-3 R4
Aro\ o Q N N
—_— HzWN —9° o Nx N/\)LO/ —_— N\\\>4'}l/\)‘\°/ B —— NBoc
HCI H Boc o
R-5 R-6 R-7 R

¥ R-1(10.0g, 68.87mmol) A= = & ( 13.9¢, 138 mmol)i&-FDCM, HAiwA
(Boc)20 (18.0g, 82.64mmol), ERR E T K. REIKRA100mIKFER, FHhN
100ml DCM #3, 4532 H AR, FRRHRkk, #ABRE TR, REKLGF
R-2, 153g, d&F: 90.56%.

R-2(15.0g, 61 Immol)i&-F R A FEF %A% (10M, 300ml) F, BAHBLEZE
E¥, MK EI0~100°CR EZ4 . AHE, WA ZikAEREETHR3, T
B, AT 3R,

JR-3, TFAA (6.90ml, 49.5mml) #==£7Z(8.0ml, 99.0mmol)m A £ = T ji 7+,
ERE R NE . MBI TMANKICERCE, ERSBHANAR. AL R
RS, RBREETHE, BEIKRYS S ZAEITHLFIFR4, 539,

R-4 (5.3g, 26.7mmo)lm N £ R A LB TBrE & (4M, 30ml), ERZHH2
B AT B4R, iR HIAFR-5, 3.2g, dXFE:  88.9%.

FR-5(3.2g, 23. 7mmol)F= = T e (7.22g, 71.3mmol) % T CE (20ml), &
HaNFA MR FE (2.15g, 24.9mmol). Fe#k £70°CR B3It A EFTIRE,
A AN (Boc)20 (6.74g, 30.9mmol), LA LR ZIER. A AR (50ml) AT BT
b5, XI5 BHMAE, AMARSKIEREE, ARE TR, RERGEHZE
AT A HIFR-T, 43g, JLFE: 63.6%.

FR-7 (4.0g, 14. 1mmol)A=4 T BE47(2.37 g, 21.1mmol)ia-FTHF, Z&E &1
N BF e MMAONZBRFRB L, mAKFCBRCERFEIR, oA im, 2K
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A, BT, MEREEFHEAEBENMELNLFHER, 2.5g, &FE: 704%
¥ A RS AG #) &
ARAE P R ARRAG B & 7 ik, F2SFCF 5%, BPT#4F F B4AS,

N\\ K
NBoc
(o)
S

P A ART 69 5] &

N._ _CI H Cbz
| x N_ _Cl CbzCl M. Cl H ol
= — s [ ] 1. Pd/H,, HCI
CN — 2. SFC >
o) CN CN : CN
~
0 o)
T4 T-2 T-3 T

FT-1(10.0g, 59.3mmol)7& T THF(100ml), &A= =244 (120ml, 1M in
DCM), FiRA NI INE. R ik Aiefem iR sz dF R, B ADCMER,
AR, BRLAKES, LRKABRMATH, BF2AEKRSE ETIHT-2, 85,
JE: 92.7%.

FT-2(8.0g, 51.8mmol) F= =T He(7.8g, 77.6mmol)iETDCM, & £0°C,
HAaCbz-Cl(9.71g, 56.9mmol). A2/ NG, R iR FlA4eFe a8 B8R A I ik i R,
BHmADCM, ER4oBAMA, 2RHARKER, LRABRMTE, HFEAREKR
Y £ TAFT-3, 11.2g d8 % 74.9%.

FT-3 (10.0g, 34.6mmol), Pd/C(1.0g, 30%wt) #= 0.5ml HCI(IM in H20)% T
FEE, TSOPsidy R AEA FRE2IE. R B&REESFRERZERN, HF
A NDCMA= o An s BR R AN A%, XA AR, FERHKER, LKFERMA
TR, BLMREKRE G EFLASHEALH T H 74, HF2SFCHF AR AT,
1.2g 5% 21.8%.

A ARAA G H &
H
sj =N
AA-1 AA
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B AA-1 (1.0g, 435mmol) BT CE (10ml), E&E TFAA SmIE

K (30%, 10ml), REER. ¥R mi&idikE, #FAA, 1.1g, H&FE: 96.6%.
¥ 8] AR AB 89 #) &

Br H
Br Br NO, Br NH, NS
ey o il & o T
—pP—

—P —pP— —p—
R i A 4
AB-1 AB-2 AB-3 AB

FAB-1(5.0g, 20.2mmol)iET 25mlUKRAER F, -20°CTF, 5 PR Ha N AR 47
(2.1g, 20.2mmol), B R Z 4 1Bt FRZRBEINKKF, 7t B4k, B &
THE, B2 EFIFAB-207g, I 11%

H¥AB-2 (0.7g, 2.4mmol) AT FE(Sml), FHiAiofe it (Sml), FHie
N4 # (0.54g, 9.6mmol), 7k Z 80°CR A 3 B, BAEEIR, WMATRT
B 20ml, ZI, HI{FAB-3, 0.54g, JF: 86%.

FAB-3 (0.54g, 2.0mmol) %&F =F F i (5ml), £E F A N=T % (0.20g,
2.0mmol) 4= (Boc) 20 (0.45mmol), B HEHTE . & B ik 7 Aos P iz (0.29g,
2.0mmol), R 1 Jit. HEBRKRGET, MAKRACTHK CEZER (Sml,
2N), ERELH 1 et ATd B4R, IEHIFAB, 032g, d0E: 497%.

A AR ACHT ) & -

F
F
N*N‘S'P
N—N ‘N~ s ‘N/\§HCI
o
/ (. N—
7= N N
NHZ - 4 = + -
N, CuS0,-H,0, K,CO3 N=N=N
BOé 5\] ""/
Boc
D-3 AC

0°CF, #D-3 (290mg, 0.77mmol), 1H-"K=-1-8E & & (139.99 mg, 0.81
mmol) F=4% B2 47(212.84 mg, 1.54 mmol) AN ZEFEF B mL) , FHIwNFKLE
K& (19mg, 00077 mmol) , ZEIRBRE 12 I iF. R kAN G CE A K 3E
B, AAAAS AR INEER, tafesmBR 240, RHKER, FELKARMTHE
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B, BIERZE ETHFHIRBAC, 0.15g, 48%.
& A AR AD &Y ) &

F | -4 F
~Q; Si F
Si =
Br A AR I S Q
N N O— N
NB N'b NB
AD-1 AD-2 AD

¥ AD-1 (2.0g, 7.84mmol) , TMSCN(1.16g, 11.8mmol), = K (1.59g,

15.7mmol), #4LE 43 (1.49g, 7.8mmol) F=v9 =K K42 (900mg, 0.8mmol) =
NEZA<FPQOmI), RAKYF T, AR E 70 ZBRAR TR, AETIR,
HaNKARCER OB, EIR, R4 )6, B2 B LR FAD-2, 1.1g, 4% :51.5%.
FAD-2 (1.1g, 4.0mmol) #e N £ FELF, Ao AN&HEE47(1.1g, 8. 1mmol), &
HAF 4 DB AR LR CEEER, ARG £ T 6, 24 B, £AD,
0.35g, JaF: 433%
P A AR AE 49 %) &

2 s

N—N A N
4 P - \N Cul, // R N
N=N=N S \
+ N N A N
N—", N~  N=
! ’ B / ~ =N
Boc oc

AC AD AE
¥ AC (100mg, 0.25mmol) #AD (55mg, 0.27mmol) & -FPEG200 (2ml)
P, FACul (9.5mg, 0.05mmol) & S0°CTF, B2 /i, AFEERE, ¥
ROt gk, 2wl &4 (C18) #4L#I/FAE, 123mg, 82%.
A1 6w &

% F
E
_
N~ N i
* ¢ o R HATU < N~ NAC§:N
D' Ve ¢ J—— o
N N V N O
‘Sl
. PN

¥+ A 4RA (180mg, 0.44mmol), O-6 (280mg, 0.57mmol), HATU
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(250.95mg, 0.66mmol) #DIPEA (170mg, 1.32mmol) % FDMF (5ml), %
BALFHI DB mAKSmI, AR FRERIK, SHAMNAR. BREKLGE, BE
&AL (TH: 0.1%FERKIEIR), #4FBARE41, 200mg, HE:
51%o

AeHE R I FG R GG B & Tr ik, AL A B ey AL HE MR P AR AR oL BBt iE G
AR AP AL S T SRR B VAT A A, A 2 MSA HNMR A IE .

55 24 MS IHNMR
909.39 H NMR (500 MHz,
Chloroform-d) 6 8.79 (s,
1H), 8.37-8.29 (m, 2H),
821-8.14 (m, 1H), 7.89-
7.82 (m, 1H), 7.62-7.56
(m, 1H), 7.51 -7.41 (m,
4H), 7.25-7.20 (m, 1H),
7.11-7.04 (m, 1H), 524 -
5.14 (m, 1H), 4.57-449
(m, 1H), 4.14-4.05 (m,
1H), 3.86-3.61(m, 3H),
3.08-2.90 (m, 3H), 2.49-
232 (m, 3H), 2.26-2.23
(m, 6H), 2.08—-1.91 (m,
2H), 1.86-1.69 (m, 2H),
1.61-157(m, 3H), 139-
1.31 (m, 2H), 1.29-1.22
(m, 5H), 1.19(s, 3H), 1.01
—0.98 (m, 3H).

923 .41 TH NMR (500 MHz,
Chloroform-d) ¢ 8.79 (s,

1H), 8.38-8.28 (m, 2H),
8.18(d, J=6.0Hz, 1H),
7.89—-782(m, 1H), 7.63 -
7.57 (m, 1H), 7.52-7.40
(m, 4H), 722, J=20
Hz, 1H), 7.12-7.04 (m,
1H), 5.23-5.13 (m, 1H),
453 -4.47 (m, 1H), 4.14 -
4.05(m, 1H), 3.86-3.78
(m, 1H), 3.76 —3.62 (m,
2H), 3.08-2.90 (m, 3H),
248-231(m, 3H), 2.24
(s, 6H), 2.14 —1.98 (m,

[o—y
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5H), 1.97-1.92(m, 1H),
1.87-1.77 (m, 3H), 1.75-
1.69 (m, 1H), 1.59(d, J=
78 Hz, 3H), 124 (s, 3H),
1.19(s, 3H), 1.00(d, J=6.0
Hz, 3H).

881.36

z
m

'H NMR (500 MHz, DMSO-
ds) 59.16 (s, 1H), 8.36-8.27
(m, 2H), 8.14(d, J=49
Hz, 1H), 7.83-7.75 (m,
1H), 7.67—7.63 (m, 1H),
7.54(d, J=8.9Hz, 1H),
7.47-736(m, 3H), 725
(d, J=2.0Hz, 1H), 7.10-
7.03 (m, 1H), 5.68—5.50
(m, 1H), 4.74 —4.60 (m,
1H), 3.93 (s, 3H), 3.78—
3.57 (m, 2H), 3.09-2.94
(m, 3H), 2.67—2.60 (m,
1H), 2.52-2.39 (m, 3H),
224 (s, 6H), 221-2.14
(m, 1H), 2.08-2.00 (m,
1H), 1.98-1.92 (m, 1H)
1.86—1.79 (m, 1H), 1.75-
1.68 (m, 1H), 126-1.15
(m, 6H), 0.99(, J=59
Hz, 3H).

1

895.38

'H NMR (500 MHz, DMSO-
ds) 59.16 (s, 1H), 8.36-8.28
(m, 2H), 8.14(d, J=49
Hz, 1H), 7.82-7.75 (m,
1H), 7.67—7.62 (m, 1H),
754(d, J=8.9Hz, 1H),
7.46 —7.37 (m, 3H), 725
(d, J=2.0Hz, 1H), 7.10—
7.04 (m, 1H), 5.07—5.00
(m, 1H), 4.55—4.46 (m,
1H), 3.93 (s, 3H), 3.71—
3.61 (m, 2H), 3.05-285
(m, 3H), 2.49—2.42 (m,
1H), 2.37-229 (m, 2H),
226-2.16 (m, 7H), 2.08 -

1.89 (m, 5H), 1.89-1381
(m, 1H), 1.77-1.71 (m,
Conjupro EX1022
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1H), 123 (s, 3H), L.18(s,
3H), 0.99(d, J=6.0Hz,
3H).

907.38 | 'H NMR (500 MHz, DMSO-
de) 59.16 (s, 1H), 8.39-8.29
(m, 3H), 7.94—7.88 (m,
1H), 7.68—7.58 (m, 2H),
7.46-7.38 (m, 3H), 7.25
(d, J=20Hz, 1H), 7.09 -
7.05(m, 1H), 5.63 —5.57
(m, 1H), 4.70 —4.63 (m,
1H), 4.56—4.50 (m, 1H),
3.74-3.59 (m, 2H), 3.10—
3.03(m, 1H), 3.02-2.94
(m, 2H), 2.67 —2.60 (m,
1H), 2.49-2.39 (m, 2H),
236-230(m, 1H), 2.27—
2.17 (m, 7H), 2.08 -2.01
(m, 1H), 1.97-1.92 (m,
1H), 1.86—1.78 (m, 1H),
1.75- 1.68 (m, 1H), 1.39—
1.29 (m, 2H), 1.29-1.20
(m, 5H), 1.18(s, 3H), 0.99
d, J=6.0Hz, 3H).

903.32 | 'H NMR (500 MHz, DMSO-
ds) 59.16 (s, 1H), 838828
(m, 2H), 8.14(d, J=49
Hz, 1H), 7.81 —7.75 (m,
1H), 7.68 —7.63 (m, 1H),
754, J=89Hz, 1H),
7.46 —7.37 (m, 3H), 7.21
(d, J=20Hz, 1H), 7.10 -
7.04 (m, 1H), 6.94 (s, 1H)
433-425(m, 1H), 4.09—
403 (m, 1H), 3.93 (s, 3H),
3.74-3.67 (m, 1H), 3.66 —
3.58 (m, 1H), 3.07-2.94
(m, 3H), 2.49-241 (m,
1H), 2.38-2.28 (m, 2H),
224 (s, 6H), 2.07-2.00
(m, 1H), 1.99—1.91 (m,
1H), 1.87-1.78 (m, 1H),
1.75-1.68 (m, 1H), 1.23
(s, 3H), 1.18 (s, 3H), 0.99

s
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(d, J=6.0Hz, 3H).

91936 | 'H NMR (500 MHz, DMSO-
de) 59.16 (s, 1H), 8.39-8.28
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.81-7.75 (m,
1H), 7.68—7.64 (m, 1H),
754(d, J=89Hz, 1H),
7.45-7.38(m, 3H), 7.21
(d, J=2.0Hz, 1H), 7.09—
7.05(m, 1H), 5.27-5.19
(m, 1H), 4.89—4.76 (m,
2H), 3.93(s, 3H), 3.74-—
3.58 (m, 2H), 3.03-2.94
(m, 1H), 2.50 —2.38 (m,
1H), 2.38-2.28(m, 2H),
224 (s, 6H), 2.08—1.99
(m, 1H), 1.98—1.90 (m,
1H), 1.87-1.78 (m, 1H),
1.76 — 1.68 (m, 1H), 1.60
(d, J=75Hz, 3H), 1.25-
1.15(m, 6H), 099, J=
6.0 Hz, 3H).

89736 | 'HNMR (500 MHz, DMSO-
ds) 59.16 (s, 1H), 8.36—8.29
(m, 2H), 8.17-8.11 (m,
1H), 7.83-7.75(m, 1H),
7.68—7.63 (m, 1H), 7.57—
751 (m, 1H), 7.47-7.40
(m, 3H), 7.21(, J=2.0
Hz, 1H), 7.10—7.03 (m,
1H), 5.11-4.96 (m, 3H),
3.93 (s, 3H), 3.74 —3.58
(m, 2H), 3.02-2.95(m,
1H), 2.49-228 (m, 3H),
224 (s, 6H), 2.08—2.00
(m, 1H), 1.98-1.91 (m,
1H), 1.87-1.78 (m, 1H),
1.75-1.68 (m, 1H), 1.60
(d, J=7.8Hz, 3H), 1.27-
1.15(m, 6H), 099, J=
6.0 Hz, 3H).

Conjupro EX1022
Page 46 of 77



'H NMR (500 MHz, DMSO-
ds) 5 9.16 (s, 1H), 8.36—8.29
(m, 2H), 8.14(d, J=49
Hz, 1H), 7.83-7.76 (m,
1H), 7.68-7.63 (m, 1H),
757-7.51 (m, 1H), 7.48—
737 (m, 3H), 721, J=
20Hz, 1H), 7.11-7.04 (m,
1H), 4.89(d, J=6.7Hz,
1H), 4.18-4.08 (m, 1H),
3.93 (s, 3H), 3.87-3.79
(m, 1H), 3.75—3.58 (m,
2H), 3.05-2.88 (m, 3H),
251-244(m, 1H), 2.37-
229 (m, 2H), 2.24 (s, 6H),
2.08-2.00(m, 1H), 1.98—
1.89 (m, 2H), 1.87-1.78
(m, 1H), 1.75-1.69 (m,
1H), 1.25-1.15(m, 6H),
0.99(d, J=6.0Hz, 3H),
0.68 —0.57 (m, 2H), 0.49 —
0.39 (m, 2H).

80538 | 'H NMR (500 MHz, DMSO-
ds) 58.76 (s, 1H), 8.36—8.29
(m, 2H), 8.14(d, J=49

Hz, 1H), 7.81—7.76 (m,
F 1H), 7.67—7.64 (m, 1H),
- 754, J=89Hz, I1H)
746-737(@m, 3H), 721

N\,N (. J=20Hz, 1H), 7.10 -
\ 704 (m, 1H), 522-514

(m, 1H), 4.11 - 4.05 (m,
1H), 3.96-3.85(m, 4H),
374 - 3.58 (m, 2H), 3.04 —
2.90 (m, 3H), 2.35(s, 2H),
224 (s, 6H), 2.07-191
(m, 2H), 1.86—1.78 (m,
1H), 1.75-1.68 (m, 1H),
1.65—1.47 (m, 7H), 1.25—
1.16 (m, 6H).
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'H NMR (500 MHz, DMSO-
ds) 59.16 (s, 1H), 8.34-823
(m, 2H), 8.14(d, J=49
Hz, 1H), 7.82-7.76 (m,
1H), 7.67-7.63 (m, 1H)
754(d, J=8.9Hz, 1H),
7.46—7.37 (m, 3H), 7.24
(d, J=20Hz, 1H), 7.11—
7.04 (m, 1H), 3.96—3.83
(m, 5H), 3.74-3.59 (m,
2H), 3.01-2.95(m, 1H),
2.91-284(m, 2H), 2.51—
244 (m, 1H), 2.37-2.19
(m, 12H), 2.07 —2.00 (m,
1H), 1.97-1.92(m, 1H),
1.87 - 1.79 (m, 1H), 1.75—
1.69 (m, 1H), 1.26-1.16
(m, 6H), 0.99(d, J=6.0
Hz, 3H).

1

12

898.00

'H NMR (500 MHz, DMSO-
de) 59.16 (s, 1H), 8.13(d, J
=52Hz, 1H), 7.68-7.63
(m, 1H), 7.53(d, J=9.0
Hz, 1H), 7.51-7.41 (m,
2H), 7.37(d, J=49Hz,
2H), 7.21(d, J=2.0Hz,
1H), 7.10-7.05(m, 1H),
522-511(m, 1H), 434-
429 (m, 2H), 4.10-4.03
(m, 1H), 3.96—3.87 (m,
4H), 3.74-3.59 (m, 2H),
3.04—2.89 (m, 3H), 2.48—
242 (m, 1H), 2.38-2.29
(m, 2H), 2.24 (s, 6H), 2.07
—1.91 (m, 3H), 1.86-1.68
(m, 3H), 1.60(d, J=8.0
Hz, 3H), 123 (s, 3H), 1.18
(s, 3H), 099, J=6.0
3H).
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'H NMR (500 MHz, DMSO-
ds) 5 9.16 (s, 1H), 8.37-8.29
(m, 2H), 825(d, J=49
Hz, 1H), 7.85-7.78 (m,
1H), 7.67-7.62 (m, 1H)
748 - 7.37 (m, 4H), 7.21
(d, J=2.0Hz, 1H), 7.09 -
7.04 (m, 1H), 522 -5.13
(m, 1H), 4.13 —3.84 (m,
4H), 3.73-3.59 (m, 2H),
3.03-2.89 (m, 3H), 2.49—
220 (m, 9H), 2.08-1.91
(m, 2H), 1.87—1.68 (m,
2H), 1.63—1.45(m, 4H),
1.23 (s, 3H), 1.18(s, 3H),
0.99(d, J=6.0Hz, 3H),
0.61 —0.38 (m, 4H).

1

14

881.36

'H NMR (500 MHz, DMSO-
de) 59.16 (s, 1H), 8.37-8.28
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.82-7.75 (m,
1H), 7.66-7.61 (m, 1H)
754(d, J=8.8Hz, 1H),
7.46 —7.37 (m, 3H), 7.21
(d, J=20Hz, 1H), 7.11-
7.06 (m, 1H), 5.22 —5.14
(m, 1H), 4.12-4.03 (m,
3H), 3.95-3.85(m, 4H),
3.07-2.89 (m, 3H), 2.42-
221 (m, 9H), 1.99-1.73
(m, 8H), 1.60(d, J=8.0
Hz, 3H), 0.99(d, J=58
Hz, 3H).

1

15

867.35

TH NMR (500 MHz, DMSO-
ds) 39.16 (s, 1H), 8.36—8.28
(m, 2H), 8.14(d, J=49
Hz, 1H), 7.82-7.76 (m,
1H), 7.66—7.61 (m, 1H),
754(d, J=8.9Hz, 1H),
7.46—7.38 (m, 3H), 7.21
(d, J=20Hz, 1H), 7.08—
7.03 (m, 1H), 524 -5.12
(m, 1H), 4.11-4.02 (m,
1H), 3.96-3.87 (m, 4H),
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381(d, J=6.0Hz, 2H),
3.72(d, J=62Hz, 2H),
3.04-2.80 (m, 3H), 2.52-
243 (m, 1H), 2.39-228
(m, 2H), 224 (s, 6H), 2.15
—2.00(m, 4H), 1.60(d, J=
8.0Hz, 3H), 099, J=6.0
Hz, 3H).

16

869.36

'H NMR (500 MHz, DMSO-
ds)39.16 (s, 1H), 837828
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.81-7.76 (m,
1H), 7.66—7.64 (m, 1H),
754(d, J=8.9Hz, 1H),
7.45-737(m, 3H), 7.21
(d, J=20Hz, 1H), 7.10—
7.05(m, 1H), 5.02 495
(m, 1H), 461(d, J=10
Hz, 2H), 3.93 (s, 3H), 3.71
—3.62 (m, 2H), 3.03-2.94
(m, 1H), 2.49 —2.40 (m,
1H), 2.38-2.21(m, SH),
2.06—1.81 (m, 3H), 1.77-
170 (m, 1H), 157, J=
70Hz, 3H), 127 -1.15 (m,
6H), 0.99(d, J=6.0Hz,
3H).

17

981.38

H NMR (500 MHz,
Chloroform-d) 6 8.79 (s,

1H), 8.37-8.29 (m, 2H),
8.21-8.14 (m, 1H), 7.89 -
7.82 (m, 1H), 7.62-7.56
(m, 1H), 7.51 —7.41 (m,
4H), 7.25-7.20 (m, 1H),
7.11-7.04 (m, 1H), 524—
5.14 (m, 1H), 4.59-4.49
(m, 3H), 4.14—4.05 (m,
1H), 3.86-3.61 (m, 5H),
3.08—2.90 (m, 3H), 2.49-
232 (m, 3H), 2.26-223
(m, 6H), 2.08-1.91 (m,
2H), 1.86-1.69 (m, 2H),
1.61-1.57 (m, 3H), 1.39-
1.31 (m, 2H), 1.19(s,

Conjupro EX1022
Page 50 of 77



3H), 1.01-0.98 (m, 3H).

18

923.04

'H NMR (500 MHz, DMSO-
de) 59.16 (s, 1H), 8.37-8.29
(m, 2H), 825(, J=49
Hz, 1H), 7.85-7.78 (m,
1H), 7.67-7.62 (m, 1H),
748 - 7.37 (m, 4H), 7.21
(d, J=20Hz, 1H), 7.09—
7.04 (m, 1H), 5.22-5.13
(m, 1H), 4.13 —3.84 (m,
4H), 3.73-3.59 (m, 2H),
3.03-2.89 (m, 3H), 2.49—
2.20 (m, 9H), 2.08-1.91
(m, 2H), 1.87—1.68 (m,
2H), 1.63—1.45(m, 4H),
123 (s, 3H), 1.18(s, 3H),
0.99(d, J=6.0Hz, 3H),
0.61 —0.38 (m, 4H).

19

881.36

'H NMR (500 MHz, DMSO-ds)
59.16 (s, 1H), 8.40 — 8.28 (m,
3H), 7.96 — 7.86 (m, 1H), 7.67 —
7.58 (m, 2H), 7.47 — 7.36 (m,
3H), 7.21 (d. J= 2.0 Hz, 1H),
7.09 —7.03 (m, 1H), 5.23 - 5.13
(m, 1H), 4.56 — 4.49 (m, 1H),
4.12 —3.85 (m, 2H). 3.59 — 3.47
(m, 4H), 3.04 — 2.88 (m, 3H),
2.39 - 2.27 (m, 3H), 2.24 (s,
6H), 2.14 — 2.08 (m, 2H), 1.88 —
1.79 (m, 2H). 1.60 (d. J = 8.0
Hz 3H), 1.39 — 1.20 (m, 4H),
1.01 — 0.95 (m, 3H).

20

M

'H NMR (500 MHz, DMSO-ds)
59.16 (s, 1H), 8.38 — 8.29 (m,
3H), 7.94 — 7.88 (m, 1H), 7.66 —
7.58 (m, 2H), 7.46 — 7.37 (m,
3H), 7.23 — 7.20 (m, 1H), 7.08 —
7.03 (m, 1H), 5.23 — 5.11 (m,
1H), 4.53 — 4.47 (m, 1H), 4.09 —
3.87 (m, 2H), 3.59 — 3.46 (m,
4H), 3.03 —2.88 (m, 3H), 2.41 —
2.26 (m, 3H), 2.24 (s, 6H), 2.15
—1.98 (m, 6H), 1.88 — 1.79 (m,
4H), 1.62 — 1.58 (m, 3H), 0.99
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(d, 7= 5.8 Hz, 3H).

21

'H NMR (500 MHz, DMSO-ds)
39.16 (s, 1H), 8.35— 8.23 (m,
3H), 7.86 — 7.78 (m, 1H), 7.66 —
7.62 (m, 1H), 7.48 — 7.38 (m,
4H), 7.21 (d, J= 2.0 Hz, 1H),
7.09 —7.03 (m. 1H), 5.21 - 5.13
(m, 1H), 4.10 — 3.87 (m, 4H),
3.60 — 3.46 (m, 4H), 3.02 — 2.88
(m, 3H), 2.53 — 2.28 (m, 3H),
2.24 (s, 6H), 2.17 — 2.07 (m,
2H), 1.89 — 1.79 (m, 2H), 1.60
(d, J=8.0 Hz, 3H), 1.53 — 1.45
(m, 1H), 0.99 (d. J = 6.0 Hz,
3H), 0.59 — 0.39 (m, 4H).

22

874.44

TH NMR (500 MHz, DMSO-d;)
39.91 (s, 1H), 9.16 (s, 1H), 8.36
(d, J=6.0 Hz, 1H), 8.17 (d. J =
6.0 Hz, 1H). 7.64 (1, J = 2.0 Hz,
1H), 7.46 — 7.35 (m, 5H), 7.29 —
7.15 (m, 3H), 7.09 — 7.02 (m,
1H), 5.60 (. J = 5.7 Hz, 1H),
470 — 4.62 (m, 1H), 3.58 — 3.47
(m, 4H), 3.09 — 2.96 (m, 3H),
2.95 (s, 3H), 2.67 — 2.61 (m,
1H), 2.45 —2.26 (m, 4H), 2.24
(s, 6H), 2.17 — 2.06 (m, 2H),
1.89 — 1.76 (m. 2H), 0.99 (d, J =
5.8 Hz, 3H).

23

902.33

'H NMR (500 MHz, DMSO-ds)
59.91 (s, 1H), 9.16 (s, 1H), 8.36
(d, J=6.0Hz 1H). 8.17(d, J =
6.0 Hz, 1H), 7.64 (t, J = 2.0 Hz,
1H), 7.47 — 7.36 (m, SH), 7.25 —
7.15 (m, 3H), 7.09 — 7.03 (m,
1H), 4.89 (d, J = 6.7 Hz, 1H),
4.16 —4.07 (m, 1H), 3.89 — 3.81
(m, 1H), 3.58 — 3.47 (m, 4H),
3.04 — 2.89 (m, 6H), 2.40 —2.26
(m, 3H). 2.24 (s. 6H), 2.16 —
2.07 (m, 2H), 1.97 — 1.79 (m,
3H), 0.99 (d, J = 5.8 Hz, 3H),
0.58 — 0.54 (m, 4H).
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'H NMR (500 MHz, DMSO-ds)
39.91 (s, 1H), 9.16 (s, 1H). 8.36
(d, J=6.0Hz, 1H),8.17 (d. J =
6.0 Hz, 1H), 7.64 (L. J=2.1 Hz,
1H), 7.48 — 7.35 (m, 5H), 7.31 —
7.18 (m, 3H), 7.08 — 7.03 (m,
1H), 5.04 (t, J = 4.8 Hz, 1H),
4.55 - 4.48 (m, 1H), 3.59 — 3.48
(m, 4H), 3.02 — 2.86 (m, 6H),
2.48 —2.42 (m, 1H), 2.37 - 2.28
(m, 2H), 2.24 (s, 6H), 2.23 —
2.16 (m, 1H), 2.15 - 2.01 (m,
3H), 2.00 — 1.89 (m, 2H), 1.88 —
1.80 (m, 2H), 0.99 (d, J = 6.0
Hz, 3H).

25

888.32

H NMR (500 MHz, DMSO-dy)
39.91 (s. 1H), 9.16 (s, 1H), 8.34
(d, 7= 6.0 Hz, 1H), 8.17 (d, J =
6.0 Hz, 1H), 7.64 (t, J=2.1 Hz,
1H), 7.47 — 7.36 (m, 5H), 7.27 —
7.16 (m, 3H), 7.10 — 7.02 (m,
1H), 3.92 — 3.83 (m, 2H), 3.57 —
3.48 (m, 4H), 3.01 — 2.96 (m,
1H), 2.95 (s, 3H), 2.91 — 2.85
(m, 2H), 2.40 — 2.18 (m, 13H),
2.15-2.07 (m, 2H). 1.88 — 1.80
(m, 2H), 0.99 (d, J = 5.8 Hz,
3H).

26

895.32

TH NMR (500 MHz, DMSO-ds)
39.91 (s. 1H), 9.16 (s, 1H), 8.37
(d, J=6.0Hz, 1H), 8.18 (d. J =
6.0 Hz, 1H), 7.64 (s, 1H), 7.64
(d,J=4.1Hz 0H), 7.43 (d. J =
7.5 Hz, 1H), 7.42 — 7.37 (m,
4H), 7.23 — 7.17 (m, 3H), 7.08 —
7.03 (m, 1H), 6.94 (s, 1H), 4.31
—4.23 (m, 1H), 4.11 — 4.03 (m,
1H). 3.59 — 3.47 (m. 4H). 3.06 —
2.96 (m, 3H), 2.95 (s, 3H), 2.40
—2.33 (m, 1H), 2.36 — 2.26 (m,
2H), 2.24 (s, 6H), 2.16 — 2.07
(m, 2H), 1.88 — 1.79 (m, 2H),
0.99 (d, J = 5.8 Hz, 3H).
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888.32 | 'H NMR (500 MHz, DMSO-ds)
39.91 (s, 1H), 8.76 (s, 1H), 8.36
N (d, J=6.0Hz, 1H),8.17 (d. J =
,\O;(N% g—F 6.0 Hz, 1H), 7.64 (s, 1H), 7.46 —
o 7.37 (m, 5H), 7.23 - 7.17 (m.
3H), 7.08 — 7.03 (m, 1H), 5.22 —
\©\ 5.14 (m, 1H), 4.10 — 4.02 (m,
. 1H), 3.95 — 3.87 (m, 1H), 3.59 —
& 3.47 (m, 4H), 3.03 — 2.89 (m,
6H), 2.43 — 2.37 (m, 1H), 2.30 —
2.25 (m, 1H), 2.24 (s, 6H), 2.16
—2.07 (m, 2H), 1.88 — 1.79 (m,
2H), 1.66 — 1.56 (m, 5H), 1.56 —
1.50 (m, 1H), 1.53 — 1.46 (m,
1H).

922.28 | 'H NMR (500 MHz, DMSO-ds)
39.72 (s, 1H), 9.16 (s, 1H), 8.37
(d, J=6.0Hz, 1H), 8.18 (d, J =
6.0 Hz, 1H), 7.64 (s, 1H), 7.64
(d,J=4.1Hz OH), 743 (d. J =
7.5 Hz, 1H). 7.42 - 7.37 (m.
4H), 7.23 — 7.17 (m, 3H). 7.08 —
7.03 (m, 1H), 6.94 (s, 1H), 4.31
o=d —4.23 (m, 1H), 4.11 — 4.03 (m,
1H), 3.59 — 3.47 (m, 4H), 3.47 —
3.40 (m, 1H), 3.06 — 2.99 (m,
1H), 3.03 — 2.94 (m, 2H), 2.40 —
2.33 (m, 1H), 2.36 — 2.26 (m,
2H), 2.24 (s, 6H), 2.16 — 2.07
(m., 2H), 1.88 — 1.79 (m, 2H),
1.79 — 1.58 (m, 4H), 0.99 (d, J =
5.8 Hz, 3H).

885.34 | 'H NMR (500 MHz, DMSO-ds)
39.16 (s, 1H), 8.36 — 8.29 (m,
2H), 7.65 (d, J = 3.8 Hz, 2H),
7.56 —7.49 (m. 1H), 7.47 - 7.33
(m, 4H), 7.21 (d, J=2.0 Hz,
1H), 7.11 — 7.04 (m, 1H), 5.23 —
5.11 (m, 3H), 4.11 — 4.02 (m,
1H), 3.96 — 3.87 (m, 1H), 3.74 —
3.62 (m, 2H), 3.13 — 2.89 (m,
3H), 2.51 —2.43 (m, 1H), 2.38 —
2.29 (m, 2H), 2.24 (s, 6H). 2.17
—2.09 (m, 1H), 2.00 — 1.87 (m,
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2H), 1.78 — 1.71 (m, 1H), 1.60
(d, J=8.0Hz 3H), 1.20 (d, J =
25.2 Hz, 6H), 0.99 (d. J= 6.0

30

899.38

Z
-n

'H NMR (500 MHz, DMSO-ds)
59.16 (s, 1H), 8.36 — 8.29 (m,
2H), 7.67 — 7.63 (m, 1H), 7.57 —
751 (m, 1H), 743 (d, J=7.5
Hz, 1H), 7.41 — 7.36 (m, 3H),
7.21(d, J=2.0Hz 1H), 7.10 —
7.04 (m, 1H), 522 — 5.15 (m,
1H), 5.14 (s, 1H), 5.12 (s, 1H),
4.10 — 4.02 (m, 1H), 3.95 — 3.87
(m, 1H), 3.74 — 3.61 (m. 2H),
3.65 (s, 3H), 3.13 — 3.04 (m,
1H), 3.03 — 2.89 (m, 2H), 2.52 —
2.43 (m, 1H), 2.38 — 2.28 (m,
2H), 2.24 (s, 6H), 2.18 — 2.09
(m, 1H), 1.99 — 1.86 (m, 2H),
1.79 - 1.71 (m, 1H), 1.60 (d, J =
8.0 Hz, 3H). 1.23 (s. 3H). 1.18
(s, 3H), 0.99 (d, J = 6.0 Hz, 3H).

31

507.34

'H NMR (500 MHz, DMSO-ds)
$9.16 (s, 1H). 8.37 (d. /= 6.0
Hz. 1H), 8.18 (d, 7 = 6.0 Hz,
1H), 7.81 — 7.75 (m, 2H), 7.75 —
7.69 (m, 2H), 7.66 — 7.62 (m,
1H), 7.43 (d, J= 7.5 Hz, 1H),
7.40 (d, J= 5.1 Hz, 2H), 7.21
(d, J=2.0 Hz, 1H), 7.08 — 7.03
(m, 1H), 6.94 (s, 1H), 431 —
423 (m, 1H), 4.11 — 4.03 (m,
1H), 3.59 — 3.47 (m, 4H), 3.06 —
2.99 (m, 1H), 3.03 —2.94 (m,
2H), 2.72 — 2.63 (m, 4H), 2.41 —
2.26 (m, 3H), 2.24 (s, 6H), 2.16
—2.07 (m. 2H), 1.88 — 1.79 (m,
2H), 1.51 — 1.47 (m. 6H), 0.99
(d, 7= 5.8 Hz, 3H).
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32

879.29

'H NMR (500 MHz, DMSO-ds)
59.16 (s, 1H), 8.37 (d. /= 6.0
Hz 1H), 8.18 (d. J = 6.0 Hz,
1H), 7.81 — 7.75 (m, 2H), 7.75 —
7.69 (m, 2H), 7.66 — 7.62 (m.
1H), 7.43 (d, J= 7.5 Hz, 1H),
7.40(d, J=5.1Hz, 2H), 7.21
(d, J=2.0 Hz, 1H), 7.08 — 7.03
(m, 1H), 6.94 (s. 1H). 4.31 —
423 (m, 1H), 4.11 — 4.03 (m,
1H). 3.59 — 3.47 (m, 4H), 3.06 —
2.99 (m, 1H), 3.03 —2.94 (m,
2H), 2.41 — 2.26 (m, 3H), 2.24
(s, 6H), 2.16 — 2.07 (m, 2H).
1.88 — 1.79 (m, 2H). 1.51 — 1.47
(m, 6H), 0.99 (d, J= 5.8 Hz,
3H).

33

893.37

'H NMR (500 MHz, DMSO-ds)
39.15 (s, 1H), 8.39 — 8.29 (m,
3H), 7.93 — 7.83 (m, 1H), 7.69 —
7.58 (m, 2H), 7.49 — 7.36 (m,
3H), 7.20 (s, 1H), 7.11 — 7.06
(m, 1H), 5.23 — 5.13 (m, 1H),
4.55-4.49 (m, 1H), 4.13 - 3.85
(m, 2H), 3.57 — 3.47 (m, 4H),
3.05 - 2.88 (m, 3H). 2.40 — 227
(m, 4H), 2.16 — 2.09 (m, 2H),
1.90 — 1.80 (m, 2H), 1.58 (d. J =
8.0 Hz, 3H), 1.40 — 1.22 (m,
8H), 1.11 — 1.05 (m, 3H).

34

906.32

TH NMR (500 MHz, DMSO-d)
59.18 (s, 1H), 8.41 — 8.29 (m,
2H), 7.99 — 7.89 (m, 1H), 7.64 —
7.54 (m, 2H), 7.46 — 7.36 (m,
3H), 7.21 (d, J= 2.0 Hz, 1H),
7.11 - 7.08 (m, 1H), 5.26 — 5.16
(m, 1H), 4.57 — 4.52 (m, 3H),
4.11 - 3.81 (m, 2H), 3.55 — 3.49
(m, 4H), 3.13 — 2.85 (m, 6H),
2.42 - 2.33 (m, 3H), 2.30 (s.
6H), 2.15 — 2.11 (m, 2H), 1.88 —
1.79 (m, 2H), 1.61 (d, J = 8.0
Hz, 3H), 1.01 — 0.95 (m, 3H).
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'H NMR (500 MHz, DMSO-ds)
39.17 (s, 1H), 8.40 — 8.29 (m,
2H), 7.97 — 7.87 (m, 1H), 7.65 —
7.55 (m, 2H), 7.48 — 7.39 (m,
3H), 7.22 (d, J = 2.0 Hz, 1H),
7.13 = 7.09 (m, 1H), 5.29 — 5.19
(m, 1H), 4.55 — 4.52 (m, 1H),
4.13 — 3.80 (m, 2H), 3.79 - 3.61
(m, 2H), 3.58 — 3.49 (m, 4H),
3.16 — 2.89 (m, 8H), 2.43 — 235
(m, 3H), 2.28 (s, 6H), 2.16 —
2.13 (m, 2H), 1.85 - 1.79 (m,
2H), 1.63 (d, J = 8.0 Hz, 3H),
1.01 — 0.95 (m, 3H).

906.32 | 'H NMR (500 MHz, DMSO-ds)
59.17 (s, 1H), 8.40 — 8.29 (m,
2H), 7.97 — 7.87 (m, 1H), 7.65 —
- 7.55 (m, 2H), 7.48 — 7.39 (m,
N‘fo 3H), 7.22 (d, J= 2.0 Hz, 1H),
S L 7.13 - 7.09 (m, 1H), 5.29 — 5.19
\@\ (m, 1H). 4.55 — 4.52 (m, 1H),
N 4.13 - 3.80 (m, 2H), 3.79 - 3.61
(m, 2H), 3.58 — 3.49 (m, 4H),
3.16 —2.89 (m, 5SH), 2.43 - 235
(m, 3H), 2.28 (s, 6H), 2.16 —
2.13 (m, 2H), 1.85 - 1.79 (m,
2H), 1.63 (d, J = 8.0 Hz, 3H),
1.01 — 0.95 (m, 3H).

z
I

892.30 | 'H NMR (500 MHz, DMSO-ds)
59.18 (s, 1H), 8.41 — 8.29 (m.
2H), 7.99 — 7.89 (m, 1H), 7.64 —
7.54 (m, 2H), 7.46 — 7.36 (m,
3H), 7.21(d, J= 2.0 Hz, 1H),
7.11 - 7.08 (m, 1H), 5.26 — 5.16
(m, 1H), 4.57 — 4.52 (m, 3H),
4.11 - 3.81 (m, 2H), 3.55 — 3.49
(m, 4H), 3.13 — 2.85 (m, 3H),
2.42 - 2.33 (m, 3H), 2.30 (s,
6H), 2.15 —2.11 (m, 2H), 1.88 —
1.79 (m, 2H), 1.61 (d, J = 8.0
Hz, 3H), 1.01 — 0.95 (m, 3H).
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38

876.31

'H NMR (500 MHz, DMSO-ds)
39.18 (s, 1H), 8.41 — 8.29 (m,
2H), 7.99 — 7.89 (m, 1H), 7.64 —
7.54 (m, 2H), 7.46 — 7.36 (m,
3H), 7.21 (d, J= 2.0 Hz, 1H),
7.11 — 7.08 (m, 1H), 5.26 — 5.16
(m, 1H), 4.57 — 4.52 (m, 1H),
4.11 — 3.81 (m, 4H), 3.55 - 3.49
(m, 4H), 3.13 — 2.85 (m, 3H),
2.42 —2.33 (m, 3H), 2.30 (s,
6H), 2.15 —2.11 (m, 2H), 1.88 —
1.79 (m, 2H), 1.61 (d, 7= 8.0
Hz. 3H), 1.01 — 0.95 (m. 3H).

39

888.33

TH NMR (500 MHz, DMSO-ds)
69.20 (s. 1H), 8.43 —8.33 (m,
2H), 7.95 - 7.87 (m, 1H), 7.69 —
7.59 (m, 2H), 7.48 — 7.39 (m,
3H), 7.22 (d, /=2.0 Hz, 1H),
7.13-7.09 (m, 1H), 6.43 —6.40
(m, 1H), 5.29 — 5.19 (m, 1H),
455-452(m, 1H),4.13 -3.80
(m, 2H), 3.79 — 3.61 (m, 2H),
3.58-3.49 (m, 4H).3.16 —2.89
(m, SH), 2.43 — 2.35 (m, 3H).
2.28 (s, 6H), 2.16 —2.13 (m,
2H). 1.85 - 1.79 (m, 2H), 1.63
(d, 7=8.0Hz 3H). 1.01-0.95
(m, 3H).

40

1H NMR (500 MHz, DMSO-
d6)69.16 (s, 1H), 842 - 8.37
(m, 3H), 7.91 — 7.81 (m, 1H),
7.65 —7.54 (m, 2H), 7.45 —
7.36 (m, 2H), 7.12 — 7.09 (m,
1H). 6.51 — 6.46 (m, 2H), 5.33
—5.23(m, 1H),4.61 -4.49
(m, 1H), 4.15 —3.85 (m, 2H),
3.67-3.47 (m, 4H), 3.09 —
2.91 (m, 3H), 2.42 —-2.29 (m,
4H), 2.18 —2.11 (m, 2H), 1.92
—1.82(m, 2H), 1.42-1.25
(m, 9H), 1.13 - 1.07 (m, 3H).
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'H NMR (500 MHz, DMSO-ds)
39.16 (s, 1H), 8.42 — 8.37 (m,
3H), 7.91 — 7.81 (m, 1H), 7.65 —
7.54 (m, 2H), 7.45 — 7.36 (m,
2H), 7.12 — 7.09 (m, 1H), 6.51 —
6.46 (m, 2H), 5.33 — 5.23 (m,
1H), 4.61 — 4.49 (m, 1H), 4.15 -
3.85 (m, 2H), 3.67 — 3.47 (m,
4H), 3.09 — 2.91 (m, 3H), 2.42 —
2.29 (m, 4H), 2.18 — 2.11 (m,
2H), 1.92 — 1.82 (m, 2H), 1.42 —
1.25 (m, 9H), 1.13 - 1.07 (m,
5H).

42

TH NMR (500 MHz, DMSO-d)
§9.15 (s, 1H), 8.41 — 8.36 (m,
3H), 7.90 — 7.80 (m, 1H), 7.67 —
7.55 (m, 2H), 7.46 — 7.37 (m,
2H), 7.11 — 7.07 (m, 1H), 6.52 —
6.43 (m, 2H), 5.34 — 5.25 (m,
1H), 4.63 —4.51 (m, 1H), 4.17 —
3.87 (m, 2H), 3.69 — 3.49 (m,
4H), 3.12 — 2.96 (m, 3H), 2.44 —
2.33 (m, 9H), 2.22 - 2.13 (m,
2H), 1.91 — 1.83 (m, 2H), 1.45 —
1.25 (m, 9H), 1.14 — 1.08 (m,
SH).

43

IH NMR (500 MHz, DMSO-ds)
39.14 (s, 1H), 8.42 — 8.38 (m,
3H), 7.88 — 7.77 (m, 2H), 7.69 —
7.59 (m, 2H), 7.49 — 7.39 (m,
2H), 6.73 — 6.54 (m, 1H), 6.44 —
6.35 (m, 1H), 5.33 — 5.24 (m.
1H), 4.65 — 4.53 (m, 1H), 4.19 —
3.88 (m, 2H), 3.71 —3.59 (m,
4H), 3.16 — 2.99 (m, 3H), 2.48 —
2.38 (m, 9H), 2.26 — 2.16 (m,
2H), 1.97 — 1.87 (m, 2H), 1.43 —
1.23 (m, 9H). 1.12 — 1.08 (m,
5H).
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e

'H NMR (500 MHz, DMSO-ds)
39.18 (s, 1H), 8.44 — 8.38 (m,
3H), 7.89 — 7.79 (m, 2H), 7.65 —
7.62 (m, 2H), 7.55 — 7.45 (m,
2H), 6.75 — 6.55 (m, 1H), 6.46 —
6.36 (m, 1H), 5.34 — 5.25 (m,
1H), 4.66 —4.56 (m, 1H), 4.29 —
3.98 (m, 2H), 3.75 — 3.69 (m,
4H), 3.14 — 2.94 (m, 3H), 2.45 —
2.35 (m, 7H), 2.28 — 2.18 (m,
2H), 1.95 — 1.85 (m, 2H), 1.41 —
1.23 (m, 10H), 1.13 — 1.08 (m,
6H).

45

m

893.37

TH NMR (500 MHz, DMSO-d)
$9.20 (s, 1H), 8.43 — 8.33 (m,
2H), 7.95 — 7.87 (m, 1H), 7.69 —
7.59 (m, 2H), 7.48 — 7.39 (m,
3H), 7.22 (d, J= 2.0 Hz, 1H),
7.13 —7.09 (m, 1H). 6.43 — 6.40
(m, 1H), 5.35 — 5.25 (m, 1H),
4.68 —4.58 (m, 1H), 4.33 - 3.95
(m, 2H), 3.77 — 3.67 (m, 4H),
3.16 - 2.96 (m, 3H), 2.48 — 2.38
(m, 7H), 2.26 — 2.16 (m, SH),
1.97 — 1.87 (m, 2H), 1.43 - 1.24
(m, 7H), 1.12 — 1.08 (m, 6H).

46

-

IH NMR (500 MHz, DMSO-ds)
39.19 (s, 1H), 8.44 — 8.34 (m,
2H), 7.94 — 7.86 (m, 1H), 7.67 —
7.57 (m, 2H), 7.47 — 7.38 (m,
3H), 7.23 (d. /= 2.0 Hz, 1H),
7.12 - 7.09 (m, 1H), 6.45 — 6.40
(m, 1H), 5.35 — 5.25 (m, 1H),
4.68 —4.58 (m, 1H), 4.33 - 3.95
(m, 2H), 3.77 — 3.67 (m, 2H),
3.16 —2.96 (m. 5H), 2.48 — 2.38
(m, 7H), 2.26 — 2.16 (m, 5H),
1.97 - 1.87 (m, 2H), 1.43 — 1.24
(m, 3H), 1.12 — 1.08 (m, 12H).
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'H NMR (500 MHz, DMSO-ds)
39.21 (s, 1H), 8.47 — 8.37 (m,
2H), 7.97 — 7.87 (m, 1H), 7.69 —
7.59 (m, 2H), 7.49 — 7.39 (m,
3H), 7.21 (d, J= 2.0 Hz, 1H),
7.14 - 7.12 (m, 1H), 6.48 — 6.44
(m, 1H), 5.36 — 5.26 (m, 1H),
471 - 4.62 (m, 1H), 4.36 — 3.95
(m, 2H), 3.79 — 3.68 (m, 4H),
3.12 - 2.96 (m, 3H), 2.45 - 2.38
(m, 7H), 2.25 — 2.16 (m. 5H),
1.95—1.87 (m, 2H), 1.45 - 1.24
(m, 7H), 1.11 — 1.08 (m, 6H).

48

866.37

TH NMR (500 MHz, DMSO-d)
§9.20 (s, 1H), 8.48 — 8.38 (m,
2H), 7.98 — 7.88 (m, 1H), 7.68 —
7.58 (m, 2H), 7.47 — 7.37 (m,
3H), 7.20 (d, /= 2.0 Hz, 1H),
7.16 —7.12 (m, 1H), 6.47 — 6.44
(m, 1H), 5.36 — 5.26 (m, 1H),
472 —4.62 (m, 1H), 4.37-3.95
(m, 2H), 3.77 — 3.68 (m. 4H),
3.13 -2.95 (m, 3H), 2.47 — 2.38
(m, 9H), 2.27 — 2.17 (m, SH),
1.94 — 1.87 (m, 2H), 1.44 — 1.24
(m, 5H), 1.12 — 1.08 (m, 6H).

49

840.35

IH NMR (500 MHz, DMSO-ds)
59.21 (s, 1H), 8.47 — 8.37 (m,
2H), 7.97 — 7.87 (m, 1H), 7.69 —
7.59 (m, 2H), 7.49 — 7.39 (m,
3H), 7.21 (d. J= 2.0 Hz, 1H),
7.14 - 7.12 (m, 1H). 6.48 — 6.44
(m, 1H), 5.36 — 5.26 (m, 1H),
471 - 4.62 (m, 1H), 4.36 — 3.95
(m, 2H), 3.79 — 3.68 (m, 4H),
3.12 - 2.96 (m. 5H), 2.45 - 2.38
(m, 9H), 2.25 — 2.16 (m, 5H),
1.95-1.87 (m, 2H), 1.45 - 1.24
(m, 3H), 1.11 — 1.08 (m, 4H).
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50

TH NMR (500 MHz, DMSO-ds)
309.20 (s, 1H), 8.48 — 8.38 (m,
2H), 7.98 — 7.88 (m, 1H), 7.68 —
7.58 (m, 2H), 7.47 —7.37 (m,
3H). 7.20 (d. J= 2.0 Hz, 1H),
716 -7.12 (m, 1H), 5.36 —5.26
(m, 1H), 4.73 — 4.62 (m, 1H),
4.36-3.95(m, 2H), 3.79 - 3.68
(m, 6H), 3.12 — 2.96 (m, 2H),
2.45-238(m, 9H),2.25-2.16
(m, 5H), 1.95 - 1.87 (m, 2H),
1.45-124 (m,3H), 1.11-1.08
(m, 4H).

51

'TH NMR (500 MHz,
Chloroform-4) & 8.89 (s,

1H), 8.33-829(m, 2H),
821-8.15(m, 1H), 7.89-—
7.82 (m, 1H), 7.62-7.56
(m, 2H), 7.51-7.45 (m,
4H), 7.25-721 (m, 1H),
7.11-7.04 (m, 1H), 5.24-
5.14 (m, 1H), 4.57-449
(m, 1H), 4.14 —4.05 (m,
1H), 3.35(s, 2H), 3.86 — 3.61
(m, 2H), 3.08 —2.90 (m,
3H), 2.49-232(m, 3H),
2.26-223 (m, 6H), 2.08—
1.91 (m, 2H), 1.86-1.69
(m, 2H), 1.61-1.57 (m,
5H), 1.39-131(m, 2H),,
1.01 -0.98 {m, 3H).

52

Iy

913.39

TH NMR (500 MHz,
Chloroform-d) 6 8.89 (s,

1H), 8.33-8.29(m, 2H),
821 -8.15(m, 1H), 7.89 -
7.82 (m, 1H), 7.62-7.56
(m, 2H), 7.51-7.45 (m,
4H), 7.25-7.21 (m, 1H),
7.11 —=7.04 (m, 1H), 5.24—
5.14 (m, 1H), 4.57—4.49
(m, 1H), 4.14 —4.05 (m,
1H), 3.35(s, 2H), 3.86 — 3.61
(m, 2H), 3.08-2.90 (m,
3H), 2.49-2.32(m, 3H),
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2.26-2.23 (m, 6H), 2.08 -
1.91 (m, 2H), 1.86-1.69
(m, 2H), 1.61 —1.57 (m,
9H), 1.39-1.31(m, 2H),
1.19-1.14 (m, 4H), 1.01-0.98
(m, 3H).

53

901.39

TH NMR (500 MHz,
Chloroform-d) 6 8.91 (s,

1H), 8.36-—8.29 (m, 2H),
821-8.14 (m, 1H), 7.89 -
782 (m, 1H), 7.62-756
(m, 2H), 7.51-7.41 (m,
4H), 7.25-7.20 (m, 1H),
7.11 = 7.04 (m, 1H), 5.24—
5.14 (m, 1H), 4.57-449
(m, 1H), 4.14 —4.05 (m,
1H), 3.35(s, 2H), 3.86 — 3.61
(m, 3H), 3.08 —2.90 (m,
3H), 2.49-2.32 (m, 3H),
2.26-223(m, 6H), 2.08 -
1.91 (m, 2H), 1.86-1.69
(m, 2H), 1.61 —1.57 (m,
7H), 1.39-131(m, 5H),
1.19(s, 6H), 1.01-0.98
(m, 3H).

54

942.42

TH NMR (500 MHz,
Chloroform-d) & 8.79 (s,

1H), 8.37-8.29(m, 2H),
821-8.14 (m, 1H), 7.89-
7.82 (m, 1H), 7.62-7.56
(m, 2H), 7.51 —7.41 (m,
4H), 7.25-7.20 (m, 1H),
7.11-7.04 (m, 1H), 524 -
5.14 (m, 1H), 4.57-449
(m, 1H), 4.14—4.05 (m,
1H), 3.35(s,2H), 3.86 -3.61
(m, 3H), 3.08-2.90 (m,
6H), 2.49-2.32(m, 3H),
2.26-2.23(m, 6H), 2.08—
1.91 (m, 2H), 1.86—1.69
(m, 2H), 1.61—1.57 (m,
9H), 1.39-1.31(m, 2H),
1.19-1.13 (m, 3H), 1.01-
0.98 (m, 3H).
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55

1H NMR (500 MHz, DMSO-
d6) §9.15 (s, 1H), 8.42 — 8.38
(m, 3H), 7.90 — 7.82 (m, 1H),
7.65 —7.56 (m, 1H), 7.44 —
7.41 (m, 2H), 7.13 — 7.09 (m,
1H). 6.54-6.53(m, 1H), 6.51
—6.46 (m, 2H), 5.33 - 5.23
(m. 1H), 4.61 — 4.49 (m, 1H),
4.15 - 3.85 (m, 2H), 3.67 —
3.47 (m, $8H). 3.09 — 2.91 (m.,
3H), 2.42 — 2.29 (m. 4H), 2.24
—2.11 (m, 8H),1.92 - 1.82
(m, 2H), 1.42 — 1.25 (m, 4H),
1.11 - 1.07 (m, 3H).

56

900.32

1H NMR (500 MHz, DMSO-
d6) §9.15 (s, 1H), 8.42 — 8.38
(m, 3H), 7.90 — 7.82 (m, 1H),
7.65 - 7.56 (m, 2H), 7.44 —
7.41 (m, 2H), 7.13 — 7.09 (m,
1H). 6.54-6.53(m, 1H), 6.51
—6.46 (m, 2H), 5.33 - 5.23
(m. 1H), 4.61 — 4.49 (m, 1H),
4.15 - 3.85 (m, 2H), 3.67 —
3.47 (m, 8H), 3.09 — 2.91 (m,
3H). 2.42 — 2.29 (m. 4H), 2.18
—~2.11 (m, 2H), 1.92 - 1.82
(m, 2H), 1.42 — 1.25 (m, 4H),
1.13 — 1.07 (m. 6H).

57

886.31

1H NMR (500 MHz, DMSO-
d6)69.13 (s, 1H), 842 -8.38
(m, 3H), 7.91 — 7.82 (m, 1H),
7.65 —7.56 (m, 2H), 7.45 —
7.39 (m, 2H), 7.12 — 7.09 (m,
1H). 6.54(s, 1H), 6.51 — 6.46
(m, 2H), 5.33 —5.23 (m, 1H),
461 —449 (m, 1H), 4.15 -
3.85 (m, 2H), 3.67 — 3.47 (m,
8H), 3.09 - 2.91 (m, 3H), 2.42
—2.29(m, 4H), 2.18 - 2.11
(m, 2H), 1.92 — 1.82 (m, 3H),
1.42-1.25 (m, 4H), 1.13 -
1.07 (m, 3H).
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58

'H NMR (500 MHz, DMSO-ds)
39.17 (s, 1H), 8.40 — 8.29 (m,
2H), 7.97 — 7.87 (m, 1H), 7.65 —
7.55 (m, 2H), 7.48 — 7.39 (m,
3H), 7.22 (d, J = 2.0 Hz, 1H),
7.13 = 7.09 (m, 1H), 6.43 — 6.40
(m, 1H), 5.29 — 5.19 (m, 1H),
4.55-4.52 (m, 1H), 4.13 — 3.80
(m, 2H), 3.79 — 3.61 (m, 2H),
3.58 —3.49 (m, 4H), 3.16 — 2.89
(m, 5H), 2.43 — 2.35 (m. 3H),
2.28 (s, 6H). 2.16 — 2.13 (m,
2H), 1.85 — 1.79 (m, 2H), 1.63
(d, 7= 8.0 Hz, 3H), 1.02 — 0.96
(m, 3H).

59

n

921.39

TH NMR (500 MHz, DMSO-d¢)
39.15 (s, 1H), 8.39 — 8.29 (m,
3H), 7.93 — 7.83 (m, 1H), 7.69 —
7.58 (m, 2H), 7.49 — 7.36 (m,
3H), 7.20 (s, 1H), 7.11 — 7.06
(m, 1H). 5.23 — 5.13 (m, 1H),
4.55-4.49 (m, 1H), 4.13 - 3.85
(m, 2H), 3.57 — 3.47 (m, 4H),
3.05—2.88 (m, 3H), 2.40 — 2.27
(m, 4H), 2.16 — 2.09 (m, 2H),
1.58 (d, /= 8.0 Hz, 3H), 1.40 —
1.22 (m, 8H), 1.11 — 1.05 (m,
9H).

60

907.38

TH NMR (500 MHz, DMSO-ds)
3 9.18 (s. 1H), 8.44 — 8.38 (m.
3H), 7.89 — 7.79 (m, 2H), 7.65 —
7.62 (m, 2H), 7.55 — 7.45 (m.
2H), 6.75 — 6.55 (m, 1H), 6.46 —
6.36 (m, 1H), 5.34 — 5.25 (m,
1H), 4.66 — 4.56 (m, 1H), 4.29 —
3.98 (m, 2H), 3.75 — 3.69 (m,
4H), 3.14 — 2.94 (m, 3H), 2.45 —
2.35 (m, 7H), 2.28 — 2.18 (m,
2H), 1.41 — 1.23 (m, 10H), 1.13
—1.08 (m, 12H).
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61

'H NMR (500 MHz, DMSO-ds)
3 9.14(s, 1H), 8.39 — 8.29 (m,
3H), 7.93 — 7.83 (m, 1H), 7.69 —
7.58 (m, 2H), 7.49 — 7.36 (m,
3H), 7.20 (s, 1H), 7.11 — 7.06
(m, 1H), 5.23 — 5.13 (m, 1H),
4.55-4.49 (m, 1H), 4.13 - 3.85
(m, 2H), 3.57 — 3.47 (m, 4H),
3.05 - 2.88 (m. 3H), 2.40 — 2.27
(m, 4H), 2.16 — 2.09 (m, 2H),
1.58 (d, J = 8.0 Hz, 3H), 1.40 —
1.22 (m, 9H), 1.11 — 1.05 (m,
10H).

62

TH NMR (500 MHz, DMSO-d)
§9.15(s. 1H), 8.39 — 8.29 (m,
3H), 7.93 — 7.83 (m, 1H), 7.69 —
7.58 (m, 2H), 7.49 — 7.36 (m,
3H), 7.20 (s, 1H), 7.11 — 7.06
(m, 1H), 5.23 — 5.13 (m, 1H),
4.55-4.49 (m, 1H), 4.13 - 3.85
(m, 2H). 3.57 — 3.47 (m, 4H),
3.05—2.88 (m, 3H), 2.40 — 2.27
(m, 4H), 2.16 — 2.09 (m, 2H),
1.58 (d, J = 8.0 Hz, 3H), 1.40 —
1.22 (m, 8H), 1.11 — 1.05 (m,
11H).

63

=
-

921.39

IH NMR (500 MHz, DMSO-ds)
39.18 (s, 1H), 8.44 — 8.38 (m,
3H), 7.89 — 7.79 (m, 2H), 7.65 —
7.62 (m, 2H), 7.55 — 7.45 (m,
2H), 6.75 — 6.55 (m, 1H), 6.46 —
6.36 (m, 1H), 5.34 — 5.25 (m.
1H), 4.66 — 4.56 (m, 1H), 4.29 —
3.98 (m, 2H), 3.75 — 3.69 (m,
4H), 3.14 — 2.94 (m, 3H), 2.45 —
2.35 (m, 7H), 2.28 — 2.18 (m,
2H), 1.41 — 1.23 (m, 12H), 1.13
—1.08 (m. 12H).
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i Bl H

FHP 2 WITEW IS
GLP-1R cAMP Assay
1. 2 A 3 Ao X ] ) &

D g it & : Flp-In-293-GLP1R

2) 35 DMEM + 10% FBS + 1 X Penicillin-Streptomycin + 200 pg/mL HB

3) MR »F ik : 1 X HBSS + 20 mM HEPES + 0.1%BSA + 500 uM IBMX

2. FHh R

a) 4 384 FLI&M4R (6007680-50, PE) ¥ 1& 7% 435k A 4EH Flpin-

293-GLPIR #mfe, 3L 2,000 /~mfd.

b) AW iRE A 4X o4 TR,

c) wmat P SulL4 X eI kiR, 37°CHFE 30 454,
d) B ML+ RMHFE BEu-cAMP F32# (1/50), ARBEMmA 10 ul/ LE4&

LR

e) M EMLE it Ulight-anti-cAMP (1/150), RJEAN 10 ul/ FLF]

A AR P .

f) lEEEE 1 e

g) 4 Envision 2105 -F#& L2 LA 665 nM A= 615 nM I K 32 B -F#R o

3. AR AT

3.1 % Activity #9332 X4 F

% Activity =100-(Signalempd-Signalave pc)/(Signalave ve-Signalave pc)>100.

32 i H EC50 2x%] cmpds 893 -7 & ¥ &

Y=Bottom + (Top-Bottom)/(1+10"((LogEC50-X)*HillSlope))

X: BAHFREATI; Y FEE 5.

& 2 2 RTRAMAE GLP-1R #HFHF] cAMP RISRB P LML TR, 2T,
k) 2: Fp s dhs GLP-1R #3071 cAMP #1B0K I F 09 £ 4 5%

Compound ID

GLP-1R cAMP:ECso/nM
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i A B

1 0.094
9 1.995
11 >10
13 0.228
16 >10
18 0.265
19 0.012
20 0.018
21 0.044
25 >10
29 0.063
33 0.020
35 0.025
36 0.050
37 0.060
51 0.028

k) 3 BRI FHR

SD K 5 PK #F 5T

ARSI R E T 42 PK A5,

FrE: 4 :SD KR BB AL 7 80%MCT+20% K F & ; 2 : 30mg/ke;
K F : 30mg/mL: £ H4ARHA: ImL/kg; 453z K TEHLE—IF
SR IR AL,

i B E A 0.0ImL 49 ImL 2 44% (0.45mm*16mm 41:3k) #4525, #M8
HREFH L HERAR, AHENFRERES 100 pL ok E T4 EDTA-
K2 fu gl et € F,30 4P A B SF K B Uil mtf s E Tk E,
FTHRAEG L ZHFRRAELE TR LERA AR KM PALES>HEN, A
WinNonlin 8.0 7+ 3 PK &4, &K &K A A AUCO-t L% 3.

A3 RRARESHEH T iERBE G0 RA

) 1 | 13 | 18 | 19 | 21 | 20
T//INES M25¥E Concentration (ng/ml)
0 0 0 0 0 0 0
1 0 2.56 8.58 39 7.34 9.56
3 10.9 998 | 338 381 35.7 34
8 164 482 107 1220 137 152
Conjupro EX1022
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i A B

24 561 97.2 218 2603 275 298
48 347 87.6 131 993 199 237
72 165 485 133 763 152 173
96 176 36.4 128 621 125 143
120 119 28.9 126 561 122 132
144 103 416 134 488 116 108
216 85.7 37.5 127 402 119 181
312 57.6 323 90.4 150 70.5 170
480 28.7 / 16.5 84.9 558 46. 9
696 24.7 / 9.55 41.1 41.2 15.1
1056 25.6
1224 20.5
1392 10.4
AUCq.
75191 14020 | 51234 | 234473 61479 77688
(ng.hr/ml)
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B F E K

1. —#EF X (D) 25465 GLP-1R 35 7 S8 T 7 4910 -4 B 4K Fr- 4
R, Bhar BT 3 69 3 RORAL &4k

=
AP
X i#& B N R-CR*; R*#% 8 ART, HFA Crolidh;
Y i B -C(=0)-;

Z3, Za, Zs, Zé, Z7, Zs, Zo, Zio, Zu, Z12, Z13i£ 8 N & C;

QA CoroFERSEI0ARFTE, X P CoroFERS £ 10 THRF AR
M—EANMR R AR E, Ce i i, CasFlER, Cre BREAF Cle B AE
79 PR 2L UK

QA3 E 12 ALRFE, f5F, BARSE10LEFEA, AP3E120%
FAEFSEIOAHRFAEEM I E3NMRIHEARETRT, Cls ek, Cls K
KAz, Cre b2 A A A-NROERD 6§ AR LA, 3 HAA Cre 22k 5 M pridds
698 SR F—A A A Cag A8 50; JFH R¥P A R phaxbit f 8, Cie ik, Cis &
R fe (Crete i) # A

Ri, Rz, R3, R’, RyVARy & ARzt @ 5, H&F, Cuaid, Cieai &
A, Cre R AKR, A RIIMBA,

HEPCret AR ARE IR AL RS AR EA IR RERT.
Crett B An 2 K 69 BOR R AR

H PRoAPR 5 AT HIE AR T — A RAT ES A F IR s

H P RiARY T 5 C NPT RIS R T —AH RC-CeHF L i, RoAPR2 T 5
CAVPT A6 IR T — AT R C-CeIR IR A, RefeRy T 5 M09 8 R T
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B F E K

— AL A AR C3-Ce bt A&

R4, Rs#oRe& A F2 33k A £, X EFACledtil;

RrAoRsik 23k B A RCrott 2k, H P Crelt AAERB—ANRZ AR 2k
A B & Ao CaasHR b A 69 SR 2R 3K

A RARe 5 C ANV ATEIZ O R T — AT s Caas8 30 ; H P RyF7Rs—AL T
REGCa s — EZANCradn AR, H P Cran Rk —A R % A
Zw A BE, &, NR™R?®, Ciret A& A3 2120 8FEGBRERNA, H
HRFeR7™ k3 it B R, Creltdide (Cret ) #A;, HEAANCLHEATS
CANPT E 69 8 R T — AL A Caas 8K R

niA20,1,2,%3;

n2-20,1,23.4%5;

n32Z0, HK1;

Roit A AT A A :

, R ’ O , -CO2R* #2-C(=0)-NR%2R*";
F# H R, R®, R*, R A= R® & f th s 3bikt § £, Cre e ihiAr (Credt i) #H 3,
HP Cis MAEBRB —AREZENRZHE G R EF Cre BRI AT ;
R* Z A RFERM —NREANKF R TRAE Cre e dh; RTZ AR Cre i
RMZ A, Ciretdh. (Cretnih) #HAE. A R-SE=0)s-R”; n3 £ 0,1 & 2; R
& Cre ¥tk ;

ZiEAVATRAA:

AL AL A

Nb/N—é ’ L/N—E —|7\ R f\

A ,AOw {
r‘\J:,\\?PJ’ : g, é}é i N

HEP R2#EH A, Crotitifr (Clote k) #A, RP o R M3 AR Cire 2

sz ch

HAE:nd A1, 2R3; nSAn6 A0 FE 10 69EE;
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B F E K

Z2ik B Crett i, Caas I, 3 £ 12 THIFE . CoroF A5 £ 10 TE
FHE, e THEA:

R R
R1o Rig H no Rio
Q
C[hi# ©:N @[Nj @;N{ % ©::r % -
o] ) o S0 and b
N ) N/ \\O /,S\\ m m m R10
A A4 k)
R4 Ry o O .

Hob, ZpMaaiiis 1 £54 GRBRAA;

m* 1. 2, 3;

Rio , Ruit 8 H. Creteffe (Ciedtih) F A, Ce IARBEE. -C3-Ci5 3
e 2 B -C1-Co 2 -Ca-Crs FRIE A

G#aATAA:
a. fA;
b. HE;
c. #K;

d. -NR#™R*; H R™fo R* fhisbit § . Cre i (Cretn i) #AE;
P Cre BAFBEM ARSI R GHEL, BEF Ce WAL GIAKAR
X

e. -C(=0)-NR#R?s; f+ R¥fo RE M F it A A, Cretifdr (Crste i)
#HE AP Ce AL RBE—ARENMBIEALELE, BFF Cre B ALK
HBUAK

£ -S(=0)n7-R™; H ¥ n7 # 0,1 &K 2; R Z A& Crett ik

g Cie i, AF Co MAFTRM—APAREAN R EIHZ AR E. B, -
NR#RY, Cire ¥ A& . Cre BRI A KA 3 £ 12 THIFLAGIRALIA; L F RE
Fo R R Z A AR Cre e, HFHEP 3 £ 12 THRFLMFRB—ANARZAR
A, Crett iAo 3 £ 12 T A3 A 9 R A TR

h Cre A, AP Ce RARBERA—AREZANEL BT Cle AL
79 AR AL X

i 3 F 12 AfRE, AP 3 E 12 ARFAEEM ARSI
Cre e 2hidr (Crede i) # AR L RN

j. CetoF 2, Hd Coro FAALZM—ANAREAN (Cretiih) BERNK, 4o

k 5% 10 AdFik EP 5 %10 RxFEAEEM-AREANEIHER
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B F E K

Cre 2. Cre A . NR*R? 4= 3 £ 12 THEFEAGIARERMK; £+ R F
RA ph xhit ) £, Cre A (Credh) #A, JFHEP 3 £ 12 THRHFALE
BAA—ARE AL G Cre i f (Cletm i) #AMGIRARNK;

1 -Ca-Cis A R-C1-Co M A -C3-Crs FRIe 25, R P 3R R S Rk —
AR EN R Z R RE, B, Cretidh, Cle A (Cret i) AR
ARAEBAR, Hob ke AR o #OAR T i M Ak 5 & A

m. -P(=0)R*™R™, -(CH2)us-P(=O)R*™R™, NR™S(=0)R™ 4= NR™"S(=0)R™",
HP R A2 R™ik B H, Crettfife CoroF 2 n8 H 1 K 2;

AP Cretm A THEEM 1-6 MNEAREIRA Cle AL, G AF R E
RREIAR; P Coe REATHEMN 13 NEAMEIEE CaR AR E
4 BUAX FE BAX,

H P CoroF A TiAA 1-3 A Cra AR

K R™fo R 5 & a Pri 3 a9 8 R T —AM o 5-8 NIRRT HIR, A+ 02
NIRRT T EIED R™Fe RO GGEEZINERR T, ZakhixkEng: O, S
N, HP 58 MR FEGFRAELM 1-3 4 Cre AL IRAK

2. i A EK 1 ATk, X (D édhitg:
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K

G S

"
o
z . ° o o == =
_- = == s 2 z
= Y 25 Zn,, d
z N 7= 2 A A - mr! -
ol T oLz o, 2T o_,ZT 0/=\
i zT z S 5
oz%NH ! oJA ! W_\ J N o /_M 0 U
o S o )
o) (o]
I | o o 0 &
Z. T T " ~
w 4 N\Q u Z-0=0 w Z-0=0 w -0 w P\/ W Y w ZT
F SR ¢ 45 : F :
o}
0, S Q o} 0, o
Z z %&N zZ ,VIN = 1 =4

i
) o
o ~T o) o o o o, ,ZT Jﬁ
O,
© X © X © X © X © X o A o
Oy 4°
o, S\\O w S,NH
Q S
u \N,N.\A w 2 kv ) W z Lv o W H:ﬂ u b/ t 7 w
I ] Z xu lo) .
: at b gt F o
o z
Q Q Q o o, N >
3 SZ %lN Z 3 YN .WIN
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B F E K

BR Z ARSI, B T4 a0 3 R AR E.

3. — MG GLP- 1S8R BmAGERGG Tk SIEUATFE: GoiFik
AR KE AR A K12 E G X (1) bdh, RASARFMAER, g LT
=20 HRANRLS .

4. G A EKIPTR GG Tk, PTIRGLP-14F 89 % 5% RAER &3 T1 D,
T2DM. #E/k7aATH. 4 K%HT1D. LADA. EOD. YOAD. MODY. &% R R
A0 EAEIR IR BEARIARE SRR . Bk, RS R AIKIL. RIS RAKIT. BT
T, BABITERE. BRBREH. B, BARLARRBE., Brmies)
REREAT. AMERE A7 OUAR, BRERFR A AE, EMIE, #HREA, ARG HF
HAOGHREIG e, LEERE., wEFF . SR L F oE. NAFLD. NASH., 4%
oo AR, BFsmpass. S ERAH. ARBARRAA., DRFAIRER. SHA R
TRRB, SR, NRHEES, wFEESR. Lot sh KB, SR
. AP, et FEP, Skl P, MG HERG . WG E. oF R
RGFIRE . MBOESIT, BEKEL, KRB PE. FAE. XTE, FAHK
B, MeEAR. ASERK, SSAFMER. FHETHE, AR, Bk
o, BHERB, RRESIE, XA, BATEAIE, SBRF. At k.
FIRBAEFEA ., B Mmoo KAE. F BHRE . BXEHTHR. TH BT
WM. BRI, R, PARDRER, KIRRLEHFAERKB. RERK. L3
W RBGEEHE., SRERABETAOME. MREESEER. HivsE
JEL KNI B FEMBR. BREAIE, RFBE. WK, BHHEE

. ZEINR LI BRI o

=

e
“\*

_ﬁ:
%
#
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