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B8 AN R A5 LT3 2 ay 6 Hhdhm &4n T A A —H
R B A B LT3 69T FI R &, Pk RKIE 7] 5T AARSE LR ok 4%
FRITAG SR H], QIEmHl. BAF . #£EHF. KEAESHLTUAUL
WA X &, FRSITH @S RS 7 XA, BFTURELSN, £
— kR GTEP, AT A SR F], #lie s Rowe ¥ A (Handbook of
Pharmaceutical Excipients, 6th edition, American Pharmacists Association,
2009) b L AGAREL . BRI F T A QSR B Ao AL AT B S FH T
TRV OB, SRSkt kR R AT A LS. R
Fo A—RFHTEF, WS ABART RS, SFEEARORFIE,

BA M AIEE R T EAEHELGINE, O OIRES. ZA&HT
ARAZ R EH XA A, JF BT AR T 8 FAUR N o 6944 75 ok H & X T ik
B E R Blhe, ANTHEHRAH AL RS HF LT
TG IRIG R 269 3R A ST LGRS M R 5 B IR AR IR ] R 2m A 4y
BB R RAE DG mEFRES, RE, WRTR, FresaBERe&.
B AR A=BL 7 i@ % 7T YA {Remington: The Science and Practice of Pharmacy, 21st
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Edition, Lippincott Wiliams and Wilkins, Philadelphia, Pa., 2006.) ¥ 4%
S

E R T 2 IR a9 K AT A &4 7T AVA BB AL (A K A B A, &
HFERBTFEE. DPRIXAN, FHEREHERLEGEERLS . BE—ANFHT
P, AT GEHMEHERF .

AL AFR b e o — MRS AN TS BR A G LT
ey, URHF LT ORMHAEay LT il. &8 SR
BT VAR E ST B T ke X, B AT o REAN, #Flde,
RIS R AL AL AL KERGGBFR. THoRh KSR B A, LA AR
FARBACE . AR RBEN . AT 2 IRAE A 69840 T LAARIE RAUR L 4n 6y BT
H)i& A 0 St G EAT Ty iR R F A, XA A T A8 A — A R Z AT IR
F, GLAESHARF . AN HENILGEF, VIERET o aRR.. " EHE
W E AT F LTI R R R H AT, ERMHERT AR
a9 & 5o KRS F T ARG R AR, oS RAERMN. L. U
H—RK M, IR TFEAMEEN., RER, SRR R, Fl4fo i g
Fl, Ao BRI REIER; AN, Plletffi. MOMHEE. Zh. AKX
M3 a0 AoiEEH, Flher 5824, MIBBRRF L. AR TUELORE,
BFT AT LB AROR, QIERIKENL, VIER AT BHE a9 i g feR
M, A mAREE R KB A LRAE o Blhe, T RAEBR R B Ak Bl A et At
#, do AR5 B H RS SR AT IS BR kB .

ST VAL JR B Rk - 25 A VA A K B 6G B R 5 69 & T LAARIE TR B 69 76 T7
TERFERLH T A EN. P, EA—REZHETEF, BTAXZDIRES 2567
R LS55 1 £ 1000 mg 69 F MR, mERMFAES L@ Eeshs b
FT3E L AR R ELH] . AT R, HF LR & Ea s
4 5% E 4 5% EEEFE),

B— R FEP, B—AREF, OEANTTHREIRLHF LT
FXENEEM IO SRR EE RS R R FGRXF . B, 2HEM, £
— AT E, A KRS MGEE MO SRR aPlhe, Mg, [ARIE

SRY A B A G R G A KA TF . IR R E) B4 25 a9 41T 8 E R
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BRI IRF . L B EM, AT @, AFRGETTEH, KH&E. #

SeF AL RRralde, AL, BAFRER)ENTFGLEHRE ANFFER

ST IR R B B AR B 694 B w T T R 4 69 AR A R .
B—RRATEY, LAHHBEHATALRF .
ANTFRQIERNTT NS, RAERNGF LT MEMGE—

I

T 546, HE A4 T VAR AATUR C 4 69 3 FL 7 Rk &, Pl i S
R EES B B LT 6. 67T LR AS R BAe/ R ALEAR R ] £, R
EAETER IR el

B—ATrd, AXRET EANFGRESBIERF AT RACEFE RS
Rk, MASH -MHALCERERD> S LB TR CERRS LA HEE
A, RFALNFaGSM 5L —Ae by,

AT S AT LART 25 6991 X R AR A BUEE A 0 €6 E 4
15451 XAZ Al o
V. %5

ANTFFagiebdn (AR A EHARS) , ToABEE ST HE77 69
FHIEATERS T, AENEROEIR, AW, i, A3 (&FFvl=f
ETF) . EE. M A (GAERT. WWRESH., #EHR. XA, BA.
FEAARLIEIN) Fo TIAEMA A, LA ELTRMA Pl AdETH R H
T, KX PTAFFa) L S dnag i a2 CMA T IRAELTH A, FTLiajk
%,

A TT O A4 FT VAR BB 30 4 B T SR P 6 B TA) B SR A B e ) A
LFTAR, Bl 2V 1IAR. EVH2AMA. EVAH3INA. 2564
A, REVHRAAREK, B—ANFHRRFTEF, ZALEBENM EFaFE
B P9 LAE B RN BRAG T NG 3,

AT S T RAHMET AR T LB E LGB A LT 6T
A2 T

ZALS T VA 4 T ARl AN E—REHRTEP, &S
FREH K,
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ZAE T VR TR R 6k A FH A H, Pldeilid o IR A I
(Bl hefF k) B2, ZREASMEY LT A X E T QiEMAF X2 0.00001 £ 52/F 5%
REBHE R 10 /T ok E, PliehEE XL 0.0001 £52/T R EDEHEXRLY
10 & 5/F AR E, RaoME K4 0.001 £50/FAARETEERLY | £5/F 24
T, RKH 0.0l ER/INAREERINAY 1 ZRINFTHREER, oKy
005 ZF7/ATAREERIH 0S5 ZA/IATAREEZR, RIKhL 0.3 25252 30
ERER, RIoKY 30 £ 4 300 THE K,

AN TGt =] 5 —FF R Z AT BRI 6976 77 T AR T a8 4L S A 69 4 AT
FlE2ZE (Flde, A1 ZRE 1000 Z09EH) BE. ET7THBET LB
R 1ZEBEH L 1000 £ %, Flhe hEH 2 50 £ BEH2 500 %, R
o AT 25 100 Z L B HF 29 400 £ 58, KA AEH 29 150 2 5L B F5 2 350
F I, RIeAFEH LS 200 £ B EF 2 300 £ ANTRAGILES ey HAkIE T
H 2 EHEHL 100, 125, 150, 175, 200. 225. 250, 275. 300. 325,
350. 375. 400. 425. 450. 475. K% 500 £ 5. KANFFEGNE 4 KA LT3
HKEAERS 100 £ £, REHL 125, 150, 175. 200, 225, 250, 275,
300, 350. 400. 450 25500 £. F—FETUE I, FRREFH%EH.
Blde, FFRFTAE 1B 20 30 4, 6. 8. 120 16 R 24 I obseth—k, #
—HELTUAE L R, 2, 3. 4, 5. 6 RTREH KR, F—HFTLTUE 1
F. 2. 3R4 AL — %k, B—RFHETEF, FRANNEZTUAERALH K,
¥ —FF LT AE A L H— K,

O ANT LS A, KAk, RASGF LT E, a4k
AT — AP 6 B4 S X FN G LA AT P, E—ANFHRTEP, —
MNER &k —F O FE R, AT m, AHEOFEANTFHRLEY, X
HEE L4260 B oA, SARFMERGGRSM. R IRE AR KN
W, VARIEGT; AL TR E T IE, dodk IR RIBIE P AL A XA a9 4R 5 Fo/ 2
W B—ANRETEP, BRETELSEAN TSN RAEAF LTI H
H—MREMH (Blhe—F. B, =5, @, —HFRAHHF, X—Z2=4, X
—ZwFF) Fheis sy eGSR F &
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ASLRBET CQIEARANTF SR E T F LT %, BorH
R, SRR RS, RERAREMBELSEHER PHHEHD. &
BT AR, T SR, EEHBARIRERR.

KHH 1:

&R,

KA B EGA A4 3T LA R SN TF Y 75 iR R E A BOR B A, KT A AT
84 77 I Ao R ATIRAR T 4 9 75 ke, X B R B B WY TR T A 69 F 2 9),
ST CAE A B HLEYG Fo AR BT B dm 6 A AR T ko

RIGHEANS R AL LTI HGER, Pl A AT —AR %
ANREE 0G LM G AL A, BTG A KB4, THATHFATER
Ao

— A BT ik

A A TF 69 AL A A 6 SR 5256 7 S ST A T XA  #9 — AL BB 7 5 Ao/ R,
FHIHAT AR BT AL AGF:E, AT LB A LA Ry LA 8K
AIEM IR E—MBFE, A ZAERERR G50, B8-S REBERMET F
% B)F, LA I R e T A VAR AR AR B2 68 7 S o A AE APHHE F AT Ak R R R
1§, BAE RN 69 SRS b T kAR, SR AN FERTE,
#E RS RS R RBEANREG S, ETXEHH T, R4E~
S b G B AR R A AL L B AHE AR S BT R . AR
B AR PR AR AARE (o Ry, Ro) A THB B 69, ik B A3, & 0A
LB LR —7 5 Aty TR X T e R A @ R AR —
#,

S RE B 5%

A NTFE A A A 3T LAAE B8] ke VA TF 89 — F& 77 sk Ao A o, IS B 3R AT 69 A2 45 44
FE & TR AR, RS HAR KR TEHF (BPRZEE. i,
R Ae R, R, EAF) ; RAEF AR, EUELTER KT LR
Pro ALY BUR 1 oT Bk KA 4% 52 69 BUE 4 SR ) 948 B AL, 425X A £ 45T 1A
oy A AR IR A R AR 8 3T AR AR R A .
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I, ST ARGIBAGHERATR R, AR EATRE L2, A EE
g B B BEAT AT R R . AT & AT E AR A a9 AR A AR B A B AR AP Fe AR AP 4% 2
BRAGASESZTN, EAFBRAXRINAEA 8., #lie, & T.W.Greene #=
G.M.Wuts(1999) {F buém ¥ a9drdr K AY , =5k, Wiley, &%), AR KL F 3|
BB AR b #EE T I S AR A

b, ANFHRNEHT AL E—AREANFHP S, Bk, wRXEFL, 7T
K e RAL A M H) & R B A s AR AR, BPAE A 3 kg 3wk A FF A m Ak &
YR SARFAIRE R0 RS RFN GRS H . RIEF AR, PIA XL T IRKFH
fh (Fe'g RO9RG4) MMOFBARFHNTEEAN. AR ZKFHE (REEY
b ) I VA B 5] de RATUR P AR BT B dm 69 5 S AT AE AR B S AR R AR R
B & o F b, XA GG IR s AT AR e F AR & A F S EF
FHATHH

VATF BB B A2 3 A B — AR O 4m by &4, RF T Al Al R L 2
BA5 PR B Ko B, 3 B A2 S AR ST AT Ak 4 & B A 3K 45, 4= Aldrich Chemical
Co. (Milwaukee, Wisconsin, USA). H &% s LGE T AR AR A bk b #5E 6942
A 3300 26915 B0k H) &, 4o Fieser 89 €A L& R IXHH: % 1-15 & (John Wiley,
and Sons, 1991) ; Rodd #9 {444 3) (% 1-5 &, AvibZmig AR (Elsevier
o b pgit, 1989 F) 3 (HAMAEY % 1-40 & (John Wiley, and Sons, 1991
) , March 89 (&% A MILS) (JohnWiley, andSons, 5%Edition, 2001
), VAR Larock #9 {44 A ML) (VCH B3],  1989).

Rig "HEF. "HEAIER R REER "ABESIAXGREFH
TaGMEHEEN (Pl &R, TR, CH. WAk ("THF") . N, N-—¥ & ¥F
Bl ("DMF") . 7. =& ¥k (AR FIk) . ZCBE, FoF, ®eEF) .
MrdEA A8 RAG LR, RN TF 69 R T AL B 69T AR A PUER, R 2 AE R
AR, RIFARATHITH

K& "q.s. "AAGIANR AF I ARG E, Plde, (EIEIRK ] PTE RS

(BP 100%) .
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ARG S TARIE T LR — M T T oM. BT @G T EP,
)5 3% PR R AP B R 69 EE NS AR T VALEARAT W R P B K B AR A ARy
A A A A KB HARANRGTEERAAN

LS B

¥ E4kA, BRCEHH &

r > ool OH
BrCH2CN, K2C03 Pd(dppf)zCiz.C&COS \ o/ ©f\>_<
| o —— i _NaOH, CH;OHHz0 N o
N
N

DMF, 16h, 70C N 2. PdIC, Hy =N
o = <)
NZ A5
A1 A2 aa
o
Oy
o
S
o
SOCI, \ @ 5\) "o
—_— N N\
3 v 2D
THF
N © N b
AS AT

¥A-1 (5g, 18.65mmol) ,# 847 (5.16g, 37.3mmol) #=ailsh (0.28g,
1.86mmol) &-FDMF (30ml) , ¥ CaF (3.36g, 28.0mmol) & e NKF ik
¥, MK ETOCER L1600, AFEER, K (60ml) il EAKR, SRR
& Bl ikdg, I E: 49.0%.

FA-2 (2.0g, 6.51mmol) , A-3 (1.71g, 7.16mmol) , #%B24% (3.18g,
9.77mmol) #+Pd(dppD2C12 (0.5g, 0.6mmol) AT =&><#H (20ml) , FTN2F
i £100°C R4 0t AR ik, AR (30ml) f=CL 8 CH (30ml) 3
BA AR APARRYGE 2T, BEiEEHEABFT G EBIKRL2g. FIFERKRE
THEL P, AwAPA/C(0.12g, 30%wt), TAATERRREE, EIE, BIE
", KWET, PHFEAKREFEP &R (BRAGE ) # &5 FA4,
0.6g, A& : 27.3%.

FA-4 (0.6g.1.76mmol) % T FEL/K (4ml2ml) P, MmN H AN
(0.28g, 7.05mmol) EiZRR F4 i, R HEBRIApHESD, s NTEECES
(5ml) FRA WA, BIEKZ% ETHFEARA-5, 053g, HKFE: 96.3%.

FA-5 (300mg, 1.lmmol) #FFT =R Fre (10ml) , Az AN F I
(520mg, 4.4mmol) #21/ADMF, ZERR 6. RS &K 2 T3 b

WK, FmASMI R T EF, FH. BN-FE R (180mg, 1.65mmol) #=
=Tk (222mg, 22mmol) #F =& Fi (10mD) , Ki&T, HBLis
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i, ERTHERLIDE, mAK (10ml) FREAMAE, ZREKEETHF
A-6, 350mg, 87.9%.

¥A-6 (100mg, 0.25mmol) , (4R)-4-F £-1,3,2- =T R IK 2.2-— A fLdn
(103.6g, 0.75mmol) & FTHF (5ml) . A4 £-20°C, FAax = F ka2 e
A4 (1ml, IMinTHF) , &%, FREAE24/ 0. EEBAMK (5ml) FX
B, MANCEECE10ml, RBH AR, 2B/EK%ETEdRG, B2EE
Mreb A H FFA-T, 40mg, JLFE: 36.4%.

JA-7 (10mg, 0.023mmol) #&-FDMSOQRml), = AN#ZMRKiE% (0.6ml,
50%) , EBRLE160E, mAK (10ml) A8 CH (10ml) 3¥I, Hhia
FHE, K% ETFdhR4. HidkdhEaTDMSO (3ml) , = ACDI (10mg,
0.062mmol) #DBU (10mg, 0.066mmol) & A F6/ i, AR (10ml) F=
LERTE: (10ml) FIR, AH4aTH, K% ETIFA-8, 10mg, A& : 882%.

¥A-8 (220mg, 0.44mmol) AT L =B F& (Gml) ¥, AR AL
(494mg, 8.8mmol) , M E130°C R BS5 ) I. AFEEFR, M (6N)
FApHES.0, WM AT CE (10ml) FIE, AL KARMATHE, BIEKLE
# 43P MAKA, 180mg, JLFE: 99.0%.

28 B 69 7 ik H & BAC:
o
N OH
N o}
o
OJ\N
H
B
¥ KD & ) &
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Boc
D
F
Jé[ d
HN F
) F
o NHy N-N
CN . OMe
D2 4 OCN N-
-, =
N NH == /Q
Boc N N—, A NN
Bod Bod 797 TNH N ==
OMe Boc
D-1
D-3 D4 OMe D-§

#D-1 (2.0g, 8.4mmol) , D-2 (1.29g, 8.4mmol) A==tz #dk 4 (0.97¢,
8.4mmol) AT FR (10ml) , R EERR LN, HRERAIE, MA
K (10mD) A= B CE (10ml) , FREBA AN, LRIEKYGEF B ARLE4D-
3, 2.4g, IKE: 76.4%.

¥D-3 (2.0g, 5.34mmol) EFDCM (20ml) F, FI& T & e2- 5 /KL
LI- =¥ &4 iz (0.84g, 6.4lmmol) # =K Fix (5ml) ik, TRHEEH2
Bo Ak (20ml) , FEI, SEANAR, BEETF, Fibkis, AT —F

KT, WD-4t9i R4 ET A FH Q0mD , HRAETR
(10ml) , ZFEHFTR. mAK20ml, FERSoHAIA, REEZTHES,
B2 UR U EEEAT ZHIFD-5, 1.2¢.

¥ WK EAF &Y ¥4
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o. |
OH OMs lo]
N

CN
MsCl /\© NaCN N HCUCH3OH
N —_— — —_— N
NC

HO MsO NC
F
E-2 :[ E-3
E-1 E-4
HN
F

I
2 NH,
t-BuOK @,CN D-2 =N,
N N SN N
C}J NH,
E

E-5

JE-1 (5.0g, 24.12mmol), =T (7.31g, 72.36mmol) AT —H I
(25ml), 7kis Fi#EAMsCl (6.08g, 53.07mmol) &5, FEBIF305 4. =
K (20ml), FERHBANAR, SLKABRMTE, AIEKYGE S FE-2,
7.5g, I %85.6%.

JE-2 (3.0g, 825mmol) #-FEMF (30ml), % /2 ANaCN (850mg,
17.3mmol), 60°CR 18, AF)E, AN RRABRMai ik (30ml) HEHl
B, mANTERCES (30ml), XEIA A, K4 ETIHE-3, 154g, JE:
82.8%.

¥E-3 (1.2g, 533mmol) FTRALAFEEZR (IM, Tml) EREHLHT
L, HRFEH2D . mANCBERCES (20ml), FERSHA AR, B2RERT,
BRIk A, AR BATEALHIITE-4, 0.6g, dXFE: 43.6%.

JE-4 (0.5g, 1.9mmol) &FTHF (5ml), s A4 TE47 (1.09g,
9.7mmol) FiZR MitR. AL FApHE P, WANCKRCEER, BREX
FiE, B2AEEIFIFE-S, 034g, ILF: 68%.

JE-5 (0.2g, 0.88mmol), D-2 (126mg, 0.88mmol) Fo= s 384 3
(0.1g, 0.88mmol) ZFFF R (4ml) , A EEFER L0, R iRAHp
B, A (10mD) A CERCES (10ml) , FREAHAE, L2RERLGEGH B AR
WAAE, 260mg, JLE: 81.2%.

¥ R ARF 2248 5] 75 ik ) &

/N\
N N F

NH,
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¥ fﬁ]#Gﬁé%’]% :
o/\ o o)
2" - Oj/”\o/\ {Boc),0 N . oj/u\o/\
J/ oy S——— \/:\N S Ay
Boc

G-1 G-3
F
/N
=N

= N H2
—_——
—_—
N Boc—N
1
Boc
o]
G-4 G

¥G-1 (5.0g, 41.5mmol), 3-:£ KB LB (8.90g, 45.61mmol) F=a% 5 42
(20.3g, 62.2mmol) #FDMF (100ml), #=#k £65°C, B 40, ABHEE
Mm, AaAN200mlK, A B, i$iE{5G-2, 4.80g, JdLFE: 584%.

¥G-2 (4.0g, 202mmol), (Boc)20(6.6g,30.3mmol)F= =T e (6.13g,
60.5mmol) % FTHF (40ml), ZERILHTR. AR (50ml) F=» L8R LES
(50ml), FEI5HAIA, FRIEKEHFG-3, 562, 93.2%.

¥G-3 (5.6g, 18.8mmol) % FTHF (50ml), #= A4 THE47 (10.5g,
94mmol) FRAMITR. MAELBRFApHE P, W ANCBRTEFER, HEXRT
G, B2EEIHIFG-4, 3.6g, KE: 76%.

¥G-4 (20g, 7.93mmol), D-2 (122g, 7.93mmol) A==tz 88 #H
(0.9g, 7.93mmol) &E-TFFX (40ml) , M E SRR Do W2 ikA 3
G, Ak (40ml) AT BT B (40ml) , EREABAS, LAEKEF B AR
4G, 12g, HE: 39%.

W ] AR HEI # &
F F
HoN HoN
7 N 7 N
Boc—N =N Boc—N =N
@] F F
G H

¥ s4G (200mg, 0.52mmo) A-TDCM (2ml), »Ki&TF, A ADAST
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(165mg, 1.0mmol), 0°CHi#:iL R . MmANIEfaiig A 4% % (4ml) F=DCM
(4ml), FER, ShANAE, REEZTEHEEEEL, FFLEHH,
0.12g, Hc#: 56.8%.

b AR A
F F
Br- Br.
L i
| J
pH
HO-B

2,2"-Bipyridine,NaCO4

i > i
Br :CU(AC), Br.
\
\,N N
N N
H

e s401-1 (5.0g, 23.3mmol), A AME (3.99g, 46.5mmol), BEFEL4A
(3.48g, 23.2mmol), 2 ,2°-B=t"Z(3.9g,23.3mmol)A=a% 85 44 (4.9g,
46.5mmol) FeNE KTk (50ml) F, HAAKT, TRALITR. FRLE
Wk, KRR IATRER, SHANA, ANBREET, BEEE
AR 4TI, 3.6g, IKFE: 61%.

A8 B 75 ik 5T ) AF T H AR,

P EAEK. L. MA=N&$# &

/N! /N\

SN~ o Uo= s RN - S v 4
N\(O N\fo > N)( F\<L§¢k Jz)
Q\/NH <\/NH N, N N—, L/NH

Boc Bod

AR FIARDAG ] &k, BRI HIFK, L, MAN,
FEAORHE (BRERE)
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. R{ R,
Ry, Ry Ry 2
R, 2
Z;=23 N—Ra Z1=2Zs NH
\ Br- Zy 22
Q —Zy //Zs\,< X Q. =
10 Ry 10 Ry

¥0-1 (leq.) #(1R2R)-(-)-NN'- =¥ K -1 2-3F & — &
(0.5eq.) ,Cul(0.5eq.), &R (1.5eq.), #8447 (3eq.) mANENMP¥, £ H
ART, £RAMITE, T, EBRWRPCRCE, XRoHANIE, 2R
B, #il)s, BaBARF R (BAFRBBock ) #1iF B iri&d,

%1% 7 ik VT W AT A T LS
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F
F N-
F¢ N o F
o \IN
N
N LN NQ

/N-
HN =N F
N

—Z

S=0

HN =
i NSO
F
.4
L
zs\\
N o
\
/N\
N F
HN S
H O
5 N
\T\Q
rC
/N‘
HN AN F
: o]
H N
\\;'/ H o
N_ £
=0
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Seosullie o
Yoy Q CE

O/ “ —_—

/Ei:
!N\ I N
HN>I>NB°° F N___| NBoc
K2CO3, Cul, TMEDA, dioxane, 80°C

O=1
|
o-;

P @k PayH &

P-1 p %

P-1 (1.0g, 4.46mmol), 2-#.-5-#2-13-=F X (1.12g, 4.46mmol),Cul (0.8g,
4.46mmol), TMEDA(0.52g, 446mmol)f=# & 47 (0.92g, 6.69mmol) % T =&
NI, T8OCAR AN, AHE, ik, KE&k, ANTRCE (20ml) A K
(20ml), FEBRSHANAR, ZBRAEREE, FEEETENLHIFP, 06g, I
#: 38.8%.

F R ARQETH &
NHCbz NHCbz H
CbzHN_ O
@r _GHON En/\ 1.pamHz N
O\ —> .
T CN 2. SFC CN
o o)
Q-1 Q-2 Q-3 Q

Notkdr F, BT (1557 g,379.34 mmol) @ ANZTHF (300ml) ¥, %2
£-78°CYAT, HALIHMDS (63.47 g, 37934 mmol), JfHRERZ1D0, BHiF
A E-4Q1(45.0 g, 189.67 mmol Y89 THF (Sml) &ik, & £-50°CEI230%
b, Bt Ae A IRIRAFERRKE, BANCECE (150ml) ¥R, Aiiass
BRI, TKBBRETH, BEKRGEE FEAEBEATARIT X EhR.

FQ2 (246.26 mg, 1 mmol) F= =T (202.38 mg, 2 mmol) & FDCM
(10ml), #HA2ER g & F B 5(209.06 mg, 2 mmol ), ERR TR, REZiERImK
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F R, HAAN10mI DCM, FERoHBH AR, B2 HRERK, FBRE T,
WIRRYE T )E, F2IAEEIEFF ki,

FQ3(150mg, 0.47mmol) #= Pd/C (15mg, 30%wt)E T FE (15ml), A& A A
HTFTERRAR 3 M. FRE&ETE, BRIER, FESFCAALEFQ3, 32mg, I&
#: 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).
¥ A AR & # &

HZMO/\ . Bocnu)k/ﬁ\o/\ o Bochn] | N BocHN.| N

R-1 R-2 R-3 R-4

o
/\ﬂ/ =~ o o Nao
N
- HZWN -9 . N\\\XN/\)LO/ e —— N\\\X*/\)Lo/ —_— ﬁao‘:
HCl H Boc o

RS R-6 R7 R

¥ R-1(10.0g, 68.87mmol) A= =T ( 13.9g, 138 mmol)&FDCM, HieA
(Boc)20 (18.0g, 82.64mmol), FRA TR, REZIEZEA100mIKFER, FHhN
100ml DCM F 3, 5l Fhfn, FERERER, MBRE TR, BEKRGHE
R-2, 153g, dc&F: 90.56%.

R-2(15.0g, 61.1mmol)i& T A A FEzik (10M, 300ml) +, BHAEHE
EF, MK EI~100°CE L4 1. AHAE, R IRMRERSE ETHR-3,
o, HAET IR,

JR-3, TFAA (6.90ml, 49.5mml) F==t7g(8.0ml, 99.0mmol)m N £ = 2L+,
FIRBBR 1N, BRERFMANKRACRCE, ERy;HANM. AL
ARk, FRBRE TR, BERESZIEEITRLH FR-4, 53¢

R-4 (53g, 26 7Tmmol)ta N £ AL A T B8R CEs %k (4M, 30ml), EIRHH2
QB AT B4R, IEHIAFR-5, 3.2g, dE: 88.9%.

JR-5(3.2g, 23. 7mmol)Ar = T = (7.22¢g, 71.3mmol) & T A (20ml), &
Ha N R FES (2.15g, 24.9mmol). Hatk ET70°CR 31T, A ETERE,
2 AN (Boc)20 (6.74g, 30.9mmol), LR Z R L LK. AR (50ml) A»TERT
B, EWo-HAIA, AMAERKE KRS, RRETH, REKES FEAE
BATACHFFR-T, 43g, J4FE: 63.6%.

¥ R-7 (4.0g, 14 1mmol)F=4 T BE47(2.37 g, 21. 1mmol)i& FTHF, Fi&A &1
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NBF e AN BRFE R B, MmARKFCERCEFER, SHAMm, 22K
Pk, FRBRETHE, BEIRY B B SAEBEITHALFER, 2.5g, JKFE: 704%
¥ )k Sad 4 &
ARYE P M ARRAY F) & Tk, HESFCFH 5 FH, PP HI4FF H4KS,

N\\ B
(o]
S

P A ART 89 %) &

N._ _ClI H Cbz
s N. _CI CbzCl e i«
Aen T 1 (3 1. Pd/Hp, HCI
o CN CN 2. SFC CN
~ o o o
T1 T2 T-3 T

FT-1(10.0g, 59.3mmol)& T THF(100ml), &= =2 L 410(120ml, 1M in
DCM), ERZA 3. R &R A BRMERF R, B ADCM3ERR,
S AR, BRBERESEK, LRKARMATE, BFERERSETIFT-2,85g,
JE: 92.7%.

JT-2(8.0g, 51.8mmol) A= =T H(7.8g, 77.6mmol)iE-TDCM, & £0°C,

# ACbz-Cl(9.71g, 56.9mmol)e R B2/ EJE, Rk Riafsi sk % R,
F A NDCM, FEB5HAHAR, SRILRKER, TRKBRMTE, HEREK
4% £ TFT-3, 11.2g 00 % 74.9%.

JT-3 (10.0g, 34.6mmol), Pd/C(1.0g, 30%wt) #= 0.5ml HCI(1IM in H,0)% T
FEL, TSOPsity A AEA FRE2E . A RITIESFAEREER, H
A NDCMA= oo sk B A MR ik, FIBA M4, F2e LK%, LKA
T, BLR/EKYE G EFLASHAALR T Heds, B ESFCFHAELFIFT,
1.2g 05 % 21.8%.

P A RAAGF &
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o

AA-1 AA
K sdhAA-1 (1.0g, 435mmol) ET A (10ml), EETIA SmIE
K (30%, 10ml), Rwi@&. HFRZikidiE, HIFAA, 1.1g, HFE: 96.6%.
+ AR AB A9 F] & -

Br Br NO, Br NH,
o — U
— B

o ¢ o S
AB-1 AB-2 AB-3 AB

FAB-1(5.0g, 202mmol)i&F 25mlRAHBER F, -20°CF, 4 HeiR Aa NFHER 47
(2.1g, 20.2mmol), B RE 4 DB FFRZREIANKKF, 7t B4R, FE &K
THE, HFE4EFIFAB-20Tg, IFE: 11%

¥AB-2 (0.7g, 2.4mmol) =T FE(Sml), FaANtaf s (Sml), HFie

Ny (0.54g, 9.6mmol), Z=kE 80°CR K 3 I it, AFEFER, WMATLRKRT
Bg 20ml, I, #HfFAB-3, 0.54g, JIXFE: 86%.

JAB-3 (0.54g, 2.0mmol) EF =5 Fir (Sml), £R& T mAZC A (0.20g,
2.0mmol) 4= (Boc) 20 (0.45mmol), B4 LR . & B2 i ek ¥ 1z (0.29g,
2.0mmol), R 1 it ¥R ERKGET, AINRACHRTERRZ (Sml,
2ND, FIRHLH 1 e, AT B, HEIEHIFAB, 032g, dFE: 49.7%.

F A ARAC 89 H] &

F
F
_'_N\ 7
N—N ‘N* & " N“\HCI
/ o Q N—N
= NH2 N - 7 P> + -
. CuS0,-H,0, K,CO N=N=N
N I’z, 4 2% 2 3
BOé P 'll,
Boc
D-3 AC
Conjupro EX1018
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0°CTF, ¥#D-3 (290mg, 0.77mmol), 1H-2Red-1-88 % & (139.99 mg, 0.81
mmol) F=8 B8 47(212.84 mg, 1.54 mmol) AN EZFBEP B mL) , FhIs NFHERM
K&4 (1.9mg, 00077 mmol) , EIREAK 12 1 it. BRI NCE CHAo K
B, AHAS A A IN&LBR, lofes iR 208, RILKLE, B LKARMTHR
B, BIERKEETHEIRBWAC, 0.15g, 48%-.

PR AR AD Y ) &

R JRATEL TR oo
N’ N N
N N >

AD-1 AD-2 AD

¥ AD-1 (2.0g, 7.84mmol) , TMSCN(1.16g, 11.8mmol), = Z & (1.59g,
15.7mmol), #4k 47 (1.49g,7.8mmol) #=v9 =R X 42 (900mg, 0.8mmol) 7=
NEZHFHFFPQOml), RAKFTF, R E T0BRAL TR, AHETIE,
HaNKA LB CBE, I, IRGE G, B4 BATHALHRIFAD-2, 1.1g, 1% : 51.5%;

¥ AD-2 (1.1g, 4.0mmol) A= NZEFE ¥, o NHEER47(1.1g, 8. 1mmol), £ &
B 4 DB AR A LB CER I, A WAR KL £ T )5, B4 B 440, 1FAD,
0.35g, AF: 43.3%

P AR AE A9 %) &

F
\ E
II\I—N S \ cur Non >
= N_KI—N_ NP = =N
o * N N N
N N=
“N

/ v,
Boc¢ -

Bod
AC AD AE
JAC (100mg, 0.25mmol) ##AD (55mg, 0.27mmol) & -FPEG200 (2ml)
¥, mACul (9.5mg, 0.05Smmol) 7 S0°CTF, R 2/ )it. AFEERE, ¥
RO ityE, 2H& &t (C18) LB {FAE, 123mg, 82%.
¥ A AR AF 89 #) &
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Fy—S-0

° ©/S*\/ ¢ 0
N
4 \
N (o)
-/
NC U

F 44 AF-1 (300 mg, 1.00 mmol) %&-FDMSO (10ml), HFAmANZRE(TH

AF

YR = A F a5 (040 g 1.1 mmol) #DBU(0.46 g, 3 mmol). EiRA K 2
B KRB iR P E e CER T EE(SOmL)A= K (20 mL), F 45t A buta, A pLiass
KRG, KRB T B G R IR 48 T IR 45 4 22 A B AT 440, HI1FAF, 154mg,
HFE: 47.22%.

o1t &

ﬁlgzifﬁv HATU é\@}iﬁ})\ K’N@E\v

06

¥ A (180mg, 0.44mmol), O-6 (280mg, 0.57mmol), HATU
(250.95mg, 0.66mmol) #DIPEA (170mg, 1.32mmol) & FDMF (5ml), &
B3PI mAKSmMI, AR FRERIK, &AM, REKRE, BE
W &AL (TR : 0.1%FBRRKER), #4F B AR{S401, 200mg, HcE:
51%.

ARVE A L3 69 B & 7 ik, AR R E B e AL AE AR P AR AR L BbtE G
B4R 3P AL T kR B AT L4, 454 EMSA HNMR A GE o
B3 4 | wMs | IHNMR l
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909.39 | 'HNMR (500 MHz,
Chloroform-d) & 8.79 (s,
1H), 837 -8.29(m, 2H),

_N 821 -8.14 (m, 1H), 7.89 -
N F 7.82 (m, 1H), 7.62-7.56

: N\T/,O . (m, 1H), 7.51 —7.41 (m,
Q\/N 4H), 7.25-7.20(m, 1H),
@N 7.11-7.04 (m, 1H), 524 —

N 5.14 (m, 1H), 4.57 —4.49

A (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), 2.26-223
(m, 6H), 2.08—1.91 (m,
2M), 1.86—1.69 (m, 2I),
1.61 —1.57 (m, 3H), 1.39-—
1.31(m, 2H), 1.29-1.22
(m, SH), 1.19(s, 3H), 1.01
—0.98 (m, 3H).

923.41 | 'HNMR (500 MHz,
Chloroform-d) 8 8.79 (s,

1H), 838828 (m, 2H),
8.18(d, J=6.0Hz, 1H),
7.80 —7.82 (m, 1H), 7.63—
7.57 (m, 1H), 7.52-7.40
(m, 4H), 7.22(d, J=2.0
Hz, 1H), 7.12-7.04 (m,
1H), 523-5.13(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),
2.48—-231 (m, 3H), 2.24
(s, 6H), 2.14—1.98 (m,
S5H), 1.97-1.92(m, 1H),
1.87-1.77 (m, 3H), 1.75-
1.69 (m, 1H), 1.59@, J=
7.8Hz, 3H), 124(s, 3H),
1.19(s, 3H), 1.00(d, J=6.0
Hz, 3H).
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88136 | 'H NMR (500 M1z, DMSO-
ds) 59.16 (s, 1H), 8.36-8.27
(m, 2M), 8.14(d, J=4.9
Hz, 1H), 7.83-7.75 (m.,
1H), 7.67—7.63 (m, 1H),
7.54(d, J=89Hz, 1H),
7.47 =736 (m, 3H), 7.25
@, J=2.0Hz, 1H), 7.10—
7.03 (m, 1H), 5.68 —5.50
(m, 1H), 4.74—4.60 (m,
1), 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), 2.21-2.14
(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), 1.26-1.15
(m, 6H), 0.99(d, J=5.9
Hz, 3H).

89538 | 'HNMR (500 MHz, DMSO-
de)59.16 (s, 1H), 836-828
(m, 2H), 8.14(d, J=49
Hz, 1H), 7.82-7.75 (m,
1H), 7.67-7.62(m, 1H),
7.54(d, J=89Hz, 1H),
7.46 -7.37 (m, 3H), 7.25
(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),
2.26-2.16(m, 7H), 2.08 -
1.89 (m, 5H), 1.89-1%81
(m, 1H), 1.77-1.71 (m,
1H), 1.23 (s, 3H), 1.18(s,
3H), 099, J=6.0Hz,
3H).
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'H NMR (500 MHz, DMSO-
ds) 59.16 (s, 1H), 8.39-8.29
(m, 3H), 7.94—7.88 (m,
1H), 7.68—7.58 (m, 2H),
7.46—738 (m, 3H), 7.25
@, J=2.0Hz, 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), 2.49-239 (m, 2H),
2.36-2.30 (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=60Hz, 3H).

903.32 | 'HNMR (500 MHz, DMSO-
de)59.16 (s, 1H), 838-828
(m, 2H), 8.14(d, J=49
Hz, 1H), 7.81 -7.75 (m,
1H), 7.68-7.63 (m, 1H),
7.54(d, J=89Hz, 1H),
7.46 —-7.37 (m, 3H), 7.21
(d, J=2.0Hz, 1H), 7.10-
7.04 (m, 1H), 694 (s, 1H),
433 —-425({m, 1H), 4.09-—
4.03 (m, 1H), 3.93 (s, 3H),
3.74 -3.67 (m, 1H), 3.66—
3.58 (m, 1H), 3.07-2.94
(m, 3H), 2.49-2.41(m,
1H), 2.38-228 (m, 2H),
224 (s, 6H), 2.07-2.00
(m, 1H), 1.99-191 (m,
1H), 1.87—-178(m, 1H),
1.75-1.68 (m, 1H), 1.23
(s, 3H), 1.18(s, 3H), 0.99
(d, J=6.0Hz, 3H).
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'H NMR (500 MHz, DMSO-
ds) 59.16 (s, 1H), 8.39-8.28
(m, 2M), 8.14(d, J=4.9
Hz, 1H), 7.81 —7.75 (m.,
1H), 7.68—7.64 (m, 1H),
7.54(d, J=89Hz, 1H),
7.45-738 (m, 3H), 7.1
@, J=2.0Hz, 1H), 7.09—
7.05(@m, 1H), 527 -5.19
(m, 1H), 4.89—4.76 (m,
2M), 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),
2.24 (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
@, J=75Hz, 3H), 1.25-
1.15(m, 6H), 099, J=
6.0 Hz, 3H).

897.36 | 'HNMR (500 MHz, DMSO-
ds)89.16 (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—
7.51 (m, 1), 7.47 —7.40
(m, 3H), 7.21(d, 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),
2.24 (s, 6H), 2.08—2.00
(m, 1H), 1.98-1.91 (m,
1), 1.87-1.78 (m, 1H),
1.75 - 1.68 (m, 1H), 1.60
@, J=7.8Hz, 3H), 1.27-
1.15(m, 6H), 0.99(d, J=
6.0Hz, 3H).
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'H NMR (500 MHz, DMSO-
ds) 59.16 (s, 1H), 8.36-8.29
(m, 2M), 8.14(d, J=4.9
Hz, 1H), 7.83-7.76 (m.
1H), 7.68—7.63 (m, 1H),
7.57 —7.51 (m, 1H), 7.48 —
737 (m, 3H), 721, J=
2.0Hz, 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),
2.51-2.44 (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,
1), 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).

89538 | 'HNMR (500 MHz, DMSO-
ds) 38.76 (s, 1H), 8.36—8.29
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.81 —7.76 (m,
1H), 7.67—7.64 (m, 1H),
7.54(d, J=89Hz, 1H),
7.46 —7.37 (m, 3H), 7.21
@, J=2.0Hz, 1H), 7.10-
7.04 (m, 1H), 5.22-5.14
(m, 1H), 4.11 —4.05 (m,
1H), 3.96—3.85(m, 4H),
3.74-3.58 (m, 2H), 3.04—
2.90 (m, 3M), 2.35(s, 2H),
2.24 (s, 6H), 2.07-1.91
(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-
de) 59.16 (s, 1H), 8.34-8.23
(m, 2M), 8.14(d, J=4.9
Hz, 1H), 7.82-7.76 (m.
1H), 7.67—7.63 (m, 1H),
7.54(d, J=89Hz, 1H),
7.46 —7.37 (m, 3H), 7.24
@, J=2.0Hz, 1H), 7.11—
7.04 (m, 1H), 3.96 —3.83
(m, 5H), 3.74—13.59 (m,
2M), 3.01-2.95(m, 1H),
2.91-2.84 (m, 2H), 2.51—
2.44 (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), 126 -1.16
(m, 6H), 0.99(d, J=6.0
Hz, 3MH).

12

898.00

"H NMR (500 MHz, DMSO-
ds)89.16 (s, 1H), 8.13(, J
=52Hz, 1H), 7.68—-7.63
(m, 1H), 7.53(d, J=90
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), 4.34-
429 (m, 2H), 4.10-4.03
(m, 1H), 3.96—-3.87 (m,
4H), 3.74-3.59 (m, 2H),
3.04—-289 (m, 3H), 2.48—
2.42 (m, 1H), 2.38-229
(m, 2H), 2.24 (s, 6H), 2.07
—191(m, 3H), 18 —-1.68
(m, 3H), 1.60(d, J=80
Hz, 3H), 1.23(s, 3H), 1.18
(s, 3H), 099, J=6.0
Hz, 3H).
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'H NMR (500 MHz, DMSO-
ds) 89.16 (s, 1H), 837-8129
(m, 2H), 825, J=49
Hz, 1H), 7.85-7.78 (m,
1H), 7.67-7.62(m, 1H),
7.48-737 (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)
3.03-28%(m, 3H), 2.49-
220 (m, SH), 2.08-191
(m, 2H), 1.87-1.68(m,
2H), 1.63-1.45(m, 4H),
1.23 (s, 3H), 1.18 (s, 3H),
0.99(, J=60Hz, 3H),
0.61 —0.38 (m, 4H).

14

881.36

'H NMR (500 MHz, DMSO-
ds) 89.16 (s, 1H), 837 —8.28
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.82-7.75(m,
1H), 7.66—7.61 (m, 1H),
7.54(d, J=88Hz, 1H),
7.46 —7.37 (m, 3H), 7.1
(d, J=2.0Hz, 1H), 7.11—
7.06 m, 1H), 5.22-5.14
(m, 1H), 4.12-4.03 (m,
3H), 3.95-3.85(m, 4,
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).

867.35

'H NMR (500 MHz, DMSO-
ds) 39.16 (s, 1H), 836828
(m, 2M), 8.14(d, J=4.9
Hz, 1H), 7.82-7.76 (m,
1H), 7.66—7.61 (m, 1H),
7.54(d, J=89Hz, 1H),
7.46 - 738 (m, 3H) 7.1
d, J=2.0Hz, 1H), 7.08—
7.03 (m, 1H), 5.24-5.12
(m, 1H), 4.11 —4.02 (m,
1), 3.96—3.87 (m, 4H),

Conjupro EX1018
Page 60 of 82




H

3.81(d, J=6.0Hz, 2H),
3.72(d, J=62Hz, 2,
3.04-2.80 (m, 3H), 2.52-
243 (m, 1), 2.39-2.28
(m, 2H), 2.24 (s, 6H) 2.15
~2.00(m, 4H), 1.60(, J=
8.0Hz, 3H), 0.99(d, J=6.0
Hz, 3H).

16

869.36

'H NMR (500 MHz, DMSO-
ds) 39.16 (s, 1H), 837 —828
(m, 21, 8.14(d, J=4.9
Hz, 1H), 7.81 —7.76 (m.,
1H), 7.66—7.64 (m, 1H),
754, J=89Hz, 1H),
7.45-737 (m, 3H), 7.21
(d, J=2.0Hz, 1H), 7.10-
7.05(m, 1H), 5.02-4.95
(m, 1H), 461¢d, J=1.0
Hz, 2M), 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—
1.70 (m, 1H), 157, J=
7.0Hz, 3H), 1.27-1.15(m,
6H), 0.99(d, J=6.0Hz,
3H).

17

/N\
- N F
N O
b I
N
N

981.38

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

1H), 837 -8.29(m, 2H),
821 -814 (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), 2.26-2.23
(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,
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3H), 1.01-0.98 (m, 3H).

18

923.04

'H NMR (500 MHz, DMSO-
ds) 89.16 (s, 1H), 837 -8.29
(m, 2H), 825(d, J=4.9
Hz, 1H), 7.85-7.78 (m,
1H), 7.67-7.62 (m, 1H),
7.48 —7.37 (m, 4H), 7.21
(d, J=2.0Hz, 1H), 7.09-

7.04 (m,

1H), 522-513

(m,

1H), 4.13-3.84 (m,

4TT), 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),
1.23 (s, 3H), 1.18(s, 3H),
0.99(, J=6.0Hz, 3H),
0.61 —0.38 (m, 4H).

19

881.36

'H NMR (500 MHz, DMSO-ds)
$9.16 (s, 1H), 8.40 — 828 (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, 11D,
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, 41D),
1.01 — 0.95 (m, 3H).

20

-

'H NMR (500 MHz, DMSO-ds)
§9.16 (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, 11), 4.09 —
3.87 (m, 2H), 3.59 — 3.46 (m,
4HD), 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,J = 5.8 Hz, 3H).

21

"H NMR (500 MHz, DMSO-ds)
§9.16 (s, 1H), 835 —8.23 (m,
3H), 7.86 — 7.78 (m, 1H), 7.66 —
7.62 (m, 1H), 7.48 — 7.38 (m,
4T1), 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,
2M), 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

1 NMR (500 MHz, DMSO-ds)
89.91 (s, 1H), 9.16 (s, 1H), 8.36
d,J=6.0Hz, 1), 817 (d, J=
6.0 Hz, 1), 7.64 (t, J = 2.0 Hz,
11D, 7.46 — 7.35 (m, 5ID), 7.29 —
7.15 (m, 3H), 7.09 — 7.02 (m,
1H), 5.60 (t, J = 5.7 Hz, 1H),
470 - 4.62 (m, 111), 3.58 — 3.47
(m, 4T1), 3.09 — 2.96 (m, 31D,
2.95 (s, 31, 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

IH NMR (500 MHz, DMSO-ds)
$9.91 (s. 1H). 9.16 (s, 1H), 8.36
(d,J=60Hz, 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, 111), 3.58 — 3.47 (m, 41D),
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).

Conjupro EX1018
Page 63 of 82



24

'H NMR (500 MHz, DMSO-ds)
$9.91 (s, 1H), 9.16 (s, 1H), 8.36
(d,J=60Hz, 1H), 817 (d,J=
6.0 Hz, 1H). 7.64 (t,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 (, 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. 2F), 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).

888.32

"H NMR (500 MHz, DMSO-ds)
§9.91 (s, 1H), 9.16 (s, 1H), 8.34
(d,J=6.0Hz 1H), 817 (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

'H{ NMR (500 MHz, DMSO-ds)
§9.91 (s, 1H), 9.16 (s, 1H), 8.37
d,J=6.0Hz 1), 8.18 (d, J=
6.0 Hz, 1H), 7.64 (s, 1H), 7.64
(d,J=4.1Hz OH),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, 1), 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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27

888.32

H NMR (500 MHz, DMSO-ds)
89.91 (s, 1H). 8.76 (s, 1), 8.36
d,J=6.0Hz, 1H),8.17 (d, J=
6.0 Hz, 1H), 7.64 (s, 1H), 7.46 —
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,
11D, 3.95 — 3.87 (m, 11D, 3.59 —
3.47 (m, 41), 3.03 — 2.89 (m,
61, 2.43 — 2.37 (m, 111, 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, SH), 1.56 —
1.50 (m, 11), 1.53 — 1.46 (m,
1H).

28

922.28

"H NMR (500 MHz, DMSO-ds)
§9.72 (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), 7.43 (d, J=
7.5 Hz, 1H), 7.42 — 7.37 (m,
411), 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), 3.47 —
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,
21D, 2.24 (s, 6H), 2.16 — 2.07
(m, 2H), 1.88 — 1.79 (m, 2I0),
1.79 — 1.58 (m, 4H), 0.99 (d, J =
5.8 Hz, 3H).

29

885.34

IH NMR (500 MHz, DMSO-ds)
59.16 (s, 1H), 8.36 —8.29 (m,
2T, 7.65 (d, J = 3.8 Hz, 2H),
7.56 —7.49 (m, 1H), 7.47 — 7.33
(m, 41D), 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, 1), 3.74 —
3.62 (m, 21), 3.13 — 2.89 (m,
3H), 2.51 — 2.43 (m, 1H), 2.38 —
2.29 (m, 2, 2.24 (s, 6I0), 2.17
—2.09 (m, 1T, 2.00 — 1.87 (m,
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H

2H), 1.78 — 1.71 (m, 1H), 1.60
(d,J=28.0Hz 3M), 1.20 (d, J=
25.2 Hz, 6H), 0.99 (d, J= 6.0
Hz, 3H).

30

899.38

'H NMR (500 MHz, DMSO-ds)
$9.16 (s, 1), 8.36 —8.29 (m,
2H), 7.67 — 7.63 (m, 1H), 7.57 —
7.51 (m, 1H), 7.43 (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), 5.22 — 5.15 (m,
1H), 5.14 (s, 1H), 5.12 (s, 11D,
4.10 — 4.02 (m, 1H), 3.95 — 3.87
(m, 1H), 3.74 — 3.61 (m, 2ID),
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, 1), 1.60 (d, J =
8.0 Hz, 31D, 1.23 (s, 31D, 1.18
(s, 31D, 0.99 (d, J = 6.0 Hz, 3H).

31

907.34

1 NMR (500 MHz, DMSO-ds)
39.16 (s, 1H), 837 (d, J=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 = 5.1 Hz, 2H), 7.21
(d,J=2.0Hz, 1H), 7.08 — 7.03
(m, 1H), 6.94 (s, 1H), 4.31 —
4.23 (m, 1H), 4.11 — 4.03 (m,
11D, 3.59 — 3.47 (m, 41D, 3.06 —
2.99 (m, 1H), 3.03 —2.94 (m,
2M), 2.72 — 2.63 (m, 41D), 2.41 —
2.26 (m, 3H), 2.24 (s, 6ID), 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, 310).
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32

'H NMR (500 MHz, DMSO-ds)
$9.16 (s, 1H), 837 (d, J=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=5.1 Hz, 2H), 7.21
(d,J =2.0 Hz, 1H), 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 —
2.99 (m, 1H), 3.03 — 2.94 (m,
2H), 2.41 — 2.26 (m, 3H), 2.24
(s, 6HD), 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

4
o

Q&z
vz‘z/

893.37

"H NMR (500 MHz, DMSO-ds)
§9.15 (s, 1H), 839 —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),
1.90 — 1.80 (m, 2H), 1.58 (d,J =
8.0 Hz, 31, 1.40 — 1.22 (m,
8H), 1.11 — 1.05 (m, 3H).

34

906.32

'H NMR (500 MHz, DMSO-ds)
8 9.18 (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, 31D,
4.11 — 3.81 (m, 2H), 3.55 — 3.49
(m, 41, 3.13 — 2.85 (m, 6I),
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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35

920.34

H NMR (500 MHz, DMSO-ds)
89.17 (s, 11). 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, 11D,
7.13 —7.09 (m, 111), 5.29 - 5.19
(m, 1), 4.55 — 4.52 (m, 11D,
4.13 —3.80 (m, 2H), 3.79 — 3.61
(m, 2T1), 3.58 — 3.49 (m, 411D),
3.16 —2.89 (m, 8, 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, J = 8.0 Hz, 31,
1.01 —0.95 (m, 3H).

36

906.32

'H NMR (500 MHz, DMSO-ds)
89.17 (s, 1H). 8.40 — 8.29 (m,
2H), 7.97 — 7.87 (m, 1), 7.65 —
7.55 (m, 2F), 7.48 — 7.39 (m,
3H), 7.22 (d, J = 2.0 Hz, 11D,
7.13=7.09 (m, 11), 5.29 - 5.19
(m, 1H), 4.55 — 4.52 (m, 11D),
4.13 —3.80 (m, 2H), 3.79 — 3.61
(m, 2H), 3.58 — 3.49 (m, 411),
3.16 —2.89 (m, SH), 2.43 —2.35
(m, 31D), 2.28 (s, 6I0), 2.16 —
2.13 (m, 2H), 1.85 — 1.79 (m,
2, 1.63 (d, J = 8.0 Hz, 31,
1.01 —0.95 (m, 3H).

37

892.30

'H NMR (500 MHz, DMSO-ds)
§9.18 (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, 41D), 3.13 — 2.85 (m, 31D),
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

H NMR (500 MHz, DMSO-ds)
89.18 (s, 111). 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, 11,
7.11 = 7.08 (m, 11), 5.26 — 5.16
(m, 1H), 4.57 — 4.52 (m, 11D,
4.11 - 3.81 (m, 411), 3.55 — 3.49
(m, 4T1), 3.13 — 2.85 (m, 31D),
2.42 —2.33 (m, 31D, 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).

39

888.33

'H NMR (500 MHz, DMSO-ds)
§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), 5.29 — 5.19 (m, 1),
4.55-4.52 (m, 1H), 4.13 — 3.80
(m, 2H), 3.79 — 3.61 (m, 2ID),
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,J = 8.0 Hz, 3H), 1.01 —0.95
(m, 3H).

40

879.35

1H NMR (500 MHz, DMSO-
d6) 59.16 (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, 3H).
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41

H NMR (500 MHz, DMSO-ds)
$9.16 (s, 11). 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, 11), 4.15 —
3.85 (m, 21, 3.67 — 3.47 (m,
4H), 3.09 — 2.91 (m, 3H), 2.42 —
2.29 (m, 4F1), 2.18 — 2.11 (m,
2H), 1.92 — 1.82 (m, 2H), 1.42 —
1.25 (m, 9H), 1.13 — 1.07 (m,
SH).

42

'H NMR (500 MHz, DMSO-ds)
§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, 11, 4.17 —
3.87 (m, 2H), 3.69 — 3.49 (m,
4T1), 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

"H NMR (500 MHz, DMSO-ds)
§9.14 (s, 1H), 8.42 — 838 (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,
2M), 1.97 — 1.87 (m, 2H), 1.43 —
1.23 (m, 9H), 1.12 — 1.08 (m,
SH).
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44

879.35

'H NMR (500 MHz, DMSO-ds)
8 9.18 (s, 1H), 8.44 — 838 (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).

-
(™)

893.37

'H NMR (500 MHz, DMSO-ds)
§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, 11D,
4.68 — 4.58 (m, 1H), 4.33 — 3.95
(m, 2H), 3.77 — 3.67 (m, 41D),
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

=’
M

895.38

"H NMR (500 MHz, DMSO-ds)
§9.19 (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, J = 2.0 Hz, 11D,
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, SH), 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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47

H NMR (500 MHz, DMSO-ds)
$9.21 (s, 11). 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, 11,
7.14 —7.12 (m, 11]), 6.48 — 6.44
(m, 1), 5.36 — 5.26 (m, 11D,
4.71 - 4.62 (m, 111), 4.36 — 3.95
(m, 2T1), 3.79 — 3.68 (m, 411D),
3.12—2.96 (m, 3[D), 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

'H NMR (500 MHz, DMSO-ds)
§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, J = 2.0 Hz, 1H),
7.16 = 7.12 (m, 1H), 6.47 — 6.44
(m, 1H), 5.36 — 5.26 (m, 1),
472 —4.62 (m, 1H), 4.37 - 3.95
(m, 2H), 3.77 — 3.68 (m, 41D),
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, SH), 1.12 — 1.08 (m, 6H).

49

840.35

"H NMR (500 MHz, DMSO-ds)
§9.21 (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, 11D),
7.14 - 7.12 (m, 1H), 6.48 — 6.44
(m, 1H), 5.36 — 5.26 (m, 1H),
4.71 - 4.62 (m, 1H), 4.36 — 3.95
(m, 2H), 3.79 — 3.68 (m, 4H),
3.12 - 2.96 (m, SH), 2.45 — 2.38
(m, 9H), 2.25 — 2.16 (m, 5,
1.95—1.87 (m, 2H), 1.45 — 1.24
(m, 3H), 1.11 — 1.08 (m, 4H).
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50

873.36

H NMR (500 MHz, DMSO-ds)
$9.20 (s, 111). 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),
7.16 —7.12 (m, 11]), 5.36 — 5.26
(m, 1), 4.73 — 4.62 (m, 11D,
4.36 —3.95 (m, 2H), 3.79 — 3.68
(m, 61), 3.12 — 2.96 (m, 21D),
2.45—2.38 (m, 9ID), 2.25 — 2.16
(m. 5H), 1.95 — 1.87 (m, 2ID),
1.45—1.24 (m, 31D, 1.11 — 1.08
(m, 411).

'TH NMR (500 MHz,
Chloroform-d) 8 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), 524-
514 (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),
2.26-2.23 (m, 6H), 2.08-—
1.91 (m, 2H), 1.86-1.69
(m, 2H), 1.61—-1.57 (m,
S5H), 1.39-1.31(m, 2H),,
1.01 —0.98 (m, 3H).

52

913.39

"H NMR (500 MHz,
Chloroform-d) & 8.89 (s,

1H), 833 -8.29(m, 2H),
821 —-815(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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H

2.26-223 (m, 6H) 2.08—
1.91 (m, 2H), 1.86-1.69
(m, 2H), 1.61-1.57 (m,
OH), 1.39-1.31(m, 2H),
1.19-1.14 (m, 4H), 1.01 —0.98
(m, 3H).

53

901.39

'H NMR (500 MHz,
Chloroform-d) & 8.91 (s,

1H), 836—-8.29(m, 2H),
821-814(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), 4.57-4.49
(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),
2.26-2.23 (m, 6H), 2.08-—
1.91 (m, 2H), 1.86-1.69
(m, 2H), 1.61-1.57 (m,
TH), 1.39-131(m, 5H),
1.19 (s, 6H), 1.01-0.098
(m, 3H).

54

/N\
— N F
N O
L
l I ~
\,F:h
o]

94242

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

1H), 837 -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 -
514 (m, 1H), 4.57-4.49
(m, 1H), 4.14—-4.05(m,
1H), 3.35(s, 2H), 3.86 —3.61
(m, 3H), 3.08—-2.90 (m,
oH), 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—-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) 39.15 (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) 59.15 (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), 8.42 —8.38
(m, 3H), 791 — 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),
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, 3H),
1.42-125(m,4H), 1.13 -
1.07 (m, 3H).
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58

H NMR (500 MHz, DMSO-ds)
89.17 (s, 11). 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, 11D,
7.13 —7.09 (m, 11]), 6.43 — 6.40
(m, 111), 5.29 — 5.19 (m, 11D,
4.55 - 4.52 (m, 1H), 4.13 — 3.80
(m, 21), 3.79 — 3.61 (m, 2ID),
3.58 —3.49 (m, 411), 3.16 — 2.89
(m. 5H), 2.43 — 2.35 (m, 31D,
2.28 (s, 6H1), 2.16 — 2.13 (m,
2H), 1.85 — 1.79 (m, 2H), 1.63
(d,J=8.0 Hz, 3M), 1.02 - 0.96
(m, 31D).

59

921.39

"H NMR (500 MHz, DMSO-ds)
§9.15 (s, 1H), 839 — 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, 11D,
4.55—4.49 (m, 1H), 4.13 — 3.85
(m, 2H), 3.57 — 3.47 (m, 41),
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,
OH).

60

90738

'H{ NMR (500 MHz, DMSO-ds)
8 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,
4T1), 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)
8 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, 1),
4.55—4.49 (m, 1H), 4.13 — 3.85
(m, 2H), 3.57 — 3.47 (m, 41D),
3.05 —2.88 (m, 3H), 2.40 — 2.27
(m, 4H), 2.16 — 2.09 (m, 2I),
1.58 (d, J = 8.0 Hz, 3H), 1.40 —
1.22 (m, 9H), 1.11 — 1.05 (m,
10H).

62

£

935.41

'H NMR (500 MHz, DMSO-ds)
8 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, 1HD), 7.11 — 7.06
(m, 1T1), 5.23 —5.13 (m, 11D,
4.55-4.49 (m, 1H), 4.13 — 3.85
(m, 2H), 3.57 — 3.47 (m, 41D,
3.05 —2.88 (m, 31D, 2.40 — 2.27
(m, 4H), 2.16 — 2.09 (m, 21),
1.58 (d, J = 8.0 Hz, 31), 1.40 —
1.22 (m, 8H), 1.11 — 1.05 (m,
11H).

63

921.39

"H NMR (500 MHz, DMSO-ds)
8 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,
2M), 1.41 — 1.23 (m, 121D, 1.13
— 1.08 (m, 12H).
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880.37 | 'H NMR (500 MHz, DMSO-de)
89.11 (s, 111, 8.40 — 8.29 (m,
3H), 7.96 — 7.86 (m, 1H), 7.67 —
7.58 (m, 3H), 7.47 — 7.36 (m,
3H), 7.21 (d, J = 2.0 Hz, 11,
7.09 —7.03 (m, 11]), 5.23 —5.13
(m, 1), 4.56 — 4.49 (m, 11D),
4.12 - 3.85 (m, 21, 3.59 — 3.47
(m, 4T1), 3.04 — 2.88 (m, 31D),
2.39—2.27 (m, 31D, 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, 41D),
1.01 —0.95 (m, 3H).

882.36 | 'HNMR (500 MHz, DMSO-de)
$9.12 (s, 11). 8.40 — 8.28 (m,
3H), 7.96 — 7.86 (m, 1H), 7.60 —
7.58 (m, 1H), 7.47 — 7.36 (m,
3H), 7.21 (d, J = 2.0 Hz, 11D,
7.09—7.03 (m, 11, 5.23 —5.13
(m, 1H), 4.56 — 4.49 (m, 11D),
4.12 —3.85 (m, 2H), 3.59 — 3.47
(m, 4H), 3.04 — 2.88 (m, 31D),
2.39-2.27 (m, 3H), 2.24 (s,
611, 2.14 — 2.08 (m, 2I1), 1.88 —
1.79 (m, 2H), 1.60 (d, J=8.0
Hz, 3H). 1.39 — 1.20 (m, 41),
1.01 —0.95 (m, 3H).

882.36 | '"H NMR (500 MHz, DMSO-ds)
89.12 (s, 1H), 8.40 — 8.28 (m,
3H), 7.96 — 7.86 (m, 1H), 7.62 —
7.58 (m, 2H), 7.47 — 7.33 (m,
2H), 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, 3I0),
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).
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67

H NMR (500 MHz, DMSO-ds)
89.10 (s, 111). 8.40 — 8.28 (m,
3H), 7.96 — 7.86 (m, 1H), 7.60 —
7.58 (m, 1H), 7.47 — 7.34 (m,
2H), 7.21 (d, J = 2.0 Hz, 11D,
7.09 —7.03 (m, 11]), 5.23 —5.13
(m, 1), 4.56 — 4.49 (m, 11D),
4.12 - 3.85 (m, 21, 3.59 — 3.47
(m, 4T1), 3.04 — 2.88 (m, 31D),
2.39—2.27 (m, 31D, 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, 41D),
1.01 —0.95 (m, 3H).

68

868.34

'H NMR (500 MHz, DMSO-ds)
89.14 (s, 11). 8.40 — 8.28 (m,
3H), 7.96 — 7.86 (m, 1H), 7.60 —
7.58 (m, 1H), 7.47 — 7.36 (m,
3H), 7.21 (d, J = 2.0 Hz, 11D,
7.09—7.03 (m, 11, 5.23 —5.13
(m, 1H), 4.56 — 4.49 (m, 11D),
4.12 —3.85 (m, 2H), 3.59 — 3.47
(m, 4H), 3.04 — 2.88 (m, 31D),
2.39-2.27 (m, 3H), 2.24 (s,
611, 2.14 — 2.08 (m, 2I1), 1.88 —
1.79 (m, 2H), 1.39 — 1.20 (m,
4T1), 1.01 — 0.95 (m, 4TD).

69

868.34

'H NMR (500 MHz, DMSO-ds)
89.14 (s, 1H), 8.40 — 8.28 (m,
3H), 7.96 — 7.86 (m, 1H), 7.63 —
7.58 (m, 2H), 7.47 — 7.33 (m,
2H), 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, 2F), 1.39 — 1.20 (m,
4H), 1.01 — 0.95 (m, 4H).
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i B B

A 2 AR EMIEH
GLP-1R cAMP Assay
1. 4m e 7 Fo X 0] ) &
1) #@mfF: Flp-In-293-GLP1R
2) 33 DMEM + 10% FBS + 1 X Penicillin-Streptomycin + 200 pg/mL HB
3) MK Ai&: 1 X HBSS + 20 mM HEPES + 0.1%BSA + 500 uM IBMX

2. ah F) K,
a) & 384 FLK&MAR (6007680-50, PE) P 4& w4323k K 4EH Flpin-
293-GLP1R #mff, #3L 2,000 AMfmfé,

b) MARMLE T IRELH 4X e ITAFER.

c) W@ PN SulL4 X b Tk, 37°CHE 30 54F.

d) RHEMLEFIRHHE Eu-cAMP TIEH (1/50), ABAN 10w/ FLEE
MR F

e) M EFE i@ Ulight-anti-cAMP (1/150), RJS#a AN 10 ul/ L%
SRUUE G

f) BEME 1 .
g) 4 Envision 2105 -“F#& #1535 LA 665 nM #= 615 nM & K2R -F4%

3. BB AT
3.1 % Activity &5t H A X4 F
% Activity =100-(Signalcmpa-Signal ave pc)/(Signalave ve-Signalave pc)<100.
3.2 i H EC50 %44 cmpds 89208 -Fl = d 4% :
=Bottom + (Top-Bottom)/(1+10M(LogEC50-X)*HillSlope))
X: BFHFRAE: Y FHE S
& 2 2R TAHAMAE GLP-IR 33175 cAMP RIS RB P EHENE, T,
A 2: o bdnie GLP-1R B3 7] cAMP RUZGKIE b oy L iF

Compound 1D GLP-1R cAMP:ECso/nM
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R #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

R#EH 3 BRI FHR

SD kX & PK #F %0

AR A M ERB T4 PK AR

FE: FHd:SD KK 5B AL 80%MCTH20% K ¥ AZ ; H| = :
25 AR A

P

BRI AL -

30mg/mL;

7

2: 1ImL/kg;

30mg/kg;
2P R T

z

BT EHE—AHF

1 RAAEZ A 00ImL 49 ImL 7473 (0.45mm*16mm 4+3k) 4%, #R
RE A AR, AENFRERES 100 uL oS E T4 EDTA-

K2 Hu&t 7] 89 4

b2 AL

R

L300 BCF R B AR E TEKE,

AR EO R SR EGETRERAFRRAFTLES AN, A
WinNonlin 8.0 7+ PK A4, &Ko &K & A AUCo. L% 3.

A3 ARG ER T EHIBE T IRA

ey 1 | i | 18 | 19 | 21 [ 20
T/ MBS MZ5¥K P Concentration (ng/ml)
0 0 0 0 0 o 0
1 0 2.56 8.58 39 7.34 9.56
3 10.9 9.98 33.8 381 35.7 34
8 164 48.2 107 1220 137 152
Conjupro EX1018
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i B B

24 561 97.2 218 2603 275 298
48 347 87.6 131 993 199 237
72 165 48.5 133 763 152 173
96 176 36.4 128 621 125 143
120 119 28.9 126 561 122 132
144 103 41.6 134 488 116 108
216 85.7 37.5 127 402 1196 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
AUCo.
75191 14020 | 51234 | 234473 61479 77688
(ng.hr/ml)
Conjupro EX1018
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