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RyBATIRHLAE C | SR E LN C | bidk, 1% C | S ATt — 20 4 5 L UAR

RAEAELIHAE— DB AN BAERURR C | gbedt, iz DB A BUCE S bk B 2
B Cgbt ek C | Bidk. C o FRLeRE, C Mtk O5 B Rk it — 4k C | S BRI A 05
B VL RAT I BE— AP C S B C o Hibedt:

HAAA R AEAE 2- 20k, 4- (N- T R0, ) -5 (a HIEECHE ) Mg JF [3, 2-d] Meng.

2. RIEAANESR 1 Pri’ ) BA 2K (D ’EY, b R e por i (ZRBULRIECR
ZEURH ) BRI B FEIEE, JF H R, R R & INAE BRI SR 1 i TSR

3 RIEAANER 1 Frid i) BA 210 (D a4, Hodr R MR 24 5 BB C
Bt A, 1275 FEAAE RN R 1 b FrflR AR v b gk — 2D 4 BUAR

4. PEBCHIER 1 ik B A (D a4, K R 2 #, R 2E IFH R M
RGWFERAZER 1 Ik )

5. —MZMHEY), CAFEREACRE R 1 Frid i A4 (D Kb S EL 2
RIS R AR B 2 G, TE R — BB R Bh 25 b T e S TR 7 R R B
(N

6. RABBANESR 1 Frid ) BA s (D B’ EWEUL 252 ErTEsz i 8 A e
B2 i ), BB AR BOR 223K 5 Frid A48 prid A4k 5220 (D) a2 Bl
B2 m &% s s & 2 A5, AVE— 2550,

TORERCNESR 1 rid (I BA s (D B EWEU 22 ErT sz i 8 A e
B2 i A B R AR BORI L3R 5 iridk A5 vk B4k 230 (D) B S 245 BTz
SR ER R ER 2 B 25 A5, Bl TAE3R YT 80 S« TLRT AT/ B TLRS 1 7 () [ A5
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RATRrmERR & MR RBNLEF [3, 2-d] BIELTE
)

[0001] AR EHVE JIEng I [3, 2-d] MEmefiT A4 T 6l & e 7% A &9 L
EATEZIR VAR IT A/ BT VR R g

[0002] AR B S Ko b I — e T AE A FH 3, SEAR DI UG, v S e I [3, 2-d] BEREfT
AEDAEVRTT o TR IR | G ) B S s P I A 0, BRI B toll FEAZAK (TLR) BT B
FMER . Toll FEZAASE FERIFS IR & (5T, HAFELE T —Fhal e sh & & 2B [ 45 M 38 DA
JADE — AR DX B A M BT E o SR S FR G0 m] DLZR FH A e S AR ) 4 4 B 1 4 i
F FRIERIXEE TLR R JFARAE G 7 Ao Ak JEAR I RS AL T 40 B PR+ 1)
P U SAE T EA N B RS RE y  RE . X BT 4 AT N .

[0003] KA FL AR A RS TR Z I H Toll FEZAREM, B4/t NKIE
F/NBR %5 7 T =0 TLR ( & 56 4 4 TLR1 % TLR13) , 3 H V& 78 HAh ey SLEh W Fh
RIMVFZ N, R, 78 A28 R IR FE LS TLR B SN A FAE T I E i L3l
Yoo B, — Fhgmis Al A S TLR10 /8 (A B (I SE R TN P, (H 2 1% 8 TR B 3
Hod EAEREAL S — Pl R E s tR . 5 — 771, /D ERERAL TLR11.TLR12 PA K& TLR13, &
WPIAAEAET NS HAL R FL 3 n] ARIA 1 RAE NSRRI TLR.  Hofth fy AR .
SRl LR SIS AR TLR, 70 TLR14 ( HAE LR J7fl (Takifugu pufferfish)
ORI ) FESERT . 3X A PATAR A H SEIR BAE 9 NS850 R S B i AL IR J7 iR 2 4k
[0004]  XFT toll BERZAKMLEA S WL FIHTICE., E K= « J. A. (Hoffmann, J. A.),
CHRY (Nature) ,426, 5 33-38 T, 2003 ;uf3& i S. (Akira, S.), H K. (Takeda, K. ) , F1 1 /1>
T. (Kaisho, T. ), {HjZE %) (Annual Rev. Immunology), 21, & 335-376 T, 2003 ; Jt%h4E
ZiR. J. (Ulevitch,R. J.) , {HRZEA %) Nature Reviews: Immunology)4, 55 512-520
T, 2004,

[0005] LRI A T4 Toll FES2AK R R A WG R -G40, 40 W02000006577 H1 (7] 4 R
AN WO 98/01448 F1 WO 99/28321 H I BRI AT AEW) L LA S WO 2009/067081 H IMAIE
[0006]  7FHE 4 8 B IR IT A, AT S T30 E (IFN-a ) 2 BAyE 5T, bt vl 79 B A
RE HCV), (FHEM (Fried) &, K4 BTN E o AR ERIBITIEER T
R EE Yy (Peginterferon—alfa plus ribavirin for chronic hepatitis C virus
infection), (I JEA% 22 ATIY (NEngl Med) 2002 ;347 :975-82) . A] [ R (17N F IFN
V5 TR T FEAK 0 0% i Pk A S 4 TR P VB AE AR 35 DRI, sl TEN 5 54 2 A
TIRIT R e R R B E A SRR 2 24 . AR BAPURTERR /N g+ IFN 35S 5C
BRI — 524, 2 WSy hi v E. (De Clercq, E.) sl RIAHET J. (Descamps, J.) sTEZHF/R
P. (De Somer, P.) (Fl2£) (Science) 1978, 200, 563-565.

[0007]  FEMEECRRIFPEAERIRITH, TR o ICEHMAMA G TEE ( KEMEE
&) (Bur. J. Cancer) (46) 35 2849-57 T, LA M (I AEWF 7)) (Cancer Res. ) 1992 (52) 45 1056
). HT TLR7/8 ¥zh7i5E 5 B0 Thl MEIIEE S, AT BB ER ( (A
BT (Hum. Vaccines) , 2009 (5) , 381-394) .
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[0008] Ry, X T Hi A Tol 1 #5244 T30 A7 AL — P U 75 22, X L8 W 5 BT BoR
AP0 EE BAT DUk e 3k DL Rt i) 22 & PERFE (profile) o
[0009]  RIEAK RN T —MAA MR (1) KLY

[0010]
N A
H,N
\r/ | N Ry
N -5 N
NH Rs
R4 (D

[oo11] DL HZ5% bl 452 08 AR 24 AR R iR B 2 dn ), Horh

[0012]  R& H.#EL 3

[0018]  Rf& H R BK C, ke s ;

[0014]  R‘ZfTik gl 5 HEUARH C | bid, %5 T — P — a2 A B AL EL
R, 1% — A E A BRI ST e [ 755 & S R RS e R I e
Coe Mt C | Jidh R RIREE R IRIE I VB C | fr e ;3

[0015] Ry FiHig C | Mk, C o IASEIHEEL C ARG BRI C | obe ik sBR

[0016] Ry fFifeifs C  be S E BRI C o bidk, % C | obe AT L M 3 — D 4 05 FL A
X

[0017] R fEiEgl— D ELZ N BUREBURET C | obiks, iZ— a2 N BURE S 7 Hhik
HFRHE . C FEEIE . C | Btk C o TR, C, o Jfidh 55E AT — 04 C | (S BUR
A7 e DA AT i — 2P 4 C, SR BB C 5 PRt

[oo18]  HARAFRAELHE 2- G0k —4- (N- T HREE ) 5 (o HEE-RAL) meng It [3, 2-d] %
W

[o019]  fLIEMIML G 2R A WS (DD RIBL, Hr Ry2H 77 i (BRI BIR & IR
() BARH C ke kR A, I H R | R R 2 0 B TR 1

[0020]  7E—ANEE SEi g R AR (D a9, o RA R A2 4 5 ZE B
Coobt ik, 1% 5 = DA b Prftiod M A 8 b ik — 20 4 BUARC

[0021]  FE—A 54 skntif o oe B4kl (D) BBLs, Hd R 2%, R &, I H R M
R EWILL BT HEIA R

[0022]  HARPLGE S 9 2 HA el (D BB, ok RE#, R,2&, JFH R MR,
et bl B RA K .

[0023]  MRIEAESH R AKY, P TR T M ITHRHEAL TS #39.94.101.144,
154.156,175.192,209.213 & 215 FMLEYIH T HAFEZ S NFR BB R .

[0024]  BEAZRK (D KAWL EANIRNZ S Bl ik amn ke 2 A A
HYERZMIBTETE, Fe ZAER Toll #3244 (JUH 2 TLRT Al / BE TLRS) T G 14 -
[0025]  FE—AIANTT, AR RAL T —MAWMA G, ZAMAS AR LAY
(D KL EYEHZ 7 ER RS20 8 AN B 2 i BYE R — M e 2 P 5 bmT e
2 PRI TR 771 R 7 B A

[0026]  phAh, AR AR HMEA TR (1) MLEWEEIL—M 25 B a2 0 8 7
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W s 2 ALY, BeEAFEITA AR (D B EWEOL— M2y Erl sz )£,
BB Z S 25 45 1) AT LR R 27

[0027] AR H— D& HALFERK (D WASYEE—M2yse Eal 2,
BRNEZ ALY, B AR FTR M B AAa (D M E Bt — M2 2e a2 1)
S E I EZ YD R 2540 & A n] DAAH RLHA T3 970 S TLRT AT/ B TLRS (1)
WA B AT e

[0028]  AiE “hekk” RS 15w 2 B ik i 1Y B ECTEERUR TR DT IR A o

[0029]  RIE “piER” &4 = IR

[0030]  AiE “HAdL” SZ AR H 2 DA E AR 2D — AN - RSB R A g )
Sk

[0031]  ARiE “FRbrt” &4a6 548w 5 B w5 7R

[0032]  RiE “Hrialdh” AR BB S ARG (AoMEEE ) , 0 g A R B A 5L 4
I

[0033]  RiE “H A7 miR A AFIE AR — A BN E E NS ORI SCReAlE i 3 N AT O) (1)
RIETFHS EEAEN ik S &R EWAT LA 5.6 87 ME . Fealth, irik o5
BRI T LLEA 5 86 MNREF. Frid s FRAEWIE T LLE 5 — 5 ARG, St
— A TR (RO EARR T R SR | IR | O I )

[0034]  ARiE “IFEIEE” Bfe— P T BRI . Bk 75 & R A s & 254 - (fl
R .

[0035]  ARiE “Hike” e A 54w 2 E R 7 A AR B, A S D — AN - o
o

[0036]  ARi% “ZIR” fE WA A B A M AT 231, I A% DU S0k R « e g At 2R
Tk o A5 U e IR0 FR B A 2802 BR T L R AR IR E L WR MR ML e L DA A S . LAt 1)
IO A B A bk | 7] S 2R B e i DL A FR A

[0037]  HAZE (1) MAIEIZE2E Bl B2 10 S EFE R n pleh DA ikt . A 1)
B IN AR A B TR T Eh R T Bl o A3 (KB S 42 R T TS 788 26 BT e

[0038] A HH (AL A4 i] LAFZ ARV AL B ATE L B TR RAFAE « RIE VAL "7 1
i AR G A R AL A P DL — PpE 2 B 22 bRl 252 BE R 9+ (B, OBF )
45

[0039]  ARiE“Z A" RIEAR KL SV L2 T — R B 2 A Z R Be
[0040] A DA K BRI AW LS M BEE RS AT 4 7. 0 DUSE 8 e |
g AR TR TR TR R R TR R 715 3R A8 R A AR ZE M RIS IR A4 BT
A DL RS T B R AR R B R AL S A A 4 T S R M AL 2 A
BT W, EAPEIENE — B Z P25 Ll 2 FIRE RIS A sl e 7. AR
BRI AE AT DLREIR BR Ak B (1) — Fh B L S 2 SMRAT AT oy IR TR I
PR B Tt B A 2 T8 2 IR 75100 i 1 AR R o 2 P sz e DA B 1) 28 g 12 Joit 2 A
[0041] A LKA K B fOAL A s AT WA el o T 45 7 B AR 2. 1EA
EH A EY), Al AR AGHE T 28 s T A 5. T &R K249
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HAEW, B—FERERNR LAY (T2 ) RSS2 -
A2 M BAR A AR SB AT, ZE AT LR 2 B, Bk T H T4 7 1 i 22
[ AR A AAER, XY AAEDLETIES T 0k & BEHBE K24 T 1)
LA . il 7] & AT DRI Al A b, nl S FATARD L2500 o, A5 1 AR A
7R (A8 A 2R B R LV DA SR ) B Dl Bk, RS R B
DA AU s B AR 75 AL B R TR AN 7 B 0 o s AR A4 v B B s 1 g
FUNETIE )RS E 70 R AR . PR R 545 T R IR AR T AR O
R BT Y, 7EAZ A5 0T AR P SR 25 384« I B ERAEAT B 2 AT AS A AT DA B AL TR
IR EA T R F . fEEEHTERE THAEY T, ZEE T TE AR —F2iE
WERFNA / BUE A R, AT S N o] G B AR M B RS A A IR A, X
SEE NI ATE R e I N B EE EEH o I @I mT DR X B2k 1945 31/ 5mT
DA BT R &I BRHEY . fe AT RG TIX A58, 5, /5 ) E N
MAAE N E R e 7] LA A BUR ANVEfE B TAE AR R A T & m 7 ReE 7
7R SRS T AR R L& . TRIE, KAk b, R R L &P Re AVE TR B
BT 70 B TR 2R A 4 5 T

[0042] AT ET 4 FHFIERY M, & LR 254 A Polc 6l a5 7 71 22 55 5 A F
()0 BOAE A FH 0 BR A7 7R Y 48 1 208 A R 9 SR AL R S R P B B Bl R A, 5 BRAL S A TS &
(R T B A3 i TIOE B B S VE LA 20 H 555 i =35 29 WD AR A 45 601 7 A B Ay BB IR 9T AL
Ho BRSBTS By S AR (CBFEZRECE AR AR B LT B R A (powder
packet) K KARZEF] (wafer) F27H]. ATV AR BRI A ARG AL, KL A5 24
[0043]  FEJKGLME SR ¥R TT AU A (0 I R N TR BR 05 AT ST 2 3R K 2 SR
EHME. WEINNAREHEANMO0.01mg/kg %2 50mg/kg 14 5, FALIL M 0. Img/kg 2
10mg/kg PR E . A& AU BT R A EAE 1 KA LAA G RIS H] (A5 23 2 A3 AN 4 DNEE 2 A4
FHRIERRG T o Frid 555 nT DA G A7 75028, 461 o0 R — 47 71 26075 1 %2 1000mg
B4R 5 & 200mg (VG TERK S -

[0044]  AUAR ST A IEH AR N R T EKIR, 457 WORS B 77 AR B e T i B A 1L
2R (D) WEARLAY . IEAEIR T I B ARRE  IEFE0IE T IR RE ()™ B 1 L HAR 1)
S U A RN S AR B AR IR I % RIAMA T B AR A B SLAR 254 . BbAbh, BAR A E R DA
PEAR TG N, IX BT By 7 032 30 DR BRT / BRER W T35 25 kB 1% 24k & P ik J7
(R I VEAG o DRI DA b B B A 0= 38 BB AU R 8 T 1 AN =2 15 AE DT AATF B PR i A%
KB B R B &

[0045]  SEIGHES

[0046] THE 1. RN TR

[0047]
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01 !
AL ‘;Is o L
i
Ty T Ry Ty
c H DIPEA, DMF et 3-8
t, 16h 100°C, 16h

A B c
Na\[/N HENYN
N Y
NH N
NaNa \@ — ,k NH
NMP/H,0, 9/1 120°C, 48h /
170°C, 5h

[0048] {3 FH AR TC 5T ¥4 57 (@Jﬂu DMF) A DA 5% 1 A f#) A iﬂc/\%ﬁﬁ REIRHAT I
Ao et xS P R A ) N 7R B AR () AR R ) HL T BE K I s A [ Al
/ BRI . AT R B e )4 B A & U A C BRG] B R 2 5 AN In#Ei e
A R i), {2 R B (Tl & E AL S, 255 WO 2009067081 F1 W02008147697) Fr
XJ” B G B FA A B i &R AT AR I8 N AEARPEA R (10 DVF 52,015 )
o ] LUAE ] 2 FhHRCR S BN B B C B9, IR EAR T =20 ~F A K.

%%@ TR ERE AN . HH B AR afE D AR L&Y o 1 B 2L 38 I e v] BAZE Pd/
C PSSR THT. A FEATE B.C A D 7] UL S REBUCHIZEHE R R 7T 2R
BEEUAR, DRI, i fod 16 S B 7 3838 FH T AL A D B P R 2 2

[0049] A E) {4 B il &

[0050]
Cl Br
YN T N@
N
N
cl H DIPEA, DMF
t, 16h

A B
[0051] [ — 50mL /N FRCE 2, 4— & -5H- Mg IF [3, 2-d] Mg [CAS63200-54-4]
(1g,5. 319mmo1) \DMF (10mL) \DIPEA (2. 75mL, 16mmo1) FI*EEEIR (0. 7mL, 5. 85mmol) o K%/
RE B IR TR 16 /N RIERIERE T E6R . R it 4 ik A 2 A 8 B e
B OB OB RIBE REHAT AL . B I 5 34T 6 5, I BB ERIFEOE T £ B DA 1L B.
[0052] LC-MSM+H)m/z = 278

[0053] A [aj4A& B2 F ] 2%
[0054]



CN 104837840 A OB B 6/173 71

K DMF O~
70°C, 2h

A B2

[0055]  [m]FAC#& A A 733 F AR (1) 50mL /N CE. A (50mg, 0. 27mmo1) « JE7K DMF (1mL) B R
(0. 259¢g,0. 8mmol) , 3 H AR JG U E 2- 1R 2L FF 3EME (0. 03mL, 0. 29mmol) » %K 2%
B, 9 H VP ZONAE T0°C R HRE 2 /N o B VETIZE W T 256k B ML R
Wi BEbE 2 1R CERARFE AT 284k o R S iF 90 HEAT & 91, IF BB IS RIZE JslE T 25
bR LAFR AL B2,

[0056] LC-MS(M+H)m/z = 246

[0057] A E){4 C A&

[0058]
Ci
CIx _N yN
N& N N
Cl \\Ti::) ey NH \\\(i::)
100°C, 16h
c

[0059] ] fiC £ A3 W 77 $d F HE Y 50mL 5] i K s E B (1. 4g,5. 03mmol) « 1E T %
(0. 59mL, 6. 04mmo1) 1 1, 4- &Lt (5mL) o G 1Z K REC & — A R A dE g 3F H fo 78 100°C
TEREE BRI 16 /N, AEAH R FIRZ G, GEFIERIE T LBk M4 R
JENTE PR R B BRI AT S . BT IR AT A 9, IF BB A RIAE R T
ZEEARAE Co

[0060] LC-MSM+H)m/z = 315

[o061] A jE)44 D ffhl] &

[0062]
cl _N 7{,
m N3I\>
AN - N
NH NaN3 NH \\©
H/ NMP/H,0, 9/1
c

170°C, 5h

[0063]  [A] Fic & A3 F 77 45 1 M 1) B3 /N IR o 8. C(1g, 3. 18mmo 1)+ B 2 AL B (0. 62¢,
9. 53mmol) AT NMP: 7K (9:1,4mL) o REZ I/ BT HoR IR S YR A BEFE I

8
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170°CFraE 5 /Mf o BN AR EEZ )G, BZIR G IR 85 (20mL) H4RE I+ H A KBk
(5x 15mL) o KFHNLIE LRI B T8, 5 [l 4k 22 I 98 LB 0 R D8V A VS AL s T 25
B o FEREL it 28 EH ek B A S22 B i FH B 22 2L 1R TR R 6 RS 3R AT 44 o 1 B U B 2 43 i AT A 5
It HOR ISR T L BR AR D,

[0064] LC-MS(M+H)m/z = 322

[0065] 1 [l 4
[0066]

Nj

NH PPh, —&k, K NH
/K¥J/" 120°C, 48h

[0067] ] i 4% 3 T 77 4+ ¥ 14 35 3855 /)N iR o 80 & D (100mg, 0. 311mmol) (1, 4- —BE 4t
(4mL) 7K (ImL) A= FEBE (245mg, 0. 93mmol) %ﬁﬁ%¢mfﬁﬁﬂkﬁgm%&h%
PEFE NI 120 CHFEE 48 /N o FER AR Z W Z )5, WIS FIERE T 25k, A& H
AR S R e e — %$%¢m/$%ﬁﬁﬁﬁ%%o%%%mﬁ“ﬁﬁéﬁ,
It BB AERE T 2B AR 1,

[0068] LC-MS(M+H)m/z = 296

[0069] 86 il %

[0070]
HoN
2 74N HZNY"N
Ne I N\
N re N\ =
N N
NH Selectfluor NH
/r’jf’ ‘ CH4NO,, 16h, rt /”/f’
1 86

[0071]  [AIFEC 24 A WL F3 3 A 1) B3 /N AR JRCE. 1 (110mg, 0. 372mmol) AEAE 4 (1. 5mL)
il selectfluor (198mg, 0. 56mmol) » K iZBEIE/ N2 B I ISR S SR ik 16 /b
o AGEFERE T 268 R MEHRMZEF#Tal . BRFNE#HITEI FF A
B FERE T 2B DAR AL 86.

[0072] R [AJ4K B B &
[0073]
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ClYN
N—— e
Selectfluor N
H

CHsNO5
rt, 48h cl

F

E

[0074] [ i 2% A7 T F 4 P M X 3 3N R R OCEL A (600mg, 3. 19mmol) AEFE FRGE (10mL)
selectfluor (5. 67g, 16mmol) o« HFiZILIE/ MR E B B R SV IR T HiH: 48 /Mif o &
I NaHCO, (M AT K1, 10mL) FF H A 48R 488 (3x 15ml) AL, AN ZHAT A H, &0
FREETJ5, I e FR £ A, BAERE T BRI AR, DL AU B, R A A
T T

[0075] LC-MS(M+H)m/z = 206

[0076] A [AJ4K G B &
[0077]

/_/—NHg X
HN

e S
BOP, DBU HNT N7 NJK
%K DMF H
rt. 16 h
F G

[o078] DR 1.

[0079]  HR¥E WO 2010006025 £ 44 T 77 % 3 HH T Hl&LE9 9 7715k H] & 4k F,
BN R GBS = OB L A A

[oog0]  JDEE 2. HriEfAk G A2

[o081]  [a] FiC #& A W4 77 ¥ 1 # (19 50mL % 35 /N I+ i B F (200mg, 0. 97mmol) « & 7K
DMF (5mL) « DBU (0. 435mL, 2. 91mmo1) F1 BOP (536mg, 1. 2mmol) o 1% J S VR &7 bt J1.43
Bh 2 AR RSV ARG IS INIE T s (0. 48mL, 4. 85mmol) I HL7E =8 R4kt 16 /Mo
TAFIE R T 265, 3 BT 28t O JE AT AT 24k

[0082] LC-MSM+H)m/z = 262

[0083] T 2. MRMNTHR

[0084]
H o H N, RH N, NH

&, N O HO® R N No O annNaon : S 2 HNTTY N 2
2008 AN e T =5 (T
N O PSPPI, NN O 14 N7 IprEN N,Y
H T DIAD, THE . 90,5k R~ o b r N

i w1 R <l 130°C, 185 Ry

x ¥ z

[ooss]  iEMIFEFF. A BAEHIJGIE SRR (Mitsunobu) S&AFAERRMET i 5377 (640 THF)
UG 77 R 2 I X BAL S IR EAT B el . FEBUPESRME TS E 1, 4- Ik Bt AT &L

10
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PR FR R O 24, DA B A R4 7o 3 FH B AA (481 20 NaH) 7EAR AR (40 NVP) A kAT
4k 7 PR B, IERE A (D) Mbay.
[o086]  HH[H)4A X &

[0087]
S—.
N=< O
o— HN—4 = =
H O 7 % O0—  HN Pocl,  HINOC AN o
—
¥ — D LA
0\ HOAc O N/J\NJLO/ DIPEA  ¢1” °N° “N” o7
" NaOCHs, CH40OH i CHACN H
2 rt,16h 70°C

X
[0088] & 3— FH AL —2- LA AR R IR £ (25. 8g, 135. 3mmol) £E & e A1 A
NaHCO, 2 [8] 7., 22 MgSO , T4, it Y & K =1 B iR 5 1, 3- X (P A ) 2-
I -2- BRAC R (32. 1g, 156mmol) Al (39ml,677mmol) — EyAMEAE B EE (500mL) &1
BAEZR THFE /DR HIRDTvE I Hak s beat 5. A EERN (73. 1g,1353mmol) o WM
KR PG B Z IR A IH I . % NIR A4 RN IN L BR T R 5 %2 pH 5, It
BSUiiEde s, 57K (2x 350mL) . Z.fiF (1x 350mL) Fl — P ERE (1x 350mL) BEATHFES. 34
TRAZ Y N- (4- F2 AL —5H- Mg I [3, 2-d] Msng —2- Jk ) ZUL B IR R e B A8 P T8
[0089] 7RI, B N-(4- £20E —BH- MENg I [3, 2-d] Mg —2- Jt ) PR TR (25¢,
120mmo1) 5% 500mL £ B F (K Z.)1% (350mL) H . #5500 POCL,(22. 1mL, 238. 2mmol) , Ff H.
PRI 5 B MU FE2E (300rpm) e I I 1% S NV A IR EE 70°C . & FRTEST R
PL 0. 2mL/min FIR 8 8 N 7 K, (Hunig” s base) (41. 4mL, 240. 2mmol) o« ##1%
REYV A 2 %R, IF HAE 45°C MBI 4148 (78. 8g,961mmol) 7E7K (500mL) H it
IR . A RAND NG T A PR AE VKA PR FE RN A 20 o 5 T Rl 0 [ 4 e 3t 5 i o v
H CIEHE I B S R AR REREAT 0B, DLAR B 2 A 1 A A4 X, 4 HoAE 2 T T8
[0090]  H[i)44 Y Al 4%

[0091]
HN‘ N PS—PPh3 Q,
o N HO : l
N DIAD )\ )J\
H THF
rt,30min
X Y

[0092] FEEIEL T, A [EJ4E X (5g, 22mmol) . 2- LI B EE (2. 6mL, 26. 5mmol) 15 2K 2.4
A0 =R AR (18. 4g,55. 2mmol) fEJE7K THE (153mL) A [ = ¥ B % Jin DTAD (6. 9mL,
33mmol) , 3 HAG % R MR G VIHEFE 30 738, ARG IR T AT G o A& IR 2
M &R ke - FIEE 100:0 %2 90:10 1‘%}#5’11‘%}#1&%??@% WCER =48 o3 FEAE DR T
AT o 157 WAE CJIE T P45, I 3 0 B 0T HAE B8 T8, DRI 2 A i n
Y,

[0093] ()44 Z Hffil 4%

[0094]

11



CN 104837840 A OB B 10/173 7

o

o

=N /ﬁ
Q/ = 1N NaOH A N
N S
1,4-="&%.,60°C,5h
o N/)\NJ\O/ cl

Y Y4

[0095] % Y (4. 5g, 14. 2mmol) JAMEFE 100mL BRI 1, 4- LT (68mL) F 3L in
INNaOH (34mL) » Hﬁ/m/m\%jmmieio C% Sho M ZIRAWNA HIFEAEWE T AT IR Y .
BRI K IAT AL, 3 B PTE @ L i 8 o 2 AT T8, DURME Z. =i i el T

a7 L
[0096]
Q
& H2
?%NHQ + ‘\ e N)\NHZ

NN
© NMP N,
100°C, 16h o __
z 155
[0097] 4% Z(175mg,0. 67mmol) | F-HEME —3— & — F g £h M8 & (136mg, 1. Ommol) A1 = 574

F 20 (173mg, 1. 3mmol) & fRAE TmL f)}zf*/J\;mq:aq NMP (2. 4mL) . ¥iZIR & WAE 100°C
R 2h, SRV A HAE B S ks . g ol i i & 8 HPLC ( [ 52 AH :RP Vydac Denali
C18-10 um, 200g, 5em) , AN AH ?EE7J<EPEGO 25/ NH,0Ac ¥, FEE ) , WAE AT BB 0 7 I
HAEF A KRGS 5 7 AE QRGP OTES , Il i 8o 3 9 HAE 12 R T, DUAR R & 1 [
1K) 155,

[oo9s] & 1. BA2E (1) MALEH) B B 2 B B

[0099]  ARYESZIGHS 7 A Fr IR I 77V A AL A4 o *R 87 DA R A 2R Bl 2 1) AR Jen ) 28 )

RO RS o S 575 BA S AR FIr 22 (K AR Sy 224 A 2 0 R e A 4
[0100]

12



CN 104837840 A

in P

11/173 I

&M

'H NMR

LC Fi,
Rt (min)

LC-MS
RERR
1&

s

"H NMR (400 MHz,
DMSO-d;) & ppm
0.77 (t, J=7.3 Hz, 3
H), 0.98 - 1.11 (m, 2
H), 1.33 (dt, J=14.5,
7.2 Hz, 2 H), 3.25 -
330 (m, 2 H), 5.23
(s, 2 H), 548 (s, 6 2
H), 5.75 (t, J=5.5 Hz,
1 H), 598 (d, J=3.0
Hz, 1 H), 697 (,
J=7.0Hz, 2 H), 7.19 -
7.35 (m, 4 H)

B, 0.88

296

"H NMR (300 MHz,
245 -d) & ppm 0.76
(t, J=7.2 Hz, 3 H),
1.07 (dq, /=14.9, 7.3

A, 2.82

388

[0101]

13



CN 104837840 A

in P

12/173 1T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

Hz, 2 H), 1.23 - 1.35
(m, 2 H), 331 (i,
J=6.8, 5.6 Hz, 2 H),
490 (t, J=4.9 Hz, 1
H), 5.12 (br. 5., 2 H),
531 (s, 2 H), 6.21 (d,
J=3.0 Hz, 1 H), 6.71
- 679 (m, 1 H), 6.86
- 6.94 (m, 3 H), 6.97
- 7.05 (m, 2 H), 7.06
_7.14 (m, 1 H), 7.20
- 727 (m, 1 H), 7.27
-7.36 (m, 2 H)

"H NMR (400 MHz,
DMSO-ds) 6 ppm
0.75 (t, I=7.3 Hz, 3
H), 0.96 - 1.09 (m, 2
H), 1.28 - 1.41 (m, 2
H), 3.25 - 3.33 (m, 2
H), 5.55 (s, 4 H),
5.85 (dd, J=9.7, 2.6
Hz, 1 H), 598 (t,
J=5.0 Hz, 1 H), 6.08
(d, J=3.0 Hz, 1 H),
7.11 (td, J=8.5, 3.1
Hz, 1 H), 7.30 (d,
J=3.0 Hz, 1 H), 7.70
(dd, J=8.8, 5.3 Hz, 1

A, 249

393

[0102]

14



CN 104837840 A

in P

13/173 1T

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

H)

'"H NMR (300 MHz,
245-d) 6 ppm 091
(t, J=7.2 Hz, 3 H),
130 - 1.44 (m, 2 H),
149 - 1.61 (m, 2 H),
334 (s, 3 H), 3.43
(td, J=7.1, 5.3 Hz, 2
H), 3.69 - 3.77 (m, 2
H), 4.20 - 4.29 (m, 2
H), 5.73 (br. s., 1 H),
6.20 (d, J=3.0 Hz, 1
H), 6.86 (d, J=3.2 Hz,
1 H), 7.11 (br. s., 1
H)

A, 195

264

"H NMR (300 MHz,

f45-d) & ppm 0.74
(t, /7.2 Hz, 3 H),
0.90 - 1.07 (m, 2 H),
[.11 - 1.17 (m, 2 H),
3.18 - 3.28 (m, 2 H),
440 (br. s, 1 H),
494 (br. s, 2 H),
530 (s, 2 H), 6.23 (d,
J=3.0 Hz, 1 H), 6.70
(d, J=8.8 Hz, 1 H),
6.79 (d, J=7.7 Hz, 1
H), 6.94 - 7.03 (m, 2

As 229

314

[0103]

15



CN 104837840 A

i M B

14/173 1T

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

H), 7.30 (id, J=8.0,
5.8 Hz, 1 H)

'H NMR (300 MHz,
4% -d) & ppm 0.72
(t, J=7.2 Hz, 3 H),
0.88 - 1.03 (m, 2 H),
1.14 - 1.27 (m, 2 H),
324 (td, J=6.7, 5.3
Hz, 2 H), 4.29 (br. s.,
1 H), 4.89 (br. s., 2
H), 533 (s, 2 H),
6.24 (d, J/=3.0 Hz, 1
H), 6.46 - 6.53 (m, 1
H), 6.99 (d, J=3.0
Hz, 1 H), 7.10 - 7.22
(m, 2 H), 7.55 - 7.60
(m, 1 H)

A, 247

375

'H NMR (300 MHz,
245-d) & ppm 0.74
(t, J=7.2 Hz, 3 H),
0.86 - 1.01 (m, 2 H),
1.06 - 1.18 (m, 2 H),
3.12 - 3.22 (m, 2 H),
431 (t, J=5.0 Hz, 1
H), 5.18 (br. s., 2 H),
5.19 - 5.24 (m, 2 H),
6.20 (d, J=3.0 Hz, 1
H), 671 (d, J=7.7

A, 2.78

372

[0104]

16




CN 104837840 A

in P

15/173 1L

'H NMR

LC Fik,
Rt ( min )

LC-MS
READ
18

Mz, 1 II), 696 (d,
J=3.0 Hz, 1 H), 7.21
- 747 (m, 8 H)

'H NMR (300 MHz,
DMSO-ds) 6 ppm
0.84 (t, =74 Hz, 3
H), 0.93 (t, J=7.3 Hz,
3 H), 1.06 - 1.27 (m,
2 H), 1.27 - 1.44 (m,
2 H), 1.50 - 1.66 (m,
4 H), 3.44 - 3.54 (m,
2 H), 4.28 (t, J=6.9
Hz, 2 H), 599 (d,
J=2.9 Hz, 1 H), 6.17
(br. s., 2 H), 6.79 (br.
s., 1 H), 7.28 (d,
J=2.9 Hz, | H)

A, 2.28

262

"H NMR (300 MHz,
45 -d) & ppm 0.86
(t, =74 Hz, 3 H),
091 (t, J=7.3 Hz, 3
H), 1.36 (dq, J=15.0,
7.4 Hz, 2 H), 1.52 -
1.65 (m, 2 H), 1.76
(sxt, J=7.3 Hz, 2 H),
3.52 (td, J=7.1, 5.6
Hz, 2 H), 4.07 (,
J=7.1Hz, 2 H), 5.17 -

A, 2.06

248

[0105]

17




CN 104837840 A OB B 16/173 T

_— LC-MS
Rt (Z- i ,) RERR
# LA '"H NMR i 1&

530 (m, 1 H), 5.52
(br. s., 2 H), 6.09 (d,
J=3.0 Hz, 1 H), 6.88
(d, J=3.0 Hz, | H)
"H NMR (300 MHz,
P W /_N‘>~~ 245 -d) & ppm 0.92
Y |(t, =73 Hz, 3 H),
r~ 1.38 (dgq, J=15.0, 7.3
Hz, 2 H), 1.56 - 1.68
(m, 2 H), 349 (i,
J=7.1, 5.1 Hz, 2 H),
528 (s, 2 H), 5.78
(br. s, 2 H), 6.18 (d, | A, 2.14 297
J=3.0 Hz, 1 H), 7.06
(d, J=3.0 Hz, 1 H),
725 - 732 (m, 1 H),
7.34 (d, J=7.7 Hz, 1
H), 7.74 (td, J=7.7,
1.7 Hz, 1 H), 8.48 (d,
=44 Hz, 1 H), 8.58
10 (br.s., 1 H)
"H NMR (300 MHz,

| QN\* DMSO-d;) & ppm
©/\/ =’ 1094 (t, =74 Hz, 3
~ H). 139 (dq, =149, | A, 242 | 310
74 Hz, 2 H), 1.63

(quin, J=7.3 Hz, 2 H),
11 2.90 (t, J=7.1 Hz, 2

[0106]

18



CN 104837840 A

i M B

17/173 1L

'"H NMR

LC Fi%,
Rt ( min)

LC-MS
RERI
18

H), 3.46 - 3.55 (m, 2
H), 4.55 (t, J=7.1 Hz,
2 H), 594 (d, J=3.0
Hz, 1 H), 6.33 (br. s.,
2 H), 697 (br. s, 1
H), 7.02 - 7.12 (m, 3
H), 7.16 - 7.29 (m, 3
H)

12

©\/\/N// \
| 5

'H NMR (300 MHz,
DMSO-ds) 6 ppm
0.90 (t, J=7.3 Hz, 3
H), 1.34 (dq, J=14.9,
73 Hz, 2 H), 1.57
(quin, J=7.3 Hz, 2 H),
1.91 (quin, J=7.5 Hz,
2 H), 2.41 - 2.48 (m,
2 H), 3.41 - 3.49 (m,
2 H), 429 (t, J=7.0
Hz, 2 H), 5.57 (s, 2
H), 5.94 (d, J=2.9 Hz,
1 H), 632 (t, J=54
Hz, 1 H), 7.10 - 7.22
(m, 4 H), 7.22 - 7.31
(m, 2 H)

A, 2.6

324

13

'"H NMR (300 MHz,
2475 -d) & ppm 0.81
t, J=7.2 Hz, 3 H),
1.06 (dq, J=14.9, 7.3

A, 247

330

[0107]

19



CN 104837840 A

i M B

"H NMR

Hz, 2 H), 122 - 1.35
(m, 2 H), 3.32 (4,
J=6.7, 5.4 Hz, 2 H),
420 (br. s, 1 H),
451 (br. s, 2 H),
5.44 (s, 2 ), 6.31 (d,
J=3.2 Hz, 1 H), 6.63
(d, =74 Hz, 1 H),
7.07 (d, J=3.0 Hz, |
H), 7.16 - 7.25 (m, 1
H), 7.29 - 7.34 (m, |
H), 747 (dd, J=8.0,
12 Hz, 1 H)

14

'"H NMR (400 MHz,
245 -d) ppm 0.89 (4,
J=6.9 Hz, 3 H), 1.20 -
127 (m, 1 H), 1.28 -
141 (m, 4 H), 1.64
(q, J=7.0 Hz, 2 H),
3.61 (dd, J=11.2, 6.9
Hz, 1 H), 3.77 (dd,
J=11.0, 2.8 Hz, 1 H),
424 (td, J=6.9, 2.8
Hz, 1 H), 4.57 (bt. s.,
2 H), 548 - 5.68 (m,
2 H), 621 (d, J=3.0
Hz, | H), 674 (d,
J=6.8 Hz, 1 H), 7.10

18/173 L
Lo g, | LCMS
Fik,
& (i) FEXZIL
min
18
B, 0.63 342

[0108]

20



CN 104837840 A

i M B

19/173 1T

"H NMR

LC 7 ik,
Rt ( min)

LC-MS
REXL
1E

(d, J=3.0 Hz, 1 H),
7.35 (dd, J=8.5, 1.3
Hz, 1 H), 7.51 (dd,
J=8.4, 49 Hz, 1 H),
9.16 (dd, J1=5.0, 1.3
Hz, 1 H)

15

'"H NMR (400 MHz,
¥ E5-dy) 6 ppm 0.88
(t, =73 Hz, 3 H),
1.13 - 1.32 (m, 3 H),
1.46 - 1.69 (m, 3 H),
239 (t, J=6.8 Hz, 1
H), 3.61 (d, J=5.5 Hz,
2 4 H), 431 (dd,
J=8.8, 5.0 Hz, 1 H),
5.62 - 5.87 (m, 2 H),
6.13 (d, J=3.0 Hz, 1
H), 7.39 (d, J=3.0 Hz,
1 H), 7.46 (dd, J=8.5,
1.8 Hz, 1 H), 7.70
(dd, J=8.5, 5.0 Hz, 1
H), 9.14 (dd, J=4.9,
1.6 Hz, 1 H)

B, 0.55

328

16

'"H NMR (300 MHz,
245 -d) § ppm 0.77
(t, =72 Hz, 3 H),
1.02 (dq, J=14.9, 7.3
Hz, 2 H), 1.15 - 1.29

A, 2.5

348

[0109]

21



CN 104837840 A

i M B

20/173 1L

'"H NMR

LC # ¥,
Rt ( min)

LC-MS
RERAR
18

(m, 2 H), 3.25 (td,
J=6.8, 5.4 Hz, 2 H),
4.08 - 422 (m, 1 H),
442 (br. s, 2 H),
5.23 (s, 2 H), 6.20 (d,
J=3.0 Hz, 1 H), 6.83
(ddd, J=8.5, 4.3, 2.2
Hz, 1 H), 695 (,
J=3.0 Hz, 1 H), 7.04 -
7.12 (m, 2 H)

17

"H NMR (400 MHz,
DMSO- ds) 6 ppm
0.69 (t, J=7.3 Hz, 3
H), 0.80 - 0.93 (m, 2
H), 1.05 - 1.17 (m, 1
H), 1.34 - 1.45 (m, 1
H), 3.24 (br. s., 2 H),
406 - 4,16 6 (m, |
H), 4.63 (br. 5., 1 H),
5.03 (d, J=8.6 Hz, 1
H), 524 (s, 2 H),
5.40 - 5.57 (m, 2 H),
599 (d, J=3.1 Hz, 1
H), 6.98 (d, J=7.0 Hz,
2 H), 7.22 - 7.35 (m,
3 H), 7.36 (d, J=2.9
Hz, 1 H)

B, 0.79

326

[0110]

22



CN 104837840 A OB B 21/173 T

A LC-MS
N (” " BERR
# M) 'H NMR oL 14

'H NMR (300 MHz,

(] ?}LN DMSO-d;) & ppm

" 0.89 (t, J=7.4 Hz, 3
r~ H), 1.18 - 1.39 (m, 2
H), 1.45 - 1.63 (m, 2
H), 2.50 (s, 3 H),
3.36 - 3.46 (m, 2 H),
533 (s, 2 H), 5.41 (s,
2 H), 5.96 (d, J=2.9
Hz, 1 H), 7.03 (d,
J=7.6 Hz, 1 H), 7.23
(d, J=7.7 Hz, 1 H),
728 (t, =52 Hz, 1
H), 7.40 (d, J=3.0 Hz,
1 H), 7.71 (t, J=1.7
18 Hz, 1 H)
'"H NMR (300 MHz,
\(N /~:i>‘” DMSO-ds) 6 ppm
. 0.99 (t, J=7.4 Hz, 3
H), 1.26 - 1.43 (m, 2
H), 1.45 (d, ]=6.3 Hz,
6 H), 1.67 (quin,
J=73 Hz, 2 H), 3.54 -
3.63 (m, 2 H), 4.95
(dt, I=12.9, 6.4 Hz, 1
H), 6.18 (d, J=3.2 Hz,
1 H), 6.73 (br. s., 2
19 H), 7.29 (br. s., 1 H),

A, 1.68 311

A, 151 248

[0111]
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CN 104837840 A

i M B

22/173 T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

757 (d, 1=3.2 Hz, 1
H)

20

'"H NMR (300 MHz,
DMSO-ds) 6 ppm
0.89 (t, =73 Hz, 3
H), 1.27 (dq, J=14.9,
74 Hz, 2 H), 1.51
(quin, J=7.2 Hz, 2 H),
2.32 (s, 3 H), 3.26 -
3.44 (m, 2 H), 5.33
(s, 2 H), 551 (s, 2
H), 5.83 - 5.87 (m, 1
H), 5.97 (d, J=3.0 Hz,
1 H), 6.11 (t, J=5.3
Hz, 1 H), 7.29 (,
J=3.0 Hz, 1 H)

A, 145

301

21

'H NMR (400 MHz,
DMSO-ds) & ppm
0.70 (t, J=7.3 Hz, 3
H), 0.82 - 0.98 (m, 2
H), 1.17 - 1.36 (m, 2
H), 1.37 - 1.48 (m, 1
H), 1.51 - 1.63 (m, 1
H), 3.21 - 6 3.31 (m,
2 H), 4.17 - 4.29 (m,
1 H), 4.49 (br. s., 1
H), 5.24 (d, J=8.5 Hz,
1 H), 530 (s, 2 H),

B, 0.83

340

[0112]

24



CN 104837840 A

i M B

23/173 1L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

541 - 5.58 (m, 2 H),
6.00 (d, J=3.0 Hz, 1
H), 695 (s, 1 H),
6.96 (s, 1 H), 7.20 -
7.27 (m, 1 H), 7.27 -
734 (m, 2 H), 7.36
(d,J=3.0 Hz, | H)

22

'H NMR (400 MHz,
DMSO-ds) 6 ppm
0.87 (t, J=7.3 Hz, 3
H), 1.15 - 1.32 (m, 2
H), 1.45 - 1.59 (m, 1
H), 1.64 (td, J=8.0,
5.0 Hz, 1 H), 3.50 -
3.54 (m, 2 H), 3.72 -
3.79 (m, 1 H), 4.35
(td, J=8.5, 4.8 Hz, 1
H), 5.45 - 5.64 (m, 2
H), 6.14 (d, J=3.0
Hz, 1 H), 6.77 (br. s.,
2 H), 7.43 (ddd,
J=7.7,49, 1.0 Hz, 1
H), 7.51 (d, J=7.8
Hz, 1 H), 7.63 (d,
J=3.0 Hz, 1 H), 7.91
(td, J=7.7, 1.8 Hz, 1
H), 842 (d, J=7.8
Hz, 1 H), 8.50 - 8.58

B, 0.69

327

[0113]
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CN 104837840 A

i M B

24/173 1T

£M

'H NMR

LC Fik,
Rt ( min )

LC-MS
READ
18

(m, 1 H)

23

?

"H NMR (300 MHz,
245 -d) & ppm 0.67
(t, /=74 Hz, 3 H),
1.25 (sxt, /=7.3 Hz, 2
H), 3.24 (td, J=7.0,
54 Hz, 2 H), 4.65
(br. s., 1 H), 5.16 (br.
s., 2 H), 5.39 (s, 2 H),
6.30 (d, J/=3.0 Hz, 1
H), 7.03 - 7.13 (m, 3
H), 7.32 - 747 (m, 3
H)

A, 2.15

282

24

'H NMR (400 MHz,
DMSO-ds) 6 ppm
0.82 (t, J=7.40 Hz, 3
H) 1.13 - 1.24 (m, 2
H) 1.43 - 1.54 (m, 2
H) 1.55 - 1.76 (m, 2
H) 3.38 - 3.46 (m, 2
H) 4.28 - 4.37 (m, 1
H) 4.47 (br. s., 1 H)
535 (s, 2 H) 543 -
5.51 (m, 2 H) 5.97 (d,
J=3.01 Hz, 1 H) 6.88
(d, J=8.28 Hz, 1 H)
7.26 (d, J=7.78 Hz, 1
H) 7.37 (ddd, J=7.53,

B, 0.71

341

[0114]
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CN 104837840 A

i M B

25/173 L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

5.02, 1.00 Hz, 1 H)
7.43 (d, J=3.01 Hz, 1
H) 7.84 (td, J=7.65,
1.76 Hz, 1 H) 8.53
(dt, J=4.00, 0.80 Hz,
1 H)

25

'H NMR (400 MHz,
DMSO-ds) 6 ppm
0.74 - 0.85 (m, 3 H)
1.09 - 1.18 (m, 2 H)
.18 - 1.30 (m, 2 H)
1.40 - 1.56 (m, 2 H)
1.56 - 1.65 (m, 1 H)
1.65 - 1.76 (m, 1 H)
3.34 - 3.45 (m, 2 H)

424 - 434 (m, 1 H)

447 (br. s, 1 H) 5.22
(s, 2 H) 539 - 5.53
(m, 2 H) 596 (d,
J=2.76 Hz, 1 H) 6.75
(d, J=8.28 Hz, 1 H)
7.23 (d, J=7.78 Hz, 1
H) 7.37 (ddd, J=7.53,
4.89, 1.13 Hz, 1 H)
741 (d, J=3.01 Hz, 1
H) 7.83 (td, J=7.72,
1.88 Hz, 1 H) 8.50 -
8.55 (m, 1 H)

B, 0.8

355

[0115]

27



CN 104837840 A

i M B

26/173 L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

26

'H NMR (400 MHz,
DMSO-ds) & ppm
0.73 (t, =74 Hz, 3
H), 0.77 - 0.93 (m, 2
H), 1.01 - 1.19 (m, 3
H), 1.38 - 1.51 (m, 1
H), 3.23 - 3.30 (m, 2
H), 4.04 - 6 4.17 (m,
1 H), 4.66 (br. s., 1
H), 5.12 (d, J=8.5 Hz,
1 H), 5.35 (s, 2 H),
5.40 - 5.60 (m, 2 H),
6.01 (d, J=3.0 Hz, 1
H), 6.95 - 7.03 (m, 2
H), 7.22 - 7.35 (m, 3
H), 7.38 (d, J=3.0 Hz,
1 H)

B, 0.86

340

27

'H NMR (400 MHz,
DMSO-ds) 6 ppm
0.74 (d, J=6.52 Hz, 3
H) 0.82 (d, J=6.78
Hz, 3 H) 092 (t,
J=7.28 Hz, 3 H) 1.30
-1.46 (m, 2 H) 1.50 -
1.69 (m, 2 H) 1.87 -
2.01 (m, 1 H) 3.43 -
3.58 (m, 2 H) 3.88
(dd, J=14.68, 8.16

B, 0.76

292

[0116]

28



CN 104837840 A

i M B

27/173 L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

Hz, 1 H) 4.12 (dd,
J=14.56, 6.53 Hz, 1
H) 4.28 (m, J=8.40,
3.90 Hz, 1 H) 4.79
(br.s., | H)5.22 (s, 2
H) 541 (d, J=8.53
Hz, 1 H) 5.89 (d,
J=3.01 Hz, 1 H) 7.15
(d, J=3.01 Hz, 1 H)

28

'H NMR (400 MHz,
DMSO-ds ) 0 ppm
0.69 (d, J=6.9 Hz, 3
H), 0.79 (d, J=6.9 Hz,
3 H), 0.82 - 0.91 (m,
3 H), 1.20 - 1.39 (m,
4 H), 1.49 - 1.65 (m,
2 H), 1.66 - 6 1.79
(m, 2 H), 1.83 - 1.97
(m, 1 H), 3.43 - 3.58
(m, 2 H), 3.86 (dd,
J=14.5, 8.5 Hz, 1 H),
4.12 (dd, J=14.5, 6.5
Hz, 1 H), 4.27 - 4.44
(m, 1 H), 4.71 (br. s.,
1 H), 521 (s, 2 H),
5.75 (d, J=8.5 Hz, 1
H), 5.87 (d, J=2.8 Hz,
1 H), 7.12 (, J=3.2

B, 0.89

320

[0117]

29



CN 104837840 A

in P

28/173 T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

Hz, 1 H)

29

'"H NMR (300 MHz,
DMSO-ds) & ppm
0.75 - 0.85 (m, 3 H),
1.02 (d, J/=7.0 Hz, 2
H), 1.11 - 1.26 (m, 2
H), 1.34 (d, J=76
Hz, 2 H), 3.28 (s, 2
H), 522 (s, 2 H),
5.49 (s, 2 H), 5.76 (s,
1 H), 5.98 (d, J=3.0
Hz, 1 H), 697 (,
J=6.7 Hz, 2 H), 7.17
-7.35 (m, 4 H)

A, 247

310

30

<

N/

e

'H NMR. (400 MHz,
DMSO-d¢) & ppm
0.76 (dd, J=11.42,
6.65 Hz, 6 H) 0.90 (t,
J=7.28 Hz, 3 H) 1.26
-1.37 (m, 2 H) 1.53 -
1.63 (m, 1 H) 1.63 -
1.73 (m, 1 H) 1.74 -
1.90 (m, 3 H) 3.49 -
3.62 (m, 2 H) 4.11 -
422 (m, 2 H) 4.5
(m, J=6.50 Hz, 1 H)
4.79 (t, J=4.52 Hz, 1
H) 6.16 (d, J=3.01

B, 0.82

306

[0118]

30



CN 104837840 A

i M B

29/173 I

'H NMR

LC Fik,
Rt ( min )

LC-MS
READ
18

Mz, 1 ) 7.24 (4,
J=8.28 Hz, 1 H) 7.33
(br. s., 2 H) 7.44 (d,
J=2.76 Hz, 1 H)
12.35 (br. s., 1 H)

31

"H NMR (300 MHz,
DMSO-ds) 6 ppm
0.64 - 0.75 (m, 3 H),
0.77 - 0.97 (m, 2 H),
1.02 - 1.21 (m, 1 H),
1.30 - 1.50 (m, 1 H),
3.33 (d, J=4.3 Hz, 2
H), 4.15 (dd, J=9.2,
45 Hz, 1 H), 4.69
(br. s., 1 H), 5.34 (d,
J=8.5 Hz, 1 H), 542
- 5.64 (m, 2 H), 5.71
(br. s., 2 H), 6.06 (d,
J=3.0 Hz, 1 H), 6.99
(d, J=6.6 Hz, 2 H),
7.17 - 7.37 (m, 3 H),
7.44 (d, J=3.0 Hz, |
H)

A, 207

326

32

'"H NMR (300 MHz,
4% -d) & ppm 0.57
(d, J=6.6 Hz, 6 H),
1.19 (s, 2 H), 1.33 -
1.52 (m, 1 H), 3.05

A, 225

296

[0119]

31



CN 104837840 A

i M B

30/173 7T

'H NMR

LC Fik,
Rt ( min )

LC-MS
READ
18

(dd, J=6.8, 5.6 Hz, 2
H), 4.61 - 478 (m, 1
H), 532 (s, 2 H),
6.25 (d, J=3.0 Hz, 1
H), 6.97 - 7.06 (m, 3
H), 7.26 - 739 (m, 3
H)

33

'"H NMR (300 MHz,
245 -d) 6 ppm 0.74 -
0.82 (m, 3 H), 0.86
(d, J=6.5 Hz, 3 H),
0.93 - 1.28 (m, 4 H),
4,01 - 422 (m, 1 H),
4,39 (d, /~=7.8 Hz, 1
H), 5.05 (br. s., 2 H),

5.37 (s, 2 H), 6.29 (d,

J=3.0 Hz, 1 H), 7.02
- 7.13 (m, 3 H), 7.32
_7.47 (m, 3 H)

A, 24

310

34

'H NMR (300 MHz,
DMSO-ds) 6 ppm
3.24 (s, 3 H), 3.35 -
3.44 (m, 2 H), 3.57
(q, J=5.6 Hz, 2 H),
5.55 (s, 2 H), 5.97
(br. s., 2 H), 6.09 (d,
J=2.9 Hz, | H), 6.30
(br. s., 1 H), 7.05 -

A, 1.81

298

[0120]

32



CN 104837840 A

i M B

31/173 1T

'"H NMR

LC # ¥,
Rt ( min)

LC-MS
RERAR
18

7.14 (m, 2 H), 7.25 -
741 (m, 3 H), 7.46
(d, J=3.0 Hz, 1 H)

35

"H NMR (300 MHz,
DMSO-dg) o6 ppm
0.98 (t, /=7.1 Hz, 3
H), 3.23 - 3.44 (m, 2
H), 543 (s, 2 H),
5.49 (s, 2 H), 5.96 -
6.07 (m, 2 H), 7.02
(d, J=6.7 Hz, 2 H),
7.17 - 7.38 (m, 4 H)

A, 1.96

268

36

"H NMR (300 MHz,
DMSO-ds) & ppm
1.56 (quin, J=6.4 Hz,
2 H), 3.24 - 3.44 (m,
4 H), 4.45 - 4.58 (m,
1 H), 549 (s, 2 H),
5.61 (br. s, 2 H),
6.03 (d, J/=2.9 Hz, 1
H), 6.19 (t, J=5.0 Hz,
1 H), 6.96 - 7.04 (m,
2 H), 7.19 - 7.34 (m,
3 H), 7.37 (d, J=3.0
Hz, 1 H)

A, 1.61

298

[0121]

33



CN 104837840 A OB B 32/173 71

R LC-MS
# M) 'H NMR oL 14

= 'H NMR (400 MHz,
a {_ > DMSO-dy) 5
N 6 ppm
0.74 (t, J=7.3 Hz, 3
{1" H), 0.80 - 0.95 (m, 2
H), 1.02 - 1.17 (m, 2
H), 1.19 - 1.48 (m, 3
H), 1.51 - 1.64 (m, 1
H), 3.21 - 6 3.27 (m,
2 H), 4.20 (tt, J=8.5,| B, 0.92 354
40 Hz, 1 H), 4.49
(br. s., 1 H), 5.18 -
532 (m, 3 H), 5.40 -
5.59 (m, 2 H), 6.00
(d, J=3.1 Hz, 1 H),
6.96 (d, J=7.3 Hz, 2
H), 7.19 - 7.39 (m, 4
37 H)
'H NMR (400 MHz,

@0\/(/ y_ DMSO-d)) & ppm
2= lo.62 (d, 1-4.0 Hz, 3

/:%‘ H), 0.65 (d, J=6.8 Hz,

3 H), 0.95 - 1.04 (m,
1 H), 135-1.47 (m,| B, 084 | 340
1 H), 1.89 (s, 3 H),
335 - 346 6 (m, 2
H), 3.98 - 4.07 (m, 1
H), 5.06 (d, J-8.8 Hz,
38 I H), 5.42 - 5.60 (m,

[0122]

34



CN 104837840 A

i M B

33/173 1L

'"H NMR

LC # ¥,
Rt ( min)

LC-MS
RERAR
18

4 H), 6.01 (d, J=2.9
Hz, 1 H), 6.94 - 6.98
(m, 2 H), 7.23 - 7.08
(m, 1 H), 7.29 - 7.35
(m, 2 H), 7.38 (d,
J=3.1 Hz, 1 H)

39

'"H NMR (400 MHz,
DMSO-ds ) o ppm
0.63 - 0.73 (m, 3 H),
0.75 - 0.95 (m, 2 H),
1.18 - 1.36 (m, 2 H),
1.48 (dd, J=8.9, 4.7
Hz, 1 H), 1.53 - 1.64
(m, 1 H), 320 6 -
3.28 (m, 2 H), 4.13 -
4.29 (m, 1 H), 4.50 (t,
J=54 Hz, 1 H), 5.28
(s, 2 H), 537 (,
J=8.6 Hz, 1 H), 5.47 -
5.69 (m, 2 H), 6.04
(d, J=3.1 Hz, 1 H),
6.81 (d, J=5.9 Hz, 2
H), 7.36 (d, J=2.9 Hz,
1 H), 8.40 - 8.50 (m,
2 H)

B, 0.57

341

[0123]

35



CN 104837840 A

i M B

34/173 1L

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

40

'H NMR (400 MHz,
fA%-d) & ppm 0.76 -
0.82 (m, 3 H), 0.87 -
1.00 (m, 2 H), 1.02 -
1.22 (m, 5 H), 1.28 -
141 (m, 1 H), 1.72 -
1.85 (m, 1 H), 3.34
(td, J=11.6, 2.4 Hz, 1
H), 3.44 - 3.55 (m, |
H), 4.12 - 427 (m, 2
H), 4.58 (br. s., 2 H),
5.26 - 545 (m, 2 H),
6.27 (d, J=3.1 Hz, 1
H), 6.89 - 6.97 (m, 2
H), 7.06 (d, J=3.1 Hz,
1 H), 8.55 - 8.62 (m,
2 H)

B, 0.64

355

41

'H NMR (300 MHz,
245-d) & ppm 0.65 -
0.80 (m, 3 H) 0.89 -
1.07 (m, 2 H) 1.11 -
1.22 (m, 2 H) 3.14 -
3.28 (m, 2 H) 3.73 (s,
3 H)4.76 (br.s., 1 H)
5.08 - 5.24 (m, 2 H)
527 (s, 2 H) 6.18 (d,
J=3.02 Hz, 1 H) 6.84
(d, J=8.66 Hz, 2 H)

A, 226

326

[0124]

36



CN 104837840 A

in P

35/173 1T

'H NMR

LC Fik,
Rt ( min )

LC-MS
READ
18

6.94 (d, J=8.66 Hz, 2
H) 7.00 (d, J=3.02
Hz, 1 H)

42

'H NMR (300 MHz,
DMSO-ds) 6 ppm
0.70 - 0.87 (m, 3 H)
0.97 - 1.14 (m, 2 H)
1.31 - 1.46 (m, 2 H)
3.36 - 340 (m, 2 H)
5.52 (s, 2 H) 5.62 (s,
2 H) 6.05 (d, J=3.02
Hz, 1 H) 6.11 (s, 1 H)
6.90 - 7.09 (m, 2 H)
7.09 - 7.24 (m, 2 H)
739 (d, J=3.02 Hz, 1
H)

A, 223

314

43

Q\/N//

RS

"H NMR (300 MHz,
245 -d) & ppm 0.67 -
0.85 (m, 3 H) 0.94 -
1.13 (m, 2 H) 1.16 -
1.33 (m, 2 H) 3.16 -
343 (m, 2 H) 4.33
(br. s., 1 H) 4.54 (br.
s., 2 H) 5.32 (s, 2 H)
6.21 (d, J=3.02 Hz, 1
H) 6.67 (t, J=7.35
Hz, | H) 699 (d,
J=3.02 Hz, 1 H) 7.00

A, 227

314

[0125]

37



CN 104837840 A

in P

36/173 7L

'"H NMR

LC 7 %,
Rt ( min)

LC-MS
RERAR
18

~7.13 (m, 2 H) 7.22 -
7.32 (m, 1 H)

44

B

"H NMR (300 MHz,
4% -d) & ppm -0.07
-0.07 (m, 2 H) 0.21 -
0.43 (m, 3 H) 0.66 -
0.75 (m, 3 H) 0.76 -
0.95 (m, 1 H) 3.22 -
3.51 (m, 2 H) 4.86
(br. s., 1 H) 5.15 (br.
s, 2 H) 541 (s, 2 H)
6.33 (d, J=3.02 Hz, 1
H) 7.07 (br. s., 1 H)
7.10 (s, 2 H) 7.35 -
7.47 (m, 3 H)

A, 2.46

322

45

"H NMR (300 MHz,
245 -d) & ppm 4.21
(d, J=4.95 Hz, 2 H)
4.48 (br. s., 1 H) 4,70
(br. s., 2 H) 5.18 -
5.30 (m, 2 H) 5.97 (s,
1 H) 6.22 (d, J=3.02
Hz, 1 H) 6.90 (dd,
J=6.53,2.13 Hz, 2 H)
6.98 (s, 1 H) 7.02 (d,
J=3.02 Hz, 1 H) 7.20
2729 (m, 4 H)

A, 2.09

320

[0126]

38



CN 104837840 A

it B

37/173 1

£&H

'H NMR

LC F i,
Rt ( min)

LC-MS
REXR
1E

46

s

"H NMR (300 MHz,
45-d) & ppm -0.12
-0.09 (m, 2 H) 0.24 -
0.46 (m’ 2 H) 0.89 (da
J=5.64 Hz, 3 H) 2.84
-3.06 (m, 1 H) 3.08 -
3.25 (m, 1 H) 451
(br. s, 1 H) 4.63 (br.
s., 2 H) 5.34 (s, 2 H)
6.23 (d, /=3.02 Hz, 1
H) 703 (d, J=2.75
Hz, 2 H) 7.06 (bt. s.,
1 H) 7.27 - 7.40 (m, 3
H)

A, 2.26

308

47

TH NMR (300 MHz,
Atr-d) 8 ppm 1.42
(s, 3 H) 1.58 (s, 3 H)
3.66 - 3.80 (m, 2 H)
442 (br.s., 1 H) 4.71
- 4.88 (m, 1 H) 5.02
(br.s., 2 H) 5.28 (s, 2
H) 621 (d, J=3.02
Hz, 1 H) 6.96 - 7.01
(m, 2 H) 7.02 (s, 1 H)
7.24 - 741 (m, 3 H)

A, 232

308

[0127]

39



CN 104837840 A OB B 38/173 71

- LC-MS
- (7" et
# =2 ) '"H NMR i 18

O g 'H NMR (300 MHz,
N
,_\>‘” 245 -d) & ppm 2.28

. (s, 3 H) 4.46 (d,
%/\ J=5.22 Hz, 2 H) 4.65
(br. s., 2 H) 4.92 (br.
s, 1 H)530 (s, 2 H)| A, 197 335
5.54 (s, 1 H) 6.22 (d,
J=3.02 Hz, 1 H) 6.89
~7.01 (m, 2 H) 7.03
(d, J=3.16 Hz, 1 H)
48 721-7.27 (m, 3 H)

"H NMR (300 MHz,

©\/N ¢ r§>_ 47 -d) & ppm 3.79

3 ) M
,N'\jf J=4.67 Hz, 2 H) 533
(s, 2 H) 5.60 (br. ., 1
H) 584 (d, J=2.06
Hz, 1 H) 628 (d,
J=3.02 Hz, 1 H) 6.43
(br. 5., 2 H) 6.96 (dd,
J=6.53,2.82 Hz, 2 H)
7.02 (d, J=3.02 Hz, 1
H) 7.18 (d, J=2.20
Hz, 1 H) 7.21 - 7.28
49 (m, 3 H)

A, 1.83 334

[0128]

40



CN 104837840 A

i M B

39/173 1T

4k

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

50

“H
>

'H NMR (300 MHz,
fA%-d) & ppm 0.83 -
091 (m, 3 H) 1.30 -
141 (m, 2 H) 1.57 -
1.67 (m, 2 H) 3.44 -
3.60 (m, 2 H) 541 (s,
2 H) 6.22 (br. s, 2 H)
6.21 (d, J=3.02 Hz, 1
H) 7.05 (d, J=3.02
Hz, 1 H) 7.55 - 7.65
(m, 2 H) 7.70 (t,
J=7.49 Hz, 1 H) 7.76
- 7.86 (m, 1 H) 7.95
(d, /=8.11 Hz, 1 H)
823 (br.s., 1 H) 9.12
(s, L H)

A, 252

347

51

'H NMR (300 MHz,
45 -d) & ppm 0.71
(d, /=632 Hz, 6 H)
0.74 - 0.86 (m, 1 H)
0.93 - 1.05 (m, 2 H)
3.15 - 328 (m, 2 H)
4.59 (br.s., 1 H) 5.29
(s, 2 H) 6.18 (br. s., 2
H) 627 (d, J=3.02
Hz, 1 H) 6.97 - 7.01
(m, 2 H) 7.02 (br. s.,
1 H)7.26 - 7.42 (m, 3

A, 245

310

[0129]

41



CN 104837840 A

i M B

40/173 1L

&M

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

H)

52

ot

'"H NMR (300 MHz,
47 -d) & ppm 0.89 -
0.95 (m, 1 H) 0.92 (1,
J=7.35 Hz, 3 H) 1.00
- 1.26 (m, 4 H) 1.31 -
144 (m, 2 H) 147 -
1.75 (m, 8 H) 3.43 -
3.59 (m, 2 H) 3.83 (d,
J=7.29 Hz, 2 H) 4.73
(br. s., 1 H) 4.93 (br,
s., 2 H) 6.08 (d,
J=3.02 Hz, 1 H) 6.81
(d, J=3.02 Hz, 1 H)

A, 2.68

302

53

A\/N / -‘:{)‘N

"H NMR (300 MHz,
A5 -d) & ppm 0.19 -
0.35 (m, 2 H) 0.50 -
0.65 (m, 2 H) 0.69 -
0.86 (m, 1 H) 0.91 (,
J=7.29 Hz, 3 H) 1.33
- 1.45 (m, 2 H) 1.49 -
1.65 (m, 2 H) 3.50
(td, J=7.11, 5.57 Hz,
2 H) 4.00 (d, J=6.05
Hz, 2 H) 4.68 (br. s.,
2 H)4.80 (br.s., 1 H)
6.10 (d, J=3.02 Hz, 1
H) 6.93 (d, J=3.02

A, 2.19

260

[0130]

42



CN 104837840 A

i M B

41/173 L

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

Hz, 1 H)

54

'"H NMR (300 MHz,
47 -d) & ppm 0.69 -
0.74 (m, 3 H) 0.89 -
0.97 (m, 2 H) 1.07 -
1.13 (m, 2 H) 2.21 (s,
3H)3.14-3.27 (m, 2
H) 4.66 (br. s., 1 H)
5.24 (s, 2 H) 6.40 (br.
s., 2 H) 6.78 - 6.86
(m, 1 H) 6.92 - 7.05
(m, 2 H) 7.26 - 7.41
(m, 3 H)

A, 246

310

55

'H NMR (300 MHz,
25 -d) § ppm 0.96
(t, /=729 Hz, 3 H)
1.38 - 1.57 (m, 2 H)
1.58 - 1.75 (m, 2 H)
3.54 - 3.64 (m, 2 H)
429 - 442 (m, 2 H)
4.56 (t, J=4.88 Hz, 2
H) 4.59 (br. s., 2 H)
5.96 (br. s., 1 H) 6.26
(d, /=3.02 Hz, 1 H)
6.79 - 6.91 (m, 2 H)
6.99 (d, /=3.02 Hz, 1
H) 7.00 - 7.08 (m, 1
H) 7.28 - 7.34 (m, 2

A, 247

326

[0131]

43



CN 104837840 A

in P

42/173 L

&M

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

H)

56

7~

'"H NMR (300 MHz,
245-d) & ppm 0.93
(t, J=7.35 Hz, 3 H)
1.36 - 1.52 (m, 2 H)
152 - 1.71 (m, 2 H)
3.46 - 3.65 (m, 2 H)
535 (s, 2 H) 6.06 (br.
s, 2 H) 622 (,
J=3.02 Hz, 1 H) 7.13
(d, J=3.02 Hz, 1 H)
731 (t, J=5.02 Hz, 1
H) 8.02 (br. s,, 1 H)
8.71 (d, J=5.09 Hz, 2
H)

C, 4.68

298

57

'H NMR (300 MHz,
f45-d) & ppm 0.79
(t, J=7.29 Hz, 3 H)
122 (dd, J=15.19,
7.49 Hz, 2 H) 1.39 -
1.56 (m, 2 H) 3.29 -
345 (m, 2 H) 4.63
(br.s.,2 H)5.44 (s, 2
H) 6.17 (d, J=3.02
Hz, 1 H) 7.00 (br. s.,
1 H) 7.09 (d, J=3.02
Hz, 1 H) 7.18 - 7.28
(m, | H) 742 - 7.57

A, 2.49

347

[0132]

44



CN 104837840 A

in P

43/173 1L

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

(m, | H) 7.62 - 7.83
m, 2 H) 797 (,
J=8.39 Hz, | H) 8.10
(d, J=8.39 Hz, 1 H)

58

"H NMR (300 MHz,
24%-d) & ppm 0.69 -
0.74 (m, 3 H) 0.89 -
097 (m, 2 H) 1.07 -
1.13 (m, 2 H) 2.21 (s,
3H)3.14-3.27 (m, 2
H) 4.66 (br. s., 1 H)
5.24 (s, 2 H) 6.40 (br.
s., 2 H) 6.78 - 6.86
(m, 1 H) 692 - 7.05
(m, 2 H) 7.26 - 7.41
(m, 3 H)

A, 2.56

310

59

'H NMR (300 MHz,
f45-d) & ppm 0.89
(t, /=722 Hz, 3 H)
1.26 - 1.40 (m, 2 H)
141 - 1.57 (m, 2 H)
1.70 - 1.77 (m, 6 H)
332 - 3.51 (m, 2 H)
4.47 (br. s., 2 H) 4.66
(d, /=5.64 Hz, 2 H)
498 (br.s., 1 H) 5.28
- 541 (m, 1 H) 6.06
(d, /=3.02 Hz, 1 H)

A, 237

274

[0133]

45



CN 104837840 A

in P

44/173 L

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

6.84 (d, J=3.02 Hz, |
H)

60

'"H NMR (300 MHz,
fRAF-d) & ppm 4.47
(br. s., 2 H) 4.74 (4,
J=5.50 Hz, 2 H) 5.15
(t, J=5.16 Hz, 1 H)
532 (s, 2 H) 6.22 (d,
J=3.02 Hz, 1 H) 6.94
- 7.01 (m, 2 H) 7.03
(d, J=3.02 Hz, 1 H)
7.14 (d, J=3.30 Hz, 1
H) 7.17 - 7.27 (m, 3
H) 7.58 (d, J=3.30
Hz, 1 H)

A, 1.86

337

61

7

"H NMR (300 MHz,

f45-d) & ppm 4.38
(d, J=5.36 Hz, 2 H)
4.49 (br. s., 2 H) 4.54
- 4.66 (m, 1 H) 5.26
(s, 2 H) 621 (@,
J=3.02 Hz, 1 H) 6.84
- 6.92 (m, 2 H) 7.00 -
7.08 (m, 2 H) 7.08 -
7.14 (m, 1 H) 7.14 -
723 (m, 3 H) 8.15 -
823 (m, 1 H) 8.36 -
8.44 (m, 1 H)

A, 1.28

331

[0134]

46



CN 104837840 A

i M B

45/173 1L

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

62

'H NMR (300 MHz,
A5 -d) & ppm 0.92
(t, J=7.35 Hz, 3 H)
137 (dq, J=14.90,
731 Hz, 2 H) 1.52 -
1.63 (m, 2 H) 1.65 -
1.78 (m, 2 H) 1.78 -
1.90 (m, 2 H) 1.91 -
2.05 (m, 2 H) 247 -
2.83 (m, 2 H) 3.41 -
3.54 (m, 1 H) 4.05 (d,
J=7.01 Hz, 2 H) 4.73
(br. s., 1 H) 4.89 (br.
s, 2 H) 6.09 (,
J=3.02 Hz, 1 H) 6.85
(d, J=3.02 Hz, 1 H)

A, 233

274

63

'H NMR (400 MHz,
DMSO- dy) & ppm
0.75 (t, J=7.3 Hz, 3
H), 0.98 - 1.06 (m, 2
H), 1.32 (quin, J=7.2
Hz, 2 H), 2.27 (s, 3
H), 3.24 - 3.28 (m, 2
H), 5.25 (br. s., 6 2
H), 544 (s, 2 H),
575 (t, I=5.4 Hz, 1
H), 587 (s, 1 H),
6.87 (d, J=7.0 Hz, 2

B, 0.97

310

[0135]

47



CN 104837840 A

i M B

46/173 7L

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

H), 7.19 - 7.25 (m, 1
H), 7.25 - 7.32 (m, 2
H)

64

'H NMR (300 MHz,
4% -d) & ppm 0.75
(t, J=7.30 Hz, 3 H)
0.89 - 1.06 (m, 2 H)
1.11 - 1.29 (m, 2 H)
3.24 - 334 (m, 2 H)
516 (br.s., 1 H) 5.47
(s, 2 H)5.96 (br. s., 2
H) 621 (d, J=3.02
Hz, 1 H) 7.00 (d,
J=3.02 Hz, 1 H) 7.18
-7.26 (m, 2 H) 8.33 -
842 (m, 1 H) 8.49 -
8.59 (m, 1 H)

C, 421

297

65

'"H NMR (300 MHz,
245 -d) & ppm 0.95
(t, J=7.29 Hz, 3 H)
1.30 - 1.54 (m, 2 H)
1.70  (quin, J=7.32
Hz, 2 H) 3.50 (td,
J=7.11, 5.02 Hz, 2 H)
4.76 (br. s., 2 H) 5.77
(s, 2 H) 6.14 (d,
J=3.02 Hz, 1 H) 7.17
-7.21 (m, 1 H) 7.62 -

A, 2.61

347

[0136]

48



CN 104837840 A

i M B

47/173 L

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

773 (m, 3 H) 7.80 -
787 (m, 1 H) 8.25 -
834 (m, 1 H) 8.37 (d,
J=5.77 Hz, 1 H) 8.59
(br. s., 1 H)

66

&

NN/,{>§

=N

'"H NMR (300 MHz,
f45-d) § ppm 0.90
(t, J=7.22 Hz, 3 H)
1.25 - 1.40 (m, 2 H)
143 - 1.54 (m, 2 H)
3.29 (td, J=7.11, 5.57
Hz, 2 H) 3.87 (br. s.,
1 H)4.07 - 4.22 (m, 2
H) 4.23 - 4.31 (m, 2
H) 4.61 (br. s., 2 H)
6.06 (t, J=2.06 Hz, 2
H) 6.14 (d, J=3.02
Hz, 1 H) 629 (t,
J=2.06 Hz, 2 H) 6.70
(d, J=3.02 Hz, 1 H)

A, 2.15

299

67

'"H NMR (300 MHz,
247 -d) & ppm 0.92
(t, =729 Hz, 3 H)
1.26 - 1.47 (m, 2 H)
1.49 - 1.67 (m, 2 H)
2.34 - 246 (m, 4 H)
2.72 - 2.81 (m, 2 H)
3.52 (td, J=7.22, 5.77

A, 1.16

319

[0137]
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CN 104837840 A

i M B

48/173 1L

'"H NMR

LC 7 ik,
Rt ( min)

LC-MS
RERI
18

Hz, 2 H) 3.57 - 3.64
(m, 4 H) 4.17 - 4.24
(m, 2 H) 5.75 - 6.08
(m, 2 H) 6.19 (d,
J=3.02 Hz, 1 H) 6.87
(d, 1=3.02 Hz, 1 H)
8.19(br.s., 1 H)

68

'"H NMR (300 MHz,
247 -d) & ppm 0.90
(t, =729 Hz, 3 H)
1.30 - 1.46 (m, 2 H)
1.58 - 1.73 (m, 2 H)
3.53 (td, J=7.01, 5.22
Hz, 2 H) 5.32 (s, 2 H)
578 - 6.11 (m, 2 H)
6.18 (d, J=3.02 Hz, |
H) 6.78 - 6.84 (m, 1
H) 7.01 (d, J=3.02
Hz, 1 H) 7.18 - 7.24
(m, 2 H) 746 (,
J=9.07 Hz, 1 H) 7.54
(s, 1 H) 8.06 (d,
J=6.74 Hz, 1 H) 8.92
-9.11 (m, 0 H)

A, 1.76

336

69

'"H NMR (300 MHz,
245 -d) & ppm 0.74
(t, J=7.30 Hz, 3 H)
0.90 - 1.12 (m, 2 H)

A, 244

326

[0138]
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CN 104837840 A

i M B

49/173 1T

'"H NMR

LC # ¥,
Rt ( min)

LC-MS
RERAR
18

.14 - 1.27 (m, 2 H)
3.20 - 3.28 (m, 2 H)
3.85 (s, 3 H) 4.55 (br.
s, 3 H) 522 - 5.27
(m, 2 H) 6.18 (,
J=3.02 Hz, 1 H) 6.62
(d, J=7.01 Hz, 1 H)
6.82 (t, 1=7.56 Hz, 1
H) 6.87 (d, J=8.25
Hz, 1 H) 698 (d,
J=3.02 Hz, 1 H) 7.20
727 (m, 1 H)

70

"H NMR (300 MHz,
245 -d) & ppm 0.74
(t, J=7.40 Hz, 3 H)
0.88 - 1.09 (m, 2 H)
1.10 - 1.25 (m, 2 H)
3.18 - 3.28 (m, 2 H)
421 (br. s., 1 H) 4.66
(br.s., 2 H) 5.23 (s, 2
H) 622 (d, J=3.16
Hz, 2 H) 6.89 (d,
J=5.77 Hz, 1 H) 6.96
(d, J=3.02 Hz, 1 H)
8.51 - 8.59 (m, 2 H)

A, 1.14

297

[0139]

51



CN 104837840 A

i M B

50/173 7T

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

71

'H NMR (300 MHz,
A5 -d) & ppm 091
(t, I=7.29 Hz, 3 H)
127 - 1.45 (m, 2 H)
149 - 1.67 (m, 3 H)
1.85 (d, I=7.01 Hz, 1
H) 1.91 - 2.12 (m, 2
H) 3.39 - 3.49 (m, 2
H) 3.72 (t, J=6.67 Hz,
2 H) 4.02 (dd,
J=15.81, 454 Hz, 1
H) 4.12 - 4.23 (m, 1
H) 4.42 (dd, J=15.74,
1.72 Hz, 1 H) 5.76 -
6.13 (m, 2 H) 6.23 (d,
J=3.02 Hz, 1 H) 6.82
(d, J=3.02 Hz, 1 H)
7.61 -7.79 (m, 1 H)

A, 2.17

290

72

'"H NMR (300 MHz,
245 -d) & ppm 0.78
(t, J=7.30 Hz, 3 )
1.00 - 1.15 (m, 2 H)
1.16 - 1.29 (m, 2 H)
3.19 - 331 (m, 2 H)
446 (br.s., 1 H) 4.59
(br.s.,2H)527 (s, 2
H) 6.17 (d, J=3.02
Hz, 1 H) 6.82 (dd,

A, 227

302

[0140]

52



CN 104837840 A OB B 51/173 71

. LC-MS
" (7’— || AEAA
# LM "H NMR i 1&

J=4.95,1.10 Hz, 1 H)
691 - 6.95 (m, 1 H)
6.97 (d, J=3.02 Hz, 1
H) 7.34 (dd, J=4.95,
2.89 Hz, 1 H)
'"H NMR (300 MHz,
4}\/1\1//_“\}\h 245 -d) § ppm 0.79
OV (¢, 15720 Hz, 3 H)
~ 1.02 - 1.33 (m, 4 H)
1.90 - 2.08 (m, 2 H)
3.27 (td, J=6.80, 5.36
Hz, 2 H) 4.58 (br. s.,
2 H) 541 (s, 2 H)| A, 228 302
6.19 (d, J-3.02 Hz, 1
H) 6.67 - 6.84 (m, 1
H) 6.93 (dd, J=5.02,
3.51 Hz, 1 H) 6.98
(d, J=3.16 Hz, 1 H)
7.26 (dd, J=5.09, 0.96
73 Hz, 1 H)
'"H NMR (300 MHz,

Q\/Qh{)" 247 -d) & ppm 0.73
;J\N N | (t, J=7.20 Hz, 3 H)
0.89 (d, J=6.46 Hz, 3

H) 0.93 - 1.07 (m, 2
H) 1.07 - 1.29 (m, 2

H) 4.05 - 4.20 (m, 1
74 H) 443 (d, J=7.84

A, 253 328

[0141]
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CN 104837840 A

i M B

52/173 1T

'H NMR

LC Fik,
Rt ( min )

LC-MS
READ
18

Mz, 1 1) 5.16 - 5.29
(m, 2 H) 5.33 (s, 2 H)
6.25 (d, J=3.02 Hz, 1
H) 6.68 (t, J=7.49 Hz,
1 H)7.02 -7.13 (m, 3
H) 7.23 - 7.34 (m, 1
H)

75

'H NMR (300 MHz,
245 -d) & ppm 0.72
(t, J=7.00 Hz, 3 H)
0.83 (d, J=6.46 Hz, 3
H) 0.86 - 1.07 (m, 2
H) 1.08 - 1.22 (m, 2
H) 3.74 (s, 3 H) 4.07
(s, 1 H) 457 - 4.62
(m, 1 H) 5.23 (s, 2 H)
5.30 - 5.55 (m, 2 H)
6.24 (d, J=3.02 Hz, 1
H) 6.82 - 6.89 (m, 2
H) 6.90 - 6.97 (m, 2
H) 7.02 (d, J=3.02
Hz, 1 H)

A, 2.58

340

76

"H NMR (300 MHz,
DMSO-d;) 6 ppm
0.68 (t, J=7.20 Hz, |
H) 0.81 - 0.95 (m, 2
H) 0.96 - 1.14 (m, 2
H) 1.16 - 1.36 (m, 2

A, 234

372

[0142]

54



CN 104837840 A

i M B

53/173 1L

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

H) 1.36 - 1.62 (m, 2
H) 3.21 - 3.28 (m, 2
H) 4.09 - 4.25 (m, 1
H) 4.39 - 4.48 (m,
H) 5.15 - 5.26 (m,
H) 5.32 - 5.39 (m,
H) 5.40 - 5.50 (m,
H) 5.55 - 5.65 (m,
H) 5.96 (d, J=2.90
Hz, 1 H) 6.34 - 6.44
(m, 1 H) 697 - 7.05
(m, 1 H) 7.10 - 7.30
(m, 3 H)

p— ek N

77

'"H NMR (300 MHz,
247 -d) & ppm 0.73
(t, J=7.20 Hz, 3 H)
0.80 - 1.00 (m, 4 H)
1.00 - 1.33 (m, 2 H)
147 - 1.83 (m, 3 H)
3.15 - 3.26 (m, 1 H)
332 - 343 (m, 1 H)
3.72 (s, 3 H) 4.01 -
4.14 (m, 1 H) 4.22 (4,
J=8.25 Hz, 1 H) 4.40
(br, s., 2 H) 5.16 -
5.29 (m, 2 H) 6.18 (d,
J=3.02 Hz, 1 H) 6.80
- 6.95 (m, 4 H) 7.03

A, 234

384

[0143]

55



CN 104837840 A

w B P

54/173 H1

&M

'H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

(d, 1=3.02 Hz, 1 H)

78

A N -
j\c

'"H NMR (300 MHz,
CDCly) & 7.31 (t, J =
7.9 Hz, 1H), 7.12 (d,
J=3.0 Hz, 1H), 6.95
(d, J = 8.5 Hz, 1H),
6.89 (d, J = 7.6 Hz,
1H), 6.63 (d, J = 6.9
Hz, 1H), 6.29 (d, J =
3.0 Hz, 1H), 5.33 (d,
J = 6.0 Hz, 2H), 5.02
(s, 2H), 4.60 (s, 1H),
4.20 (s, 1H), 3.92 (s,
3H), 3.50 — 3.35 (m,
1H), 3.24 (td, J =
11.6, 2.7 Hz, 1H),
1.86 — 1.69 (m, 2H),
1.44 — 1.29 (m, 1H),
1.29 — 0.92 (m, 6H),
0.81 (t, J = 7.2 Hz,
3H).

A, 242

384

79

'"H NMR (300 MHz,
CDCly) & 7.34 (t, J =
7.8 Hz, 1H), 7.10 (d,
J=3.0 Hz, 1H), 6.97
(d, J = 8.5 Hz, 1H),
691 (d, J = 7.4 Hz,
1H), 6.65 (d, J = 7.4

A, 2.60

340

[0144]

56



CN 104837840 A

i M B

55/173 1T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

Hz, 1H), 6.31 (d, J =
3.0 Hz, 1H), 5.33 (s,
2H), 4.76 (d, J = 7.2
Hz, 1H), 4.18 (dt, J =
142, 69 Hz, 1H),
3.93 (s, 3H), 1.24 —
0.95 (m, 6H), 0.91 (d,
J = 6.5 Hz, 3H), 0.79
(t, J="7.0 Hz, 3H).

80

'H NMR (300 MHz,
CDCly) & 7.24 (t, J =
7.8 Hz, 1H), 7.05 (d,
J=13.0 Hz, 1H), 6.88
(d, J = 8.3 Hz, 1H),
6.83 (t, J = 7.8 Hz,
1H), 6.56 (d, J = 7.3
Hz, 1H), 6.21 (d, J =
3.0 Hz, 1H), 526
(2d, J = 6.0 Hz, 2H),
4.90 (s, 2H), 4.52 (d,
J =83 Hz, 1H), 4.17
(dd, J=9.1, 6.4 Hz,
1H), 3.86 (s, 3H),
3.36 (ddd, J = 11.8,
5.0, 2.7 Hz, 1H), 3.17
(td, J = 11.5, 2.7 Hz,
1H), 1.77 — 1.60 (m,
1H), 1.37 — 1.13 (m,

A, 225

370

[0145]
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CN 104837840 A OB B 56,/173 1

R LC-MS
# M) 'H NMR oL 14

2H), 1.09 — 0.75 (m,
4H), 0.71 (t, J = 7.0
Hz, 3H).

o '"H NMR (300 MHz,
Q\/N _ )~ CDCly) 8 727 (dd, J
!

Y ~(=13.6, 6.2 Hz, 1H),
jj 7.09 (d, J = 10.1 Hz,
1H), 7.05 (d, J = 3.1
Hz, 1H), 7.02 (d, J =
7.7 Hz, 1H), 6.63 (t, J
= 7.2 Hz, 1H), 6.24
(d, J = 3.0 Hz, 1H),
5.42 — 5.25 (m, 2H),
4.78 (s, 2H), 4.43 (s,
1H), 4.20 (s, 1H),
3.48 — 3.36 (m, 1H),
3.25 (td, J=11.6,2.5
Hz, 1H), 1.82 — 1.65
(m, 2H), 1.39 — 0.86
(m, 5H), 0.71 (t, J =
81 7.1 Hz, 3H).
'"H NMR (300 MHz,

oY, Q% CDCls) § 6.92 (d, J =

’ =7 "]3.0 Hz, 1H), 6.16 (d,
pr J=30Hz 1H),585| A, 222 | 318
(s, 1H), 5.51 (s, 2H),
4,60 - 439 (m, 1H),
82 4.24 — 4.04 (m, 2H),

A, 219 358

[0146]

58



CN 104837840 A

i M B

57/173 1T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

381 (d, J = 6.6 Hz,
OH), 2.71 (dt, J =
149, 7.5 Hz, 1H),
2.15 — 1.32 (m, 13H),
097 (t, J = 7.3 Hz,
3H).

83

'H NMR (300 MHz,
CDCly) & 7.44 — 7.28
(m, 5H), 6.93 (d, J =
3.0 Hz, 1H), 6.17 (d,
J=3.0 Hz, 1H), 4.95
(s, 1H), 4.83 (s, 2H),
478 (d, J = 52 Hz,
2H), 4.03 (t, J = 7.2
Hz, 2H), 1.85 — 1.59
(m, 2H), 1.35 — 1.10
(m, 2H), 0.84 (t, J =
7.3 Hz, 3H).

A, 2.55

296

84

O\/N/'{>~

/\?“_‘\z
[o]

'"H NMR (300 MHz,
CDCly) & 6.94 (d, J=
3.0 Hz, 1H), 6.17 (d,
J =3.0 Hz, 1H), 5.08
(s, 2H), 4.46 (s, 1H),
427 — 3.99 (m, 2H),
3.72 (d, J = 6.9 Hz,
2H), 8.12 — -0.50 (m,
60H), 2.71 (dd, J =
14.9, 7.4 Hz, 1H),

A, 2.65

332

[0147]

59



CN 104837840 A

i M B

58/173 il

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

2.13 — 1.31 (m, 16H),
0.92 (t, J = 6.8 Hz,
3H).

85

'"H NMR (300 MHz,
CDCly) 6 8.75 (d, J =
1.9 Hz, 1H), 7.19 (s,
J=1.9 Hz, 1H), 7.02
(d, J = 3.0 Hz, 2H),
6.19 (d, J = 3.0 Hz
1H), 5.36 (s, 2H),
5.22 — 4.88 (m, 2H),
437 (s, 2H), 3.48
(dd, J = 23.1, 14.8
Hz, 3H), 2.03 — 1.83
(m, 2H), 1.81 — 1.05
(m, 5H), 0.82 (dt, J =
19.4, 7.1 Hz, 3H).

A, 135

347

86

'"H NMR (300 MHz,
CDCly) 6 7.48 — 7.28
(m, 3H), 7.15 (d, J =
6.8 Hz, 2H), 5.72 (d,
J=3.3 Hz, 1H), 5.25
(s, 2H), 4.44 (s, 2H),
416 (s, 1H), 3.23
(dd, J=12.0, 6.8 Hz,
2H), 1.18 (dd, J =
144, 7.1 Hz, 2H),
1.03 (dd, J = 15.0,

A, 2.58

314

[0148]

60



CN 104837840 A

in P

59/173 7T

'H NMR

LC # ik,
Rt ( min)

LC-MS
RERI
1

7.1 Hz, 2H), 0.79 (t, J
—17.1 Hz, 3H).

87

'"H NMR (300 MHz,
CDCl;) 8 6.88 (d, J =
3.0 Hz, 1H), 6.13 (d,
J =29 Hz, 1H), 5.60
(s, 1H), 5.46 (s, 2H),
4.57 — 445 (m, 1H),
4.00 (dd, J = 15.0,
6.2 Hz, 1H), 3.89 —
3.69 (m, 3H), 2.10 —
1.91 (m, 2H), 1.85 —
1.06 (m, 16H), 0.95
(dd, J=15.9, 8.6 Hz,
3H).

A, 1.89

346

88

s =
4\,}\/“ /hr{}_
N
Ni

~

'H NMR (300 MHz,
CDCly) 6 8.79 (d, J =
1.9 Hz, 1H), 7.19 (d,
J=1.6 Hz, 1H), 7.07
(s, 1H), 6.25 (d, J =
8.1 Hz, 1H), 6.22 (d,
J=3.0 Hz, 1H), 5.43
(d, J = 1.3 Hz, 2H),
442 (s, 2H), 4.34
(ddd, J = 11.0, 5.5,
29 Hz, 1H), 3.57
(dd, J=11.8, 2.6 Hz,
1H), 344 (td, J =

A, 151

361

[0149]
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CN 104837840 A

i M B

60/173 7L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

11.7, 2.4 Hz, 2H),
2.03 — 1.87 (m, 2H),
1.70 — 1.45 (m, 2H),
1.41 — 1.18 (m, 4H),
0.87 (t, J = 6.5 Hz,
3H).

89

'H NMR (300 MHz,
CDCly) & 9.55 (s,
1H), 8.34 (d, J = 4.5
Hz, 1H), 7.70 (td, J =
7.7, 1.7 Hz, 1H), 7.30
(d, J = 7.8 Hz, 1H),
7.23 (dd, J = 7.0, 5.1
Hz, 1H), 7.04 (d, J =
3.0 Hz, 1H), 6.21 (d,
J=13.0 Hz, 1H), 5.92
(s, 3H), 5.25 (s, 2H),
475 (d, J = 5.5 Hz,
2H), 2.32 (s, 3H).

A, 1.25

336

90

'"H NMR (300 MHz,
CDCly) & 9.39 (s,
1H), 7.63 (t, J = 7.7
Hz, 1H), 7.17 (s, 1H),
7.14 (d, J = 5.5 Hz,
1H), 7.10 (d, J = 3.2
Hz, 1H), 6.24 (d, J=
3.0 Hz, 1H), 6.01 (s,
1H), 533 (s, 2H),

A, 1.37

350

[0150]

62



CN 104837840 A

i M B

61/173 1L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

5.27 (s, 2H), 4.83 (d,
J=15.6 Hz, 2H), 2.39
(s, 3H), 2.38 (s, 3H).

91

e

S e

=N

/\?.‘ NZ
L]

'"H NMR (300 MHz,
CDCly) 6 6.90 (d, J =
3.0 Hz, 1H), 6.26 (d,
J=3.0 Hz, 1H), 5.49
(s, 1H), 534 (d, J =
23.9 Hz, 2H), 4.55 —
431 (m, 2H), 4.23 (s,
1H), 4.09 (dd, J =
158, 42 Hz, 1H),
3.85 — 3.49 (m, 4H),
2.15 — 1.81 (m, 6H),
1.75 — 1.54 (m, 4H),
1.54 — 1.30 (m, 3H),
0.89 (dd, J = 143,
7.3 Hz, 3H).

A, 222

348

92

'"H NMR (300 MHz,
CDCl;) 8 6.70 (d, J =
2.9 Hz, 1H), 6.06 (d,
J=3.0 Hz, 1H), 5.43
(s, 1H), 5.31 (s, 2H),
4.26 (t, J = 12.8 Hz,
2H), 4.03 (s, 1H),
3.89 (dd, J = 158,
43 Hz, 1H), 3.69 —
3.24 (m, 4H), 2.09 —

A, 2.00

334

[0151]

63




CN 104837840 A

in P

62/173 1L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

1.61 (m, 4H), 1.60 —
1.33 (m, 4H), 1.31 —
1.09 (m, 3H), 0.74 (4,
J=17.2Hz, 3H).

93

"H NMR (300 MHz,
CDCly) 6 7.37 (t, J =
7.4 Hz, 3H), 7.08 (d,
J = 6.6 Hz, 2H), 6.90
(d, J = 2.7 Hz, 1H),
5.25 (s, 2H), 4.53 (s,
2H), 435 (s, 1H),
325 (dd, J = 12.1,
6.8 Hz, 2H), 1.32 —
1.13 (m, 2H), 1.04
(dq, J=13.9, 7.1 Hz,
2H), 0.79 (t, J = 7.2
Hz, 3H).

A, 240

314

94

NYN‘ \

Naw N

O_\ll§

e

'"H NMR (300 MHz,
CDCly) 6 7.38 (q, J =
6.2 Hz, 3H), 7.07 (d,
J = 6.5 Hz, 2H), 6.97
(d, J = 2.7 Hz, 1H),
526 (d, J = 2.4 Hz,
2H), 4.52 (s, 2H),
420 (d, J=11.6 Hz,
1H), 3.42 (d, J=11.7
Hz, 1H), 3.22 (td, J=
11.7, 24 Hz, 2H),

A, 2.24

358

[0152]

64




CN 104837840 A

i BB B

63/173 7T

'H NMR

LC 7%,
Rt ( min)

LC-MS
RERR
18

1.85 — 1.66 (m, 2H),
1.24 (d, J = 7.1 Hz,
2H), 0.95 (ddd, J =
24.8, 13.8, 9.0 Hz
3H), 0.75 (4, J = 6.8
Hz, 3H).

95

"H NMR (300 MHz,
CDCly) & 7.46 — 7.31
(m, 3H), 7.07 (d, J =
6.5 Hz, 2H), 6.97 (d,
J=2.7Hz, 1H), 5.26
(d, J = 3.3 Hz, 2H),
4.55 (s, 2H), 4.32 —
4.02 (m, 1H), 3.53 —
333 (m, 1H), 3.22
(td, J=11.7, 2.5 Hz,
2H), 1.74 (ddd, J =
143, 86, 4.1 Hz,
2H), 1.38 — 1.08 (m,
3H), 0.93 (ddd, J =
13.8, 11.7, 43 Hz
4H), 0.80 (t, J = 7.2
Hz, 3H).

A, 2.44

372

96

NY’N | \

Nz N

'H NMR (300 MHz,
CDCls) 6 7.49 — 7.30
(m, 3H), 7.08 (d, J =
6.3 Hz, 2H), 6.91 (d,
J=2.7 Hz, 1H), 5.24

A, 2.55

328

[0153]
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CN 104837840 A

i M B

64/173 1L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

(s, 2H), 4.51 (s, 2H),
428 — 3.96 (m, 1H),
1.08 (dddd, J = 18.0,
16.8, 13.6, 10.8 Hz,
7H), 0.85 (d, J = 6.4
Hz, 3H), 0.77 (dd, J
= 9.4, 4.5 Hz, 3H).

97

'H NMR (300 MHz,
DMSO-ds) 6 ppm
0.94 (t, /=74 Hz, 3
H), 1.29 - 1.47 (m, 2
H), 1.61 (t, J=7.1 Hz,
2 H), 3.46 (q, J=6.7
Hz, 2 H), 3.80 (s, 6
H), 5.17 (s, 2 H),
5.31 (s, 2 H), 5.80 (d,
J=2.9 Hz, 1 H), 6.33
(t, /=54 Hz, 1 H),
6.66 - 6.83 (m, 3 H),
7.38 (t, J=8.5 Hz, 1
H)

A, 279

356

98

'"H NMR (300 MHz,
DMSO-ds) o ppm
091 (t, J=7.29 Hz, 3
H) 1.14 - 1.43 (m, 5
H) 1.46 - 1.72 (m, 2
H) 3.79 (s, 6 H) 4.41
-4.60 (m, 1 H) 5.32 -

A, 297

370

[0154]
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CN 104837840 A

i M B

65/173 7L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

5.49 (m, 2 H) 6.02 (d,
J=3.02 Hz, 1 H) 6.72
- 6.88 (m, 5 H) 6.92
(d, J=3.02 Hz, 1 H)
7.40 (t, J=8.39 Hz, 1
H)

99

'H NMR (300 MHz,
DMSO-ds) 6 ppm
0.79 - 0.93 (m, 3 H)
1.18 - 1.39 (m, 4 H)
1.49 - 1.86 (m, 4 H)
3.41 - 3.54 (m, 2 H)
3.78 (s, 6 H) 4.30 -
448 (m, 1 H) 4.56 -
4.70 (m, 1 H) 5.10 -
5.24 (m, 2 H) 5.32 (s,
2H)5.78 -5.83 (mm, 1
H) 5.85 - 5.93 (m, 1
H) 6.76 (s, 3 H) 7.30
- 744 (m, 1 H)

A, 270

414

100

'"H NMR (300 MHz,
DMSO-ds) & ppm
0.74 - 1.01 (m, 3 H)
1.19 - 1.44 (m, 2 H)
1.46 - 1.74 (m, 2 H)
3.45 - 3.58 (m, 2 H)
3.80 (s, 6 H) 4.24 -
4.43 (m, 1 H) 4.75 -

A, 249

386

[0155]
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CN 104837840 A

i M B

66/173 7L

'"H NMR

LC # &,
Rt ( min)

LC-MS
REZR
18

4.88 (m, 1 H) 5.11 -
5.22 (m, 2 H) 5.23 -
536 (m, 2 H) 5.74 -
5.81 (m, 1 H) 5.81 -
5.85 (m, 1 H) 6.78 (s,
3 H)7.29 - 7.44 (m, 1
H)

101

A Ng "
f‘}m

'H NMR (300 MHz,
DMSO-ds) & ppm
0.75 - 0.93 (m, 3 H)
1.19 - 1.40 (m, 4 H)
145 - 1.61 (m, 1 H)
1.61 - 1.78 (m, 1 H)
344 - 3.63 (m, 2 H)
3.80 (s, 6 H) 4.31 (d,
J=4.95 Hz, 1 H) 4.81
(br.s., 1 H) 5.17 (s, 2
H) 5.30 (s, 2 H) 5.78
(d, J=8.52 Hz, 1 H)
5.83 (d, 1=3.02 Hz, 1
H) 6.69 - 6.82 (m, 1
H) 6.69 - 6.82 (m, 2
H) 7.37 (t, J=8.39 Hz,
1 H)

A, 2.69

400

102

=N

A Ny o

'"H NMR (300 MHz,
DMSO-ds) & ppm
0.89 (1, I=7.40 Hz, 3
H) 1.20 - 1.42 (m, 2

A, 257

400

[0156]
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CN 104837840 A OB B 67/173 T

o | LCMS
7 RERA
Rt ( min)

# %M '"H NMR 18
H) 1.44 - 1.85 (m, 4
H) 3.42 - 3.54 (m, 2
H) 3.78 (s, 6 H) 4.32
-4.51 (m, 1 H) 4.56 -
469 (m, 1 H) 5.12 -
523 (m, 2 H) 5.32 (s,
2 H) 5.81 (d, J=2.90
Hz, 1 H) 5.85 - 5.93
(m, 1 H) 6.71 - 6.79
(m, 3 H) 7.31 - 7.44
(m, 1 H)
"H NMR (400 MHz,
Q\/?N‘M DMSO-d;) & ppm
P = |3.17 (s, 3 H) 3.31 -
/ 342 (m, 3 H) 345 -
3.56 (m, 3 H) 3.86 (s,
3H)5.11 (br. s, 2 H)
5.35 (s, 2 H) 5.62 (t,
J=5.05 Hz, 1 H) 5.97
(d, J=2.83 Hz, 1 H)
6.60 - 6.69 (m, 1 H)
6.84 (td, 1=7.47, 0.81
Hz, 1 H) 7.05 (d,
J=8.07 Hz, 1 H) 7.18
(d, J=3.23 Hz, 1 H)
103 722-733(m, 1H) | D, 0.74 328

[0157]
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CN 104837840 A

i M B

68/173 1L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

104

'H NMR (300 MHz,

) DMSO-d¢) & ppm

1.56 (d, J=6.87 Hz, 3
H) 4.01 (s, 3 H) 5.26
(s, 2 H) 549 (t
J=7.01 Hz, 1 H) 5.89
(d, J=2.89 Hz, 1 H)
6.67 (d, I=7.42 Hz, 1
H) 7.14 (d, J=2.89
Hz, 1 H) 7.28 (dd,
J=7.01, 5.22 Hz, 1 H)
7.50 (d, J=7.84 Hz, 1
H) 7.78 (td, J=7.70,
1.65 Hz, 1 H) 8.56
(d,J=4.67 Hz, 1 H)

A, 1.23

269

105

'H NMR (300 MHz,
DMSO-ds) & ppm
1.53 (d, J=6.87 Hz, 3
H) 3.24 (s, 3 H) 3.68
(t, =481 Hz, 2 H)
442 (t, I74.81 Hz, 2
H) 5.24 (s, 2 H) 547
(t, J=7.01 Hz, 1 H)
5.94 (d, J=2.89 Hz, 1
H) 693 (d, J=742
Hz, 1 H) 7.20 (,
J=3.02 Hz, 1 H) 7.26
(dd, J=7.22, 5.02 Hz,

A, 145

313

[0158]
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CN 104837840 A

i M B

69/173 1L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

1 H) 7.47 (d, J=7.84
Hz, 1 H) 775 (td,
J=7.63, 1.37 Hz, | H)
8.55 (d, J=4.81 Hz, 1
H)

106

'H NMR (400 MHz,
DMSO-ds) o ppm
0.95 (t, I=7.37 Hz, 3
H) 1.37 - 1.46 (m, 2
H) 1.64 (quin, J=7.26
Hz, 2 H) 342 (d,
J=6.93, 5.28 Hz, 2 H)
3.90 (s, 3 H) 5.18 (s,
2 H) 538 (s, 2 H)
5.89 (d, J=3.08 Hz, 1
H) 7.21 (d, J=3.08
Hz, 1 H) 7.42 (dd,
J=8.47,4.73 Hz, 1 H)
7.54 - 7.60 (m, 2 H)
8.11 (dd, J=4.73, 1.21
Hz, 1 H)

D, 0.90

327

o

107

=

QJNH

'"H NMR (400 MHz,
DMSO-ds) o ppm
3.20 (s, 3 H) 3.36 (t,
J=6.05 Hz, 2 H) 3.47
- 3.54 (m, 2 H) 3.71
(s, 3 H) 529 (s, 2 H)
542 (s, 2 H) 5.88 (t,

D, 0.71

328

[0159]
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CN 104837840 A OB B 70/173 1

- LC-MS
Rt (Z- i ,) RERR
# LA '"H NMR i 18

J=5.50 Hz, 1 H) 6.00
(d, J=2.86 Hz, 1 H)
6.61 (d, J=7.48 Hz, 1
H) 6.63 - 6.66 (m, 1
H) 6.83 (dd, J=8.14,
220 Hz, 1 H) 7.23 t,
J=7.92 Hz, 1 H) 7.35
(d, J=3.08 Hz, 1 H)

R "H NMR (400 MHz
\ 7N ’
AT DMSO-d;) & ppm

= 1.21 (d, J=7.04 Hz, 6
"% H) 3.02 (m, J=6.60,

6.60, 6.60, 6.60, 6.60,
6.60 Hz, 0 H) 4.64
(d, J=5.72 Hz, 2 H)
5.35 (s, 2 H) 5.56 (s,
2 H) 597 (d, J=3.08
Hz, 1 H) 601 (d,
J=0.66 Hz, 1 H) 7.24
(t, J=5.83 Hz, | H)
7.32 (d, J=3.08 Hz, |
H) 740 (d, J=1.98
Hz, 1 H) 9.03 (d,
108 J=1.76 Hz, 1 H) D, 077 | 370
"H NMR (400 MHz,

- LAy, DMSO-dy 5 ppm

";Z)- " 1070 (t, 1=7.04 Hz, 3

109 H) 0.84 - 0.95 (m, 2| D, 0.8 370

[0160]
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CN 104837840 A

w B P

71/173 3T

'H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

H) 1.17 - 1.35 (m, 2
H) 1.38 - 1.46 (m, 1
H) 1.53 - 1.62 (m, 1
H) 3.23 - 3.34 (m, 2
H) 3.68 (s, 3 H) 4.22
(dt, J=8.53, 4.43 Hz,
1 H) 449 (t, J=5.50
Hz, 1 H) 5.14 (d,
J=8.58 Hz, 1 H) 5.23
(s, 2 H) 545 (q,
J=1695 Hz, 2 H)
5.98 (d, J=2.86 Hz, 1
H) 648 (d, J=7.70
Hz, 1 H) 6.56 - 6.58
(m, 1 H) 6.82 (dd,
J=8.14, 2.20 Hz, 1 H)
7.21 (t, J=7.92 Hz, 1
H) 734 (d, J=3.08
Hz, 1 H)

110

'H NMR (400 MHz,
DMSO-ds) ¢ ppm
2.30 (s, 3 H) 3.80 (s,
3 H) 4.55 (d, J=5.72
Hz, 2 H) 5.34 (s, 2 H)
541 (s, 2 H) 5.71 (d,
J=0.88 Hz, 1 H) 5.99
(d, J=2.86 Hz, 1 H)
6.44 (dd, J=7.59, 1.43

D, 0.79

365

[0161]
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CN 104837840 A

i M B

72/173 1T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

Hz, 1| H) 650 (t
J=5.83 Hz, 1 H) 6.80
(td, J=7.43, 0.99 Hz,
1 H) 7.01 (d, 1=7.48
Hz, 1 H) 7.21 - 7.27
(m, 2 H)

111

'H NMR (400 MHz,
DMSO-ds) 6 ppm
1.59 - 1.70 (m, 4 H)
2.28 - 2.39 (m, 4 H)
3.18 (s, 3 H) 3.32 (t,
J=6.46 Hz, 2 H) 3.44
- 3.50 (m, 4 H) 5.26
(s, 2 H) 543 (s, 2 H)
5.86 (t, J=4.84 Hz, 1
H) 597 (d, J-2.83
Hz, 1 H) 6.84 - 6.90
(m, 0 H) 7.03 (s, | H)
7.15 (m, J=7.67 Hz, 1
H) 7.22 (t, J=7.30 Hz,
1 H) 7.32 (d, J=3.23
Hz, 1 H)

E, 118

381

112

'H NMR (300 MHz,
DMSO-ds) o ppm
2.29 (s, 3 H) 4.55 (d,
J=5.50 Hz, 2 H) 5.55
(s, 1 H) 5.61 (s, 2 H)
5.68 (br.s., 2 H) 6.11

A, 0.994

336

[0162]
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CN 104837840 A

i M B

73/173 1L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

(d, J=2.89 Hz, | H)
6.83 (d, J=5.64 Hz, 2
H) 6.92 (t, J=5.43 Hz,
1 H) 7.43 (d, J=3.02
Hz, 1 H) 844 (d,
J=5.77 Hz, 2 H)

113

'H NMR (400 MHz,
DMSO-ds) 6 ppm
2.60 (s, 3 H) 3.22 (s,
3 H) 3.52 (t, J=5.70
Hz, 2 H) 3.72 (q,
J=5.58 Hz, 2 H) 5.71
(br. s., 2 H) 626 (d,
J=3.08 Hz, 1 H) 7.21
(d, J=7.48 Hz, 1 H)
7.34 - 7.58 (m, 3 H)
7.72 (d, J=2.86 Hz, 1
H) 7.94 (t, J=7.70 Hz,
1 H)8.81-897 (mm, 1
H) 12.60 (br. s., 1 H)

E, 1.28

313

114

'"H NMR (400 MHz,
DMSO-ds) & ppm
0.87 (t, J=7.37 Hz, 3
H) 1.18 - 1.32 (m, 2
H) 1.50 (quin, J=7.21
Hz, 2 H) 3.33 - 3.38
(m, 2 H) 5.27 (s, 2 H)
5.79 (s, 2 H) 5.99 (d,

E, 1.6

303

[0163]
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CN 104837840 A OB B 74/173 T

R LC-MS
# M) 'H NMR oL 14

J=3.08 Hz, 1 H) 6.47
(t, J=5.28 Hz, 1 H)
7.35 (d, J=2.86 Hz, 1
H) 7.67 (d, J=3.08
Hz, 1 H) 7.77 (@,
J=3.30 Hz, 1 H)

'H NMR (400 MHz,

3 1Y \.,, DMSO-do) & ppm
Py =\ 1330 (s, 3 H) 3.52 -
/ 3.57 (m, 2 H) 3.57 -

3.64 (m, 2 H) 3.90 (s,
3 H) 523 (s, 2 H)
537 (s, 2 H) 5.90 (d,
J=3.08 Hz, 1 H) 7.21
(d, J=2.86 Hz, 1 H)
7.41 (dd, J=8.36, 4.62
Hz, 1 H) 7.54 (dd,
J=8.58, 1.10 Hz, 1 H)
7.80 (t, J=4.95 Hz, 1
H) 8.12 (dd, J=4.73,
115 1.21 Hz, 1 H) D, 0.68 329
'"H NMR (400 MHz,

C‘\/@v% Y| DMSO-dg) & ppm
/J‘ NH

0.78 (t, J=7.30 Hz, 3
H) 1.01 - 1.11 (m, 2
H) 1.33 (quin, J=7.26
Hz, 2 H) 1.62 - 1.68
116 (m, 4 H) 231 - 237 | D, 0.73 379

[0164]
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CN 104837840 A OB B 75/173 T

o | LCMS
7 RERA
Rt ( min)

# s '"H NMR 18
(m, 4 H) 3.25 - 3.29
(m, 2 H) 3.48 (s, 2 H)
521 (s, 2 H) 547 (s,
2 H) 5.69 (t, 1=5.39
Hz, 1 H) 597 (,
J=2.86 Hz, 1 H) 6.79
(d, =748 Hz, 1 H)
7.01 (s, 1 H) 7.15 (d,

=7.70 Hz, 1 H) 7.21
(t, 1=7.59 Hz, 1 H)
7.31 (d, J=2.86 Hz, 1
H)

; "H NMR (400 MHz,
i i )\ |DMSO-dg) & ppm
=" | 3.15 (s, 3 H) 3.35 (t,
/ J=5.83 Hz, 2 H) 3.50
(q, J=5.65 Hz, 2 H)
5.30 (s, 2 H) 5.63 (s,
2 H) 6.01 (d, J=3.08
Hz, 1 H) 6.56 (4,
J=539 Hz, 1 H) 7.17
(d, 1=8.36 Hz, 1 H)
7.39 (d, J=3.08 Hz, 1
H) 8.21 (dd, J=8.36,
1.98 Hz, 1 H) 891 -
117 8.94 (m, 1 H) D, 0.77 367

[0165]
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CN 104837840 A

i M B

76/173 7T

'"H NMR

LC # ¥,
Rt ( min)

LC-MS
RERAR
18

118

"H NMR (300 MHz,

| DMSO-ds) & ppm

3.15 (s, 3 H) 3.25 -
3.31 (m, 2 H) 3.47 (d,
J=5.77 Hz, 2 H) 5.32
(s, 2 H) 5.53 (s, 2 H)
5.97 (s, 1 H) 6.03 (d,
J=2.89 Hz, 1 H) 6.91
(d, J=5.91 Hz, 2 H)
7.36 (d, J=3.02 Hz, 1
H) 847 (d, J=5.91
Hz, 2 H)

A, 0.83

299

119

"H NMR (300 MHz,

| DMSO-dg) & ppm

3.26 (s, 3 H) 3.4 -
3.52 (m, 2 H) 3.52 -
3.62 (m, 2 H) 5.30 (s,
2 H) 544 (s, 2 H)
5.96 (d, 1=3.02 Hz, 1
H) 729 (d, J=7.70
Hz, | H) 7.33 - 7.45
(m, 1 H) 7.33 - 7.45
(m, 2 H) 7.83 (td,
J=7.70, 1.65 Hz, 1 H)
8.56 (d, J=4.26 Hz, 1
H)

A, 0.83

299

[0166]
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CN 104837840 A

i M B

77/173 7L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

120

ofNH

o
/ -
=N
/

'H NMR (400 MHz,
DMSO-ds) & ppm
3.25 - 3.29 (m, 3 H)
3.47 - 3.54 (m, 2 H)
3.54 - 3.61 (m, 2 H)
3.81 (s, 3 H) 5.25 (s,
2 H) 533 (s, 2 H)
5.94 (d, J=3.08 Hz, 1
H) 6.95 (dd, J=5.72,
2.64 Hz, 1 H) 6.98
(d, J=2.42 Hz, 1 H)
7.39 (d, J=3.08 Hz, 1
H) 7.74 (t, J=5.06 Hz,
1 H) 8.37 (d, J=5.72
Hz, 1 H)

D, 0.65

329

121

N e —

\ r‘E/ihB
Y \ >
Q\/ . k.

© ot

'H NMR (400 MHz,
DMSO-ds) & ppm
3.18 (s, 3 H) 3.38 (1,
J=5.70 Hz, 2 H) 3.51
(q, J=5.65 Hz, 2 H)
391 (s, 3 H) 5.31 (s,
2 H) 540 (s, 2 H)
595 - 6.00 (m, 2 H)
7.08 (d, J=5.72 Hz, 1
H) 721 (d, J=3.08
Hz, 1 H) 7.65 (s, 1 H)
8.38 (d, J=5.72 Hz, 1
H)

D, 0.52

329

[0167]
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CN 104837840 A OB B 78/173 1

o | LCMS
7| RRER
Rt ( min)

# s "H NMR 18
- 'H NMR (400 MHz,
e QQ\H DMSO-dg) & ppm

e 2.28 (s, 3 H) 4.56 (d,

wj J=5.94 Hz, 2 H) 5.38
(s, 2 H) 5.68 (s, 2 H)
5.76 (d, J=0.88 Hz, 1
H) 6.05 (d, J=3.08
Hz, 1 H) 7.04 (d,
J=8.36 Hz, 1 H) 7.08
(t, 1=5.83 Hz, 1 H)
741 (d, J=3.08 Hz, 1
H) 8.16 (dd, J=8.36,
1.98 Hz, 1 H) 8.82 -
122 8.85 (m, 1 H) D, 0.80 404

Q 'H NMR (400 MHz,

3; | 231 (s, 3 H) 3.85 (s,
WU, |3 H) 4.56 (d, J=5.72
Hz, 2 H) 5.37 (s, 2 H)
5.44 (s, 2 H) 5.82 (s,
1 H) 6.01 (d, J=3.08
Hz, 1 H) 670 (1,
J=5.72 Hz, 1 H) 7.05
(d, 1=5.72 Hz, 1 H)
7.22 (d, J=2.86 Hz, 1
H) 7.53 (s, | H) 8.37
123 (d,J=5.50Hz, | H) | D, 0.8 366

[0168]
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CN 104837840 A

i M B

79/173 1T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

124

'H NMR (400 MHz,
DMSO-ds) & ppm
231 (s, 3 H) 3.71 (s,
3 H) 3.72 (s, 3 H)
4.60 (d, J=5.72 Hz, 2
H) 5.32 - 5.37 (m, 4
H) 5.86 (s, 1 H) 5.99
(d, I=2.86 Hz, 1 H)
6.55 (d, J=7.92 Hz, 1
H) 6.83 (t, J=5.83 Hz,
1 H) 7.19 (d, J=7.92
Hz, 1 H) 7.34 (,
J=2.86 Hz, 1 H)

D, 0.70

396

125

"H NMR (400 MHz,
DMSO-ds) 6 ppm
2.34 (s, 3 H) 4.63 (d,
J=5.50 Hz, 2 H) 5.36
(s, 2 H) 5.58 (d,
J=1.76 Hz, 2 H) 5.97
(d, J=3.08 Hz, 1 H)
6.06 (d, J=0.88 Hz, 1
H) 7.26 (dd, J=3.08,
0.88 Hz, 1 H) 7.44 -
7.49 (m, 1 H) 7.62 (t,
J=5.72 Hz, 1 H) 7.78
(ddd, J=9.90, 8.47,
1.21 Hz, 1 H) 8.21 -
8.24 (m, 1 H)

D, 0.67

354

[0169]
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CN 104837840 A

i M B

80/173 1L

&M

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

126

/ =
Q\/l\/:/i‘}}.w:
—NH

Y
A

'H NMR (400 MHz,
DMSO-ds) & ppm
0.76 - 0.83 (m, 2 H)
0.99 - 1.04 (m, 2 H)
2.06 (tt, J=8.47, 4.95
Hz, 1 H) 4.59 (,
J=5.50 Hz, 2 H) 5.36
(s, 2 H) 5.48 (s, 2 H)
5.90 (s, 1 H) 5.99 (d,
J=2.86 Hz, 1 H) 7.14
-7.17 (m, 1 H) 7.31 -
7.35 (m, 1 H) 7.40 (d,
J=2.86 Hz, 1 H) 7.74
(t, J=5.61 Hz, 1 H)
7.76 - 7.82 (m, 1 H)
8.40 - 8.43 (m, 1 H)

D, 0.74

362

127

'"H NMR (400 MHz,

1DMSO-dg) 6 ppm

1.19 (d, J=7.04 Hz, 6
H) 2.94 - 3.08 (m, 1
H) 4.63 (d, J=5.72
Hz, 2 H) 5.37 (s, 2 H)
5.49 (s, 2 H) 5.93 (s,
1 H) 5.99 (d, J=3.08
Hz, 1 H) 7.15 (4,
J=7.92 Hz, 1 H) 7.32
(dd, J=7.04, 5.06 Hz,
1 H) 7.41 (d, J=2.86

D, 0.79

364

[0170]

82




CN 104837840 A

i M B

81/173 1T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

Hz, 1 H) 7.74 (,
J=5.61 Hz, 1 H) 7.78
(td, J=7.70, 1.76 Hz,
1 H) 8.40 (d, J=4.18
Hz, 1 H)

128

'H NMR (400 MHz,
DMSO-ds) o ppm
2.35 (d, J=0.66 Hz, 3
H) 3.15 (s, 3 H) 3.55
(t, J=5.06 Hz, 2 H)
436 (t, J=4.95 Hz, 2
H) 4.62 (d, J=5.72
Hz, 2 H) 5.31 (s, 2 H)
5.92 (d, J=3.08 Hz, 1
H) 6.18 (d, J=0.88
Hz, 1 H) 6.84 (t,
J=5.83 Hz, 1 H) 7.17
(d, J=3.08 Hz, 1 H)

E, 1.09

303

129

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
1.38 (t, J=6.9 Hz, 3
H), 3.15 (s, 3 H),
3.27 - 3.33 (m, 2 H),
347 (q, J=5.6 Hz, 2
H), 4.10 (q, J=7.0 Hz,
2 H), 5.29 (s, 2 6 H),
537 (s, 2 H), 5.72 (t,
J=5.4 Hz, 1 H), 5.97

E, 1.52

342

[0171]

83



CN 104837840 A

i M B

82/173 1T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

(d, J=2.9 Hz, 1 H),
6.59 (dd, J=7.5, 1.5
Hz, 1 H), 6.79 - 6.85
(m, 1 H), 7.02 (d,
J=7.7 Hz, 1 H), 7.20 -
7.27 (m, 2 H)

130

'H NMR (400 MHz,
DMSO-ds) 6 ppm
0.71 - 0.78 (m, 3 H),
0.96 - 1.08 (m, 2 H),
1.28 - 1.38 (m, 2 H),
322 - 3.29 (m, 2 H),
5.28 (s, 2 H), 5.59 (s,
2 H), 5.77 6 (, I=5.4
Hz, 1 H), 6.03 (,
J=3.1 Hz, 1 H), 6.35
(d, J=7.7 Hz, 1 H),
7.19 - 7.25 (m, 1 H),
7.28 (d, J=3.1 Hz, 1
H), 7.35 - 7.40 (m, 2
H)
SLAST 1343 1.l1.es
p

E, 1.84

380

131

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
229 - 2.33 (m, 3 H)
3.71 (s, 3 H) 4.59 (d,
J=5.72 Hz, 2 H) 5.36

D, 0.74

366

[0172]

84



CN 104837840 A

i M B

83/173 I

'H NMR

LC Fik,
Rt ( min )

LC-MS
READ
18

(s, 2 ) 5.44 (s, 2 TI)
582 - 5.85 (m, 1 H)
6.01 (d, J=3.08 Hz, 1
H) 650 (d, J=7.26
Hz, 1 H) 670 (d,
J=8.14 Hz, 1 H) 6.90
(t, J=5.72 Hz, 1 H)
7.36 (d, 1=2.86 Hz, 1
H) 7.62 (dd, J=8.25,
737 Hz, 1 H)

132

QNLQ&NH

ot

"H NMR (300 MHz,
A5 -d) & ppm 3.30
(s, 3 H) 3.47 - 3.60
(m, 2 H) 3.68 (m,
J=5.10, 5.10, 5.10
Hz, 2 H) 5.37 (s, 2 H)
5.77 (br. s., 2 H) 6.20
(d, J=3.02 Hz, 1 H)
7.02 (d, J=3.16 Hz, 1
H) 7.23 - 7.31 (m, 1
H) 7.85 (br. s, 1 H)
8.78 (d, J=1.79 Hz, 1
H)

A, 1.61

305

133

"H NMR (400 MHz,
DMSO-ds) 6 ppm
0.79 (t, J=7.3 Hz, 3
H), 1.09 (dq, J=15.0,
7.4 Hz, 2 1), 1.30 -

D, 1.0

340

[0173]

85



CN 104837840 A OB B 84/173 T

e | LCMS
CFE | RERA
Rt (min)

# &M '"H NMR 18
1.35 (m, 2 H), 1.38 (t,
J=6.9 Hz, 3 H), 3.24 -
3.29 (m, 2 6 H), 4.10
(q, J=6.9 Hz, 2 H),
5.22 (s, 2 H), 5.39 (s,
2 H), 5.50 (t, J=5.4
Hz, 1 H), 596 (d,
J=2.9 Hz, | H), 6.48
(dd, J=7.5, 1.3 Hz, 1
H), 6.77 - 6.84 (m, 1
H), 7.03 (d, J=7.9 Hz,
1 H), 7.20 - 7.26 (m,
2 H)

G/[") "H NMR (400 MHz,

| %L/ DMSO-d;) & ppm
S (/i\p 0.91 (t, =74 Hz, 3

FFNH H), 1.29 - 1.39 (m, 2
H), 1.54 - 1.65 (m, 2
H), 1.84 - 1.94 (m, 1
H), 2.17 - 2.30 (m, 1
H), 3.37 - 6 3.44 (m,
2 H), 3.70 - 3.79 (m,
2 H), 3.82 (s, 3 H),
3.83 -3.90 (m, 2 H),
497 - 5.04 (m, 1 H),
5.22 (s, 2 H), 5.30 (s,
2 H), 593 (d, J=3.1
134 Hz, 1 H), 7.03 (s, 1 | D, 0.82 413

[0174]

86



CN 104837840 A

W BB

85/173 i1

'H NMR

LC F i,
Rt (min)

LC-MS
RERR
18

H), 7.40 (d, J=2.9 Hz,
1 H), 747 (&, J=5.1
Hz, 1 H), 8.10 (s, 1
H)

135

'H NMR (400 MHz,
DMSO-ds) o ppm
091 (t, J=74 Hz, 3
H), 1.29 - 1.39 (m, 2
H), 1.54 - 1.65 (m, 2
H), 1.84 - 1.94 (m, 1
H), 2.17 - 2.30 (m, 1
H), 3.37 - 6 3.44 (m,
2 H), 3.70 - 3.79 (m,
2 H), 3.82 (s, 3 H),
3.83 - 3.90 (m, 2 H),
497 - 5.04 (m, 1 H),
5.22 (s, 2 H), 5.30 (s,
2 H), 593 (d, J=3.1
Hz, 1 H), 7.03 (s, 1
H), 7.40 (d, J=2.9 Hz,
1 H), 747 (t, J=5.1
Hz, 1 H), 8.10 (s, 1
H)

D, 0.64

415

136

'H NMR (400 MHz,
DMSO-ds) & ppm
4.94 (d, J=5.9 Hz, 2
H), 537 (s, 2 H),
5.53 (s, 2 H), 6.01 (d,

D, 0.60

338

[0175]

87



CN 104837840 A

in P

86/173 L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

J=3.1 Hz, 1 H), 7.15
d, J=7.7 Hz, 1 H),
731 (ddd, J=7.7, 6
4.8, 1.1 Hz, 1 H),
743 (d, J=3.1 Hz, 1
H), 7.52 (d, ]=3.3 Hz,
1 H), 771 (d, J=3.3
Hz, 1 H), 7.78 (td,
J=7.7, 2.0 Hz, 1 H),
8.10 (t, J=5.8 Hz, 1
H), 8.42 - 8.46 (m, 1
H)

137

"H NMR. (400 MHz,
DMSO-dgs) o ppm
1.05 (d, J=6.2 Hz, 6
H), 3.46 - 3.59 (m, 5
H), 527 (s, 2 H),
5.44 (s, 2 H), 5.96 (d,
J=3.1Hz, 1 H), 7.17 -
7.25 (m, 2 H), 6 7.31
- 7.39 (m, 2 H), 7.77
- 7.85 (m, 1 H), 8.51
-8.59 (m, 1 H)

D, 0.73

327

138

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
1.78 (quin, J=6.6 Hz,
2 H), 3.20 (s, 3 H),
3.28 - 3.32 (m, 2 H),

D, 0.63

313

[0176]

88



CN 104837840 A

in P

87/173 1L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

3.37 - 3.44 (m, 2 H),
5.25 (s, 2 H), 547 (s,
2 H), 5.96 (d, 6 J=2.9
Hz, 1 H), 7.01 (4,
J=5.2 Hz, 1 H), 7.16
(d, 7.9 Hz, 1 H),
7.32 - 7.39 (m, 2 H),
7.81 (td, J=7.7, 1.8
Hz, 1 H), 8.53 - 8.56
(m, 1 H)

139

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
1.47 - 1.58 (m, 1 H),
1.72 - 1.88 (m, 3 H),
3.39 - 3.54 (m, 2 H),
3.58 - 3.66 (m, 1 H),
3.70 - 3.78 (m, 1 H),
4.00 (quin, 6 J=6.2
Hz, 1 H), 5.26 (s, 2
H), 5.38 - 5.50 (m, 2
H), 5.96 (d, J=2.9 Hz,
1 H), 724 @, J=1.7
Hz, 1 H), 7.30 (t,
J=5.4 Hz, 1 H), 7.35
(ddd, J=7.6, 5.0, 1.1
Hz, 1 H), 7.39 (,
J=3.1 Hz, 1 H), 7.82
(td, J=7.7, 1.8 Hz, 1

D, 0.65

325

[0177]

89



CN 104837840 A

i M B

88/173 I

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

H), 8.55 (ddd, J=4.8,
1.5,0.9 Hz, 1 H)

140

NH

AN s

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
1.08 (t, I=7.0 Hz, 3
H), 3.43 (q, J=7.0 Hz,
2 H), 3.48 - 3.59 (m,
4 H), 527 (s, 2 H),
5.44 (s, 2 H), 5.96 (d,
J=3.1 Hz, 1 6 H),
7.23 - 7.31 (m, 2 H),
7.35 (ddd, J=7.6, 5.0,
1.1 Hz, 1 H), 7.38 (d,
J=3.1 Hz, 1 H), 7.81
(td, J=7.7, 1.8 Hz, 1
H), 8.53 - 8.57 (m, 1
H)

D, 0.66

313

141

'"H NMR (400 MHz,
DMSO-ds) & ppm
0.87 (t, =74 Hz, 3
H), 1.21 - 1.33 (m, 1
H), 1.33 - 1.45 (m, 1
H), 3.26 - 3.33 (m, 1
H), 3.45 (dt, J=13.1,
54 Hz, 1 H), 6 3.50 -
3.60 (m, 1 H), 4.81
(br. s., 1 H), 5.27 (s,
2 H), 547 (s, 2 H),

D, 0.58

313

[0178]

90




CN 104837840 A

i M B

89/173 I

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

5.96 (d, I=3.1 Hz, 1
H), 7.17 - 7.26 (m, 2
H), 7.34 (ddd, J=7.7,
48, 1.1 Hz, 1 H),
738 (d, 1=3.1 Hz, 1
H), 7.81 (td, =77,
1.8 Hz, 1 H), 8.52 -
8.56 (m, 1 H)

142

'H NMR (400 MHz,
DMSO-ds) o ppm
4.79 (d, J=5.7 Hz, 2
H), 531 (s, 2 H),
5.47 (s, 2 H), 5.99 (d,
J=2.9 Hz, 1 H), 7.14
(d, J=0.7 Hz, 1 H),
728 - 736 (m, 2 6
H), 7.42 (d, J=2.9 Hz,
1 H), 7.81 (td, J=7.7,
1.8 Hz, 1 H), 7.99 (d,
J=0.9 Hz, 1 H), 8.06
(t, J=5.6 Hz, 1 H),
8.40 - 8.45 (m, 1 H)

D, 0.57

322

143

'H NMR (400 MHz,

" DMSO-ds) o ppm

223 - 232 (m, 3 H)
4.53 (d, J=5.94 Hz, 2
H) 5.40 (s, 2 H) 5.67
- 571 (m, 3 H) 6.07

E, 143

404

[0179]

91



CN 104837840 A

i M B

90/173 I

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

(d, J=3.08 Hz, 1 H)
6.90 (d, 1=7.92 Hz, 1
H) 6.96 (t, J=5.83 Hz,
1 H) 7.41 (d, J=3.08
Hz, 1 H) 7.81 (d,
J=7.70 Hz, 1 H) 8.01
(t,J=7.92 Hz, 1 H)

144

'H NMR (400 MHz,
DMSO-ds) 6 ppm
231 - 235 (m, 3 H)
4.59 (d, J=5.72 Hz, 2
H) 5.36 (s, 2 H) 5.52
(s, 2 H) 589 (,
J=0.88 Hz, 1 H) 6.00
(d, J=3.08 Hz, 1 H)
7.11 (dd, J=8.69, 4.51
Hz, 1 H) 7.28 (4,
J=5.83 Hz, 1 H) 7.39
(d, J=3.08 Hz, 1 H)
7.70 (td, J=8.80, 2.86
Hz, 1 H) 842 (,
J=2.86 Hz, 1 H)

E, 149

354

145

'H NMR (400 MHz,
DMSO-ds) o ppm
2.31 (d, J=0.66 Hz, 3
H) 459 (d, J=5.72
Hz, 2 H) 5.38 (s, 2 H)
5.64 (s, 2 H) 5.84 (d,

D, 0.79

404

[0180]

92



CN 104837840 A

in P

91/173 I

'H NMR

LC Fik,
Rt ( min )

LC-MS
READ
18

J=0.66 Hz, 1 H) 6.02
(d, J=3.08 Hz, 1 H)
7.29 (t, J=5.72 Hz, 1
H) 742 - 745 (m, 2
H) 7.69 - 7.72 (m, 1
H) 871 (d, J=5.06
Hz, 1 H)

146

'"H NMR (400 MHz,
DMSO-ds) o ppm
0.93 (t, J=7.3 Hz, 3
H), 1.37 (dq, J=15.0,
7.3 Hz, 2 H), 1.56 -
1.66 (m, 2 H), 2.21
(s, 3 H), 233 (s, 3
H), 336 - 3.42 (m, 6
3 H), 3.72 (s, 3 H),
5.21 (s, 2 H), 5.44 (s,
2 H), 592 (d, J=3.1
Hz, 1 H), 7.30 (d,
J=3.1 Hz, 1 H), 7.85
¢, J=5.1 Hz, 1 H),
821 (s, 1 H)
SLAST 1354 1.1.es
p MO7(s)

E, 1.83

355

147

'H NMR (400 MHz,

, DMSO-ds) 6 ppm

221 (s, 3 H), 2.34 (s,
3 H), 3.28 (s, 3 H),

E, 145

357

[0181]

93



CN 104837840 A

w B P

92/173 I

'H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

3.50 - 3.60 (m, 4 H),
3.72 (s, 3 H), 5.25 (s,
2 H), 542 (s, 2 H),
5.92 (d, J=3.1 6 Hz, 1
H), 7.31 (d, J=2.9 Hz,
1 H), 8.14 (t, J=4.7
Hz, 1 H), 822 (s, 1
H)
SLAST 1354 2.1.es
p MO4(m)

148

"

R’

s

N /h'\\'>_NH

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
093 (t, =74 Hz, 3
H), 1.38 (dq, J=14.9,
74 Hz, 2 H), 147 -
1.67 (m, 4 H), 1.69 -
1.84 (m, 1 H), 1.85 -
1.99 (m, 1 H), 6 3.34
- 3.42 (m, 2 H), 3.56
- 3.74 (m, 2 H), 4.01
-4.11 (m, 1 H), 4.17
(dd, J=15.2, 6.2 Hz, 1
H), 4.37 (dd, J=152,
2.9 Hz, 1 H), 5.26 (s,
2 H), 591 (d, J=3.1
Hz, 1 H), 6.51 (t,
J=5.2 Hz, 1 H), 7.14
(d, J=2.9 Hz, 1 H)

D, 0381

290

[0182]

94



CN 104837840 A OB B 93/173 T

R LC-MS
# M) 'H NMR oL 14

9 'H NMR (400 MHz,
7»%3 DMSO-d) & ppm
773\1\ 0.83 (t, J=74 Hz, 3

H), 1.17 (dq, J=14.9,

74 Hz, 2 H), 1.42
(quin, J=7.3 Hz, 2 H),
321 (t, J=8.7 Hz, 2
H), 3.29 - 3.35 6 (m,
2 H), 4.60 (t, J=8.7
Hz, 2 H), 523 (s, 2
H), 534 (s, 2 H),
571 (t, J=5.3 Hz, 1
H), 5.95 (d, J=2.9 Hz,
1 H), 646 (d, J=7.7
Hz, 1 H), 6.72 (1,
J=7.6 Hz, 1 H), 7.14
(d, 1=6.6 Hz, 1 H),
723 (d, J=3.1 Hz, 1
149 ) E, 1.72 338
. % 'H NMR (400 MHz,
P DMSO-ds) o ppm
\ 3.16 - 3.24 (m, 5 H),
' 340 (t, J=5.8 Hz, 2
S ), 3.52 (q, 1=5.6 Hz,
2 H), 4.60 (t, J=8.7
Hz, 2 H), 5.28 (s, 2
H), 531 (s, 2 6 H),
150 592 (t, J=55 Hz, 1| E, 14 340

[0183]

95



CN 104837840 A

in P

94/173 I

"H NMR

LC 7 ik,
Rt ( min )

LC-MS
REXL
1E

H), 5.95 (d, J=2.9 Hz,
1 H), 6.58 (d, J=7.5
Hz, 1 H), 673 (,
J=7.5 Hz, | H), 7.14
(d, J=6.6 Hz, 1 H),
722 (d, J=2.9 Hz, 1
H)

151

'"H NMR (400 MHz,
A45-d) & ppm 1.58
(d, J=6.8 Hz, 3 H),
3.29 (s, 3 H), 3.70 -
3.79 (m, 2 H), 432 -
441 (m, 2 H), 4.50
(br. s., 2 H), 5.49 (,
J=6.8 Hz, 1 H), 6.17
(d, J=3.1 Hz, 1 H),
6.91 (d, J=3.1 Hz, 1
H), 7.14 (ddd, J=7.5,
48, 1.1 Hz, 2 H),
733 (d, J=7.7 Hz, 1
H), 7.61 (td, J=7.6,
1.8 Hz, 1 H), 8.50 -
8.60 (m, 1 H)

E, 1.2

313

152

"H NMR (400 MHz,
245 -d) § ppm 1.59
(d, J=6.8 Hz, 3 H),
331 (s, 3 H), 3.71 -
3.82 (m, 2 H), 4.39

1.44

313

[0184]

96



CN 104837840 A

i M B

95/173 I

'"H NMR

LC # ik,
Rt ( min)

LC-MS
RERAR
18

(d, J=5.1 Hz, 2 H),
442 (br. s, 2 H),
5.50 (t, J=6.7 Hz, 1
H), 6.18 (d, J=2.9 Hz,
1 H), 693 (d, J=3.1
Hz, 1 H), 7.10 - 7.20
m, 2 H), 7.35 (d,
J=7.9 Hz, 1 H), 7.63
(td, J=7.6, 1.8 Hz, 1
H), 8.53 - 8.60 (m, 1
H)

153

"H NMR (400 MHz,
DMSO-ds) & ppm
1.63 (dt, J=6.66, 3.16
Hz, 4 H) 227 (s,3 H)
228 - 234 (m, 4 H)
3.44 (s, 2 H) 4.54 (d,
J=5.72 Hz, 2 H) 5.32
(s,2 H) 548 (s, 2 H)
5.56 (d, J=0.88 Hz, 1
H) 6.01 (d, J=2.86
Hz, 1 H) 661 (,
J=5.94 Hz, 1 H) 6.76
(d, J=7.26 Hz, 1 H)
6.98 (s, 1 H) 7.12 -
7.20 (m, 2 H) 7.35 (d,
J=2.86 Hz, 1 H)

E, 1.07

418

[0185]

97



CN 104837840 A

i M B

96/173 1L

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

154

'H NMR (400 MHz,
DMSO-ds) & ppm
234 (s, 3 H) 4.62 (d,
J=5.72 Hz, 2 H) 5.34
(s, 2 H) 5.55 (s, 2 H)
5.97 (d, J=3.08 Hz, 1
H) 6.02 (s, 1 H) 7.28
(t, J=5.83 Hz, 1 H)
7.32 (d, J=2.86 Hz, 1
H) 7.40 (d, J=1.98
Hz, 1 H) 9.04 (,
J=1.98 Hz, 1 H)

E, 1.14

342

155

/ -
|
NH

I\

ol

"H NMR. (400 MHz,
DMSO-dgs) o ppm
4.70 (d, J=5.72 Hz, 2
H) 5.37 (s, 2 H) 5.48
(s, 2 H) 598 (,
J=3.08 Hz, 1 H) 6.38
(d, J=1.76 Hz, 1 H)
7.20 (d, J=7.70 Hz, 1
H) 7.32 (ddd, J=7.54,
5.01, 1.10 Hz, 1 H)
741 (d, J=3.08 Hz, 1
H) 7.79 (td, J=7.70,
1.76 Hz, 1 H) 7.87 (t,
J=5.61 Hz, 1 H) 8.39
- 842 (m, 1 H) 8.77
(d, J=1.76 Hz, 1 H)

E, 1.34

322

[0186]

98



CN 104837840 A OB B 97/173 T

. LC-MS
LCTE: | pgam
# s '"H NMR Rt { min } 18

: Ue N\HH 'H NMR (400 MHz,
-/ " DMSO-ds) & ppm
i ,N?f”** 2.34 (d, J=0.66 Hz, 3
N H) 4.62 (d, J=5.50
Hz, 2 H) 5.36 (s, 2 H)

5.62 (s, 2 H) 5.97 (d,
J1=3.08 Hz, 1 H) 6.03
(d, J=0.66 Hz, 1 H)
7.29 (d, 1=3.08 Hz, 1
H) 7.42 (dd, J=8.14,
4.84 Hz, 1 H) 7.68 (t,
J=5.72 Hz, 1 H) 8.00
(dd, J=8.14, 1.54 Hz,
1 H) 832 (dd,
156 J=473,143Hz, 1H) | D, 074 | 370
20 = 'H NMR (400 MHz,
7 | DMSO-ds) & ppm
[ 227 (s, 3 H) 4.68 (d,
§ J=5.72 Hz, 2 H) 5.33
(s, 2 H) 548 (s, 2 H)
5.94 (d, J=2.86 Hz, 1
H) 6.01 (s, 1 H) 6.89
(td, 1=6.77, 1.21 Hz,
1 H) 726 (ddd,
1=9.08, 6.66, 121
Hz, 1 H) 7.35 - 7.38
(m, 2 H) 7.79 (s, 1 H)
157 830 (1, J=5.72 Hz, 1| D 065 | 375

[0187]

99



CN 104837840 A

i M B

98/173 I

'"H NMR

LC # ¥,
Rt ( min)

LC-MS
RERAR
18

H) 851 (dt, J=6.82,
1.10 Hz, 1 H)

158

"H NMR (400 MHz,
DMSO-ds) & ppm
2.33 (s, 3 H) 4.60 (d,
J=5.72 Hz, 2 H) 5.38
(s, 2 H) 5.52 (s, 2 H)
5.89 (s, 1 H) 6.01 (d,
J=3.08 Hz, 1 H) 7.18
-7.22 (m, 1 H) 7.39 -
7.50 (m, 3 H) 8.41 (d,
J=5.50 Hz, 1 H)

E, 135

370

159

"H NMR (400 MHz,
DMSO-ds) & ppm
231 (s, 3 H) 4.56 (d,
J=5.72 Hz, 2 H) 5.39
(s, 2 H) 5.56 (s, 2 H)
5.75 (s, 1 H) 6.05 (d,
J=3.08 Hz, 1 H) 6.68
(d, J=7.48 Hz, 1 H)
6.99 (t, J=5.83 Hz, 1
H) 7.38 (d, J=2.86
Hz, 1 H) 741 (,
J=7.92 Hz, 1 H) 7.78
(t, J=7.81 Hz, 1 H)

D, 0.73

370

[0188]

100



CN 104837840 A OB B 99/173 T

R LC-MS
# M) 'H NMR oL 14

'H NMR (400 MHz,
O, /N//~ \ o DMSO-ds) & ppm

e N 1.46 - 1.70 (m,z H),

/ 1.70 - 1.83 (m, 1 H),
1.87 - 1.99 (m, 1 H),
3.29 (s, 3 H), 3.48 -
3.56 (m, 3 H), 3.56 -
3.65 (m, 2 H), 6 3.68
- 3.77 (m, 1 H), 4.05
(qd, J=6.7, 2.8 Hz, 1
H), 4.14 (dd, J=15.1,
6.5 Hz, 1 H), 4.35
(dd, J=15.1,2.8 Hz, 1
H), 523 (s, 2 H),
592 (d, =29 Hz, 1
H), 6.61 (t, J=4.8 Hz,
1 H), 7.15 (d, J=3.1
160 Hz, 1 H) D, 0.58 292
'"H NMR (400 MHz,

QV?:P{H DMSO-ds) & ppm
V1076 (t, I=7.3 Hz, 3
[~ H), 1.05 (dq, J=15.0,
73 Hz, 2 H), 1.30 -
1.40 (m, 2 H), 3.24 -
330 (m, 2 H), 5.26
(s, 2 H), 5.51 (s, 6 2
H), 5.70 (t, J=5.5 Hz,
161 1 H), 6.00 (d, J=2.9| D, 094 | 362

[0189]
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CN 104837840 A

i M B

100/173 7T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

Hz, 1 H), 6.36 - 6.41
(m, 1 H), 7.06 - 7.12
(m, 1 H), 7.20 - 7.25
(m, 2 H), 7.29 (4,
J=73.8 Hz, 1 H), 7.30
-7.36 (m, 1 H)

162

F\('fngH

E -

'H NMR (400 MHz,
DMSO-ds) 6 ppm
3.13 (s, 3 H), 3.32 -
3.35 (m, 2 H), 3.46
(q, J=5.6 Hz, 2 H),
532 (s, 2 H), 5.48 (s,
2 H), 5.80 (t, J=5.4
Hz, 1 H), 6.01 (d, 6
J=3.1 Hz, 1 H), 6.51
(dd, J=7.7, 1.3 Hz, 1
H), 7.08 - 7.14 (m, 1
H), 7.20 - 7.25 (m, 2
H), 728 (t, J=73.8
Hz, 1 H), 7.31 - 7.36
(m, 1 H)

D, 0.78

364

163

'"H NMR (400 MHz,
DMSO-ds) o ppm
0.80 (t, J=7.3 Hz, 3
H), 1.12 (dq, J=15.0,
7.4 Hz, 2 H), 1.34 -
1.44 (m, 2 H), 3.26 -
3.31 (m, 2 H), 4.23 -

D, 0.9

354

[0190]
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CN 104837840 A

i M B

101/173 7T

'"H NMR

LC # ik,
Rt ( min)

LC-MS
RERAR
18

430 (m, 2 H), 6 4.30
437 (m, 2 H), 5.24
(s, 2 H), 538 (s, 2
H), 5.59 (t, J=5.4 Hz,
1 H), 596 (d, J=3.1
Hz, 1 H), 6.02 (dd,
J=7.6, 1.4 Hz, 1 H),
6.68 (t, J=7.8 Hz, 1
H), 6.77 (dd, J=8.1,
1.5 Hz, 1 H), 7.20 (d,
J=2.9 Hz, 1 H)

164

"H NMR (400 MHz,
DMSO-ds) & ppm
3.16 (s, 3 H), 3.35 -
340 (m, 2 H), 3.51
(q, J=5.6 Hz, 2 H),
424 - 431 (m, 2 H),
431 - 437 (m, 2 H),
535 (s, 2 H), 6 5.37
(br. s., 2 H), 5.78 (t,
J=5.4 Hz, 1 H), 5.97
(d, J=3.1 Hz, 1 H),
6.16 (dd, J=7.7, 1.5
Hz, 1 H), 6.70 (t,
=7.8 Hz, 1 H), 6.76 -
6.81 (m, 1 H), 7.22
(d, I=2.9 Hz, 1 H)

D, 0.74

356

[0191]
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CN 104837840 A

in P

102/173 I

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

165

'H NMR (400 MHz,
DMSO-ds) & ppm
3.16 (s, 3 H), 3.35 -
3.40 (m, 2 H), 3.51
(q, J=5.6 Hz, 2 H),
424 - 431 (m, 2 H),
431 - 437 (m, 2 H),
535 (s, 2 H), 6 5.37
(br. s., 2 H), 5.78 (t,
J=5.4 Hz, 1 H), 5.97
(d, J=3.1 Hz, 1 H),
6.16 (dd, =77, 1.5
Hz, 1 H), 670 (t,
J=7.8 Hz, 1 H), 6.76 -
6.81 (m, 1 H), 7.22
(d,J=2.9 Hz, 1 H)

D} 0'6

277

166

\NE\\/QP{)—NH,

| =N

e

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
0.92 (t, =74 Hz, 3
H), 1.37 (dq, J=15.0,
73 Hz, 2 H), 1.51 -
1.62 (m, 2 H), 2.63
(d, J=4.6 Hz, 3 H),
333 - 341 (m, 2 6
H), 474 (s, 2 H),
540 (br. s, 2 H),
594 (d, J=2.9 Hz, 1
H), 6.93 (t, J=5.2 Hz,

D, 042

293

[0192]
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CN 104837840 A

i M B

103/173 7t

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

1 H), 7.11 (d, J=3.1
Hz, 1 H), 831 (d,
J=4.4 Hz, 1 H)

167

'H NMR (400 MHz,
DMSO-ds) 6 ppm
234 (s, 3 H) 3.78 (s,
3 H) 4.63 (d, J=5.50
Hz, 2 H) 5.33 - 5.39
(m, 4 H) 597 (.,
J=3.08 Hz, 1 H) 6.02
(s, 1 H) 690 (,
J=2.42 Hz, 1 H) 6.93
(dd, J=5.72, 2.42 Hz,
1 H) 7.41 (d, J=3.08
Hz, 1 H) 816 (,
J=5.61 Hz, 1 H) 8.22
(d, J=5.94 Hz, 1 H)

D, 0.7

366

168

'"H NMR (400 MHz,
DMSO-ds) & ppm
2.36 (s, 3 H) 3.79 (s,
3 H) 388 (s, 3 H)
4.66 (d, J=5.50 Hz, 2
H) 5.33 (s, 2 H) 5.36
(s, 2 H) 594 (d,
J=2.86 Hz, 1 H) 6.18
s, 1 H) 7.14 @,
J=5.72 Hz, 1 H) 7.23
(d, J=3.08 Hz, 1 H)

E, 1.62

396

[0193]
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CN 104837840 A OB B 104/173 T

R LC-MS
# M) 'H NMR oL 14

8.00 (d, J=5.50 Hz, 1
H) 8.50 (t, J=5.50 Hz,
1 H)
'H NMR (400 MHz,
—( | DMSO-dg) o6 ppm
& 2.17 (s, 3 H) 2.31 (s,
WS |3 H) 235 s, 3 H)
= |3.71 (s, 3 H) 4.63 (d,
J=5.50 Hz, 2 H) 5.32
(s, 2 H) 5.44 (s, 2 H)
5.94 (d, J=3.08 Hz, 1
H) 6.10 (s, 1 H) 7.33
(d, J=2.86 Hz, 1 H)
8.01 (s, 1 H) 8.49 (t,
169 J=5.50 Hz, 1 H) E, 1.76 394
=\ | 'H NMR (400 MHz,
A\ v— | DMSO-ds) & ppm
3; | 2.35 (s, 3 H) 3.88 (s,
% |3 H) 4.66 (d, J=5.50
Hz, 2 H) 5.33 (s, 2 H)
5.40 (s, 2 H) 5.93 (d,
J=2.86 Hz, 1 H) 6.13
(s, 1 H) 723 (,
J=3.08 Hz, 1 H) 7.38
(dd, J=8.36, 4.62 Hz,
1 H) 7.52 (d, J=7.92
Hz, 1 H) 7.92 (dd,
170 J=4.62,1.10 Hz, L H) | B, 1.59 366

[0194]
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CN 104837840 A

in P

105/173 T

'H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

8.19 (1, J=5.50 Hz, 1
H)

171

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
2.33 (s, 3 H) 3.79 (s,
3 H) 4.63 (d, J=5.50
Hz, 2 H) 5.34 (s, 2 H)
540 (s, 2 H) 5.96 (d,
J=2.86 Hz, 1 H) 5.98
(d, I-0.88 Hz, 1 H)
7.20 (d, J=8.58 Hz, 1
H) 7.37 - 7.41 (m, 2
H) 7.79 (t, J=5.72 Hz,
1 H) 8.09 (d, J=2.64
Hz, 1 H)

E, 1L.53

366

172

'H NMR (400 MHz,
DMSO-ds) & ppm
2.27 (s, 3 H) 4.56 (d,
J=5.72 Hz, 2 H) 5.35
(s, 2 H) 5.59 - 5.64
(m, 3 H) 604 (d,
J=3.08 Hz, 1 H) 6.84
(t, I=5.83 Hz, 1 H)
7.03 (dd, J=6.05, 2.75
Hz, 1 H) 745 (,
J=2.86 Hz, 1 H) 7.65
(br. s., 1 H) 7.80 (br.
s., 1 H) 7.86 - 7.92

E, 1.1

379

[0195]
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CN 104837840 A

i M B

106/173 7T

'"H NMR

LC # ¥,
Rt ( min)

LC-MS
RERAR
18

(m, 2 H)

173

"H NMR (400 MHz,
DMSO-ds) & ppm
2.55 (s, 3 H) 4.76 (d,
J=5.50 Hz, 2 H) 5.30
(s, 2 H) 5.46 (s, 2 H)
5.98 (d, J=2.86 Hz, 1
H) 7.31 - 7.36 (m, 2
H) 7.42 (d, J=3.08
Hz, 1 H) 7.81 (td,
J=7.70, 1,76 Hz, 1 H)
8.06 (t, J=5.61 Hz, 1
H) 8.44 - 847 (m, 1
H)

E, 1.34

337

174

"H NMR (400 MHz,

1 DMSO-ds) & ppm

2.63 (s, 3 H) 4.67 (d,
J=5.28 Hz, 2 H) 5.32
(s,2H) 549 (s, 2 H)
5.98 (d, J=2.86 Hz, |
H) 7.02 (s, 1 H) 7.23
(d, J=7.70 Hz, 1 H)
7.33 (dd, J=6.93, 5.17
Hz, 1 H) 740 (d,
J=3.08 Hz, 1 H) 7.75
- 7.83 (m, 2 H) 843
(d, J=4.40 Hz, 1 H)

D, 0.66

352

[0196]
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CN 104837840 A OB B 107/173 T

- LC-MS
- (7" et
# =2 ) '"H NMR i 18

~N P 'H NMR (400 MHz,
SV
N > DMSO-d;) & ppm

= 2.25 (s, 3 H) 2.34 (s,
°¢ 3 H) 4.62 (d, J=5.50
Hz, 2 H) 5.34 (s, 2 H)
542 (s, 2 H) 5.96 -
5.99 (m, 2 H) 7.12 (d,
J=7.92 Hz, 1 H) 7.39
(d, J=2.86 Hz, 1 H)
7.60 (dd, J=8.03, 2.09
Hz, 1 H) 7.84 (,
J=5.61 Hz, 1 H) 8.22
175 -8.25(m, 1 H) D, 0.72 350
'H NMR (400 MHz,
N\LN/ ) % F DMSO-dg) & ppm
=0 1222 (s, 3 H) 4.67 (d,
j;f J=5.72 Hz, 2 H) 5.35
(s, 2 H) 5.63 (s, 2 H)

5.98 (d, J=3.08 Hz, 1
H) 6.07 - 6.09 (m, 1
H) 7.07 (t, J=5.83 Hz,
1 H) 7.34 (d, J=3.08
Hz, 1 H) 7.46 - 7.51
(m, 1 H) 7.55 - 7.61
(m, 2 H) 7.79 - 7.84
176 (m,2H)8.57(s,1H) | E, 135 402

A

2

O.....z

[0197]
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CN 104837840 A OB B 108/173 TT

o | LCMS
7| RRER
Rt ( min)

# M '"H NMR 18

7 = "H NMR (400 MHz,
| ’{

Sy _ > DMSO-d;) & ppm
N 2.25 (s, 3 H) 2.32 (s,
°\]4“ 3 H) 4.37 (d, J=5.06

Hz, 2 H) 5.26 (s, 2 H)

5.40 (s, 2 H) 5.95 (d,

J=3.08 Hz, 1 H) 7.31

- 7.37 (m, 2 H) 7.39

(d, J=3.08 Hz, 1 H)

777 - 7.82 (m, 2 H)

177 845-848(m, 1H) | E, 1.23 350

7 = "H NMR (400 MHz,

I~
N _>" DMSO-d;) & ppm

" 2.30 (s, 3 H) 4.56 (d,
°j>¢ J=5.72 Hz, 2 H) 5.38
(s, 2 H) 5.54 (s, 2 H)
575 - 5.80 (m, 1 H)
6.04 (d, J=2.86 Hz, 1
H) 6.66 (dd, J=7.37,
2.31 Hz, | H) 6.87 (t,
J=5.83 Hz, 1 H) 7.06
(dd, J=8.14, 2.20 Hz,
1 H) 7.36 (d, J=2.86
Hz, 1 H) 7.85 - 7.92
178 (m, 1 H) F, 4 354

[0198]
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CN 104837840 A

i M B

109/173 7T

'"H NMR

LC Fi%,
Rt ( min)

LC-MS
RERI
18

179

'H NMR (400 MHz,
DMSO-ds) & ppm
2.30 (s, 3 H) 3.90 (s,
3 H) 4.53 (d, J=5.72
Hz, 2 H) 5.38 (s, 2 H)
542 (s, 2 H) 5.72 (s,
1 H) 6.03 (d, J=3.08
Hz, 1 H) 6.60 - 6.65
(m, 2 H) 6.84 (dd,
J=7.26, 5.06 Hz, 1 H)
7.27 (d, 1=2.86 Hz, 1
H) 8.05 (dd, J=4.95,
1.65 Hz, 1 H)

E, 127

366

180

'"H NMR (400 MHz,
DMSO-dg) o ppm
2.31 (s, 3 H) 3.69 (s,
6 H) 4.58 (d, J=5.50
Hz, 2 H) 5.33 (s, 2 H)
543 (s, 2 H) 5.92 (s,
1 H) 5.99 (d, J=2.64
Hz, 1 H) 6.11 (s, 1 H)
6.80 (t, J=5.61 Hz, 1
H) 727 (d, J=2.64
Hz, 1 H)

E, 134

397

181

'"H NMR (400 MHz,
DMSO-d;) 6 ppm
2.30 (s, 3 H) 2.34 (s,
3 H) 4.61 (d, J=5.72

E, 1.17

340

[0199]
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CN 104837840 A

in P

110/173 ¢

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

Hz, 2 H) 5.38 (s, 2 H)
5.52 (s, 2 H) 5.83 (s,
1 H) 6.00 (d, J=3.08
Hz, 1 H) 6.04 (s, 1 H)
6.85 (t, J=5.72 Hz, 1
H) 7.29 (d, J=3.08
Hz, 1 H)

182

o Y

%M 'H NMR (400 MHz,

DMSO-ds) 6 ppm
2.20 (s, 3 H) 4.63 (d,
J=5.72 Hz, 2 H) 5.34
(s, 2 H) 5.64 (s, 2 H)
5.82 (s, 1 H) 6.01 (d,
J=3.08 Hz, 1 H) 7.45
(d, J=3.08 Hz, 1 H)
7.58 (s, 1 H) 7.66 -
7.70 (m, 1 H) 7.75 -
7.80 (m, 2 H) 7.85 -
7.89 (m, 1 H) 8.13 (d,
J=8.14 Hz, 1 H) 9.20
(s, 1 H)

E, 147

386

183

'"H NMR (400 MHz,
DMSO-ds) o ppm
2.07 (s, 1 H) 2.14 (s,

|3 H) 457 (d, I=5.72

Hz, 2 H) 5.35 (s, 1 H)
5.77 - 5.82 (m, 3 H)
6.06 (d, 1=2.86 Hz, 1

E, 1.03

387

[0200]
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CN 104837840 A

i M B

111/173 7T

'"H NMR

LC Fi%,
Rt ( min)

LC-MS
RERI
18

H) 7.18 (d, J=8.36
Hz, 1 H) 751 (d,
J=2.86 Hz, 1 H) 7.56
(t, J=5.72 Hz, 1 H)
7.64 (dd, J=8.14, 4.18
Hz, 1 H) 845 (d,
J-8.36 Hz, 2 H) 9.09
(dd, J=4.07, 1.65 Hz,
1 H)

184

'"H NMR (400 MHz,
DMSO-dg) & ppm
2.16 (s, 3 H) 4.71 (d,
J=5.50 Hz, 2 H) 5.37
(s, 2 H) 5.50 (s, 2 H)
5.95 (s, 1 H) 5.99 (d,
J=2.86 Hz, 1 H) 7.18
(d, J=7.70 Hz, 1 H)
7.35 (dd, J=6.82, 5.06
Hz, | H) 742 (d,
J=3.08 Hz, 1 H) 7.81
(td, J=7.65, 1.65 Hz,
1 H) 7.88 (t, J=5.50
Hz, 1 H) 847 (d,
=4.40 Hz, 1 H)

E, LI11

336

185

'"H NMR (400 MHz,
DMSO-d;) 6 ppm
2.34 (s, 3 H) 2.42 (s,
3 H) 4.63 (d, J=5.72

E, 1.35

350

[0201]
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CN 104837840 A

i M B

112/173 71T

'"H NMR

LC Fi%,
Rt ( min)

LC-MS
RERI
18

Hz, 2 H) 5.34 (s, 2 H)
5.49 (s, 2 H) 5.95 (d,
J=2.86 Hz, 1 H) 6.07
(s, 1 H) 7.27 (dd,
J=7.70, 4.84 Hz, 1 H)
7.32 (d, J=3.08 Hz, 1
H) 7.66 (d, J=7.48
Hz, 1 H) 8.17 (dd,
J=4.73, 0.99 Hz, 1 H)
835 (t, J=5.61 Iz, 1
H)

186

Z N il
QN\J\/ h‘:/it{)-.mﬂ
=N
NH

'"H NMR (400 MHz,
DMSO-ds) o ppm
231 - 2.36 (m, 3 H)
4.58 (d, I-5.72 Hz, 2
H) 5.34 (s, 2 H) 5.62
(s, 2 H) 593 (d,
J=0.66 Hz, 1 H) 5.97
(d, J=3.08 Hz, 1 H)
7.13 (t, J=5.61 Hz, 1
H) 7.30 (d, J=3.08
Hz, 1 H) 743 (,
J=4.95 Hz, 1 H) 8.72
(d, J=5.06 Hz, 2 H)

E, 098

337

187

“

N
S

'"H NMR (400 MHz,
DMSO-d;) 6 ppm
2.17 (s, 3 H) 3.65 (s,
3 H) 4.46 (d, J=5.28

E, 1.16

349

[0202]
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CN 104837840 A

i M B

113/173 7t

'"H NMR

LC # ¥,
Rt ( min)

LC-MS
RERAR
18

Hz, 2 H) 5.29 (s, 2 H)
5.44 (s, 2 H) 5.76 (s,
1 H) 5.96 (d, J=3.08
Hz, 1 H) 7.20 (d,
J=7.92 Hz, 1 H) 7.30
_7.34 (m, 1 H) 7.38
(d, J=3.08 Hz, 1 H)
7.51 (t, 1=5.28 Hz, 1
H) 7.78 (td, J=7.70,
1.76 Hz, 1 H) 8.39
(d, J=4.18 Hz, 1 H)

188

"H NMR (400 MHz,
DMSO-ds) & ppm
3.57 (s, 3 H) 4.45 (d,
J=5.06 Hz, 2 H) 5.34
(br.s.,2 H) 544 (s, 2
H) 597 (d, J=2.86
Hz, 1 H) 6.76 (s, 1 H)
7.24 (d, 1=7.70 Hz, 1
H) 7.33 (dd, J=7.04,
528 Hz, 1 H) 7.39
(d, J=2.86 Hz, 1 H)
747 (s, 1 H) 7.64 (t,
J=4.84 Hz, 1 H) 7.77
- 7.83 (m, 1 H) 8.43
(d, J=4.40 Hz, 1 H)

E, 092

335

[0203]
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CN 104837840 A

i M B

114/173 7T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

189

'H NMR (400 MHz,
DMSO-ds) & ppm
2.25 (s, 3 H) 4.67 (d,
J=5.50 Hz, 2 H) 5.26
(s, 2 H) 5.54 (s, 2 H)
5.99 (d, J=2.86 Hz, 1
H) 697 (d, J=7.92
Hz, 1 H) 7.13 (,
J=7.92 Hz, 1 H) 7.32
(ddd, J=6.93, 5.61,
0.88 Hz, 1 H) 741
(d, J=3.08 Hz, 1 H)
7.43 (dd, J=8.14, 1.98
Hz, 1 H) 7.62 (t,
J=5.61 Hz, 1 H) 7.79
(td, J=7.70, 1.76 Hz,
1 H) 8.30 - 832 (m, 1
H) 8.43 (dd, J=4.95,
0.77 Hz, 1 H)

E, 1.27

346

190

'H NMR (400 MHz,

HDMSO-ds) ¢ ppm

1.52 (d, J=6.82 Hz, 3
H) 5.21 (s, 2 H) 5.43
(quin, J=6.82 Hz, 1
H) 5.48 - 5.60 (m, 2
H) 597 (d, J=2.86
Hz, 1 H) 7.18 - 7.25
(m, 1 H) 7.27 - 7.39

E, 1.31

346

[0204]
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CN 104837840 A

i M B

115/173 7T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

(m, 3 H) 744 (,
J=2.86 Hz, 1 H) 7.63
- 7.69 (m, 1 H) 7.76
(d, =726 Hz, 1 H)
7.80 - 7.88 (m, 1 H)
8.46 - 8.52 (m, 2 H)

191

'H NMR (400 MHz,
DMSO-ds) 6 ppm
2.23 (d, J=1.10 Hz, 3
H) 4.72 (d, J=5.50
Hz, 2 H) 5.31 (s, 2 H)
5.47 (s, 2 H) 5.98 (d,
J=2.86 Hz, 1 H) 6.73
(d, J=1.10 Hz, 1 H)
7.28 - 7.36 (m, 2 H)
7.42 (d, J=3.08 Hz, 1
H) 7.81 (td, J=7.70,
1.76 Hz, 1 H) 7.99 (t,
J=5.50 Hz, 1 H) 8.40
- 8.44 (m, 1 H)

E, 1.11

336

192

—

e

) NH
!
?

'"H NMR (400 MHz,
DMSO-ds) & ppm
2.34 (d, J=0.7 Hz, 3
H), 2.53 (s, 3 H),
4.64 (d, J=5.7 Hz, 2
H), 5.35 (s, 2 H),
541 (s, 2 H), 5.95 (d,
J=3.1 Hz, 1 H), 6

D, 0.7

356

[0205]
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CN 104837840 A

i M B

116/173 7T

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

6.08 (d, J=0.7 Hz, 1
H), 727 (s, | H),
731 (d, J=3.1 Hz, 1
H), 7.57 (t, J=5.7 Hz,
1 H)

193

'H NMR (400 MHz,
DMSO-ds) o ppm
3.98 (s, 3 H) 4.62 (d,
J=5.28 Hz, 2 H) 5.36
(s, 2 H) 5.44 (s, 2 H)
5.96 (d, J=2.86 Hz, 1
H) 7.25 (d, J=7.70
Hz, 1 H) 7.31 - 7.35
(m, 1 H) 7.38 (,
J=3.08 Hz, 1 H) 7.77
- 7.83 (m, 2 H) 7.89
t, J=5.39 Hz, 1 H)
8.41 (dd, J=4.84, 0.66
Hz, 1 H)

E, 0.93

336

194

/ —
J %%
*R~NH "
\_~

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
1.52 (d, J=7.04 Hz, 3
H) 5.21 (s, 2 H) 5.43
(quin, J=7.04 Hz, 1
H) 547 - 5.58 (m, 2
H) 597 (d, J=2.86
Hz, 1 H) 7.19 - 7.23
(m, 1 H) 7.28 - 7.38

E, 1.27

346

[0206]
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117/173 7T

'H NMR

LC Fik,
Rt ( min )

LC-MS
READ
18

(m, 3 II) 744 (d,
J=3.08 Hz, 1 H) 7.66
(td, J=7.70, 1.76 Hz,
1 H) 7.76 (d, J=7.26
Hz, 1 H) 7.84 (td,
J=7.70, 1.76 Hz, 1 H)
8.47 - 8.51 (m, 2 H).

195

"H NMR (400 MHz,
DMSO-ds) o ppm
1.52 (d, J=6.82 Hz, 3
H) 5.21 (s, 2 H) 5.42
(quin, J=6.99 Hz, 1
H) 5.47 - 5.58 (m, 2
H) 597 (d, J=2.86
Hz, 1 H) 7.19 - 7.23
(m, 1 H) 7.28 - 7.38
(m, 3 H) 744 (d,
J=3.08 Hz, 1 H) 7.66
(td, J=7.65, 1.65 Hz,
1 H) 7.77 (d, J=7.26
Hz, 1 H) 7.84 (id,
J=7.59, 1.32 Hz, 1 H)
8.47 - 8.51 (m, 2 H)

E, 1.27

346

196

"H NMR (400 MHz,
DMSO-ds) 6 ppm
2.56 (s, 3 H) 3.90 (s,
3 H) 4.81 (d, J=5.72
Hz, 2 H) 5.27 (s, 2 H)

E, 1.24

367

[0207]

119



CN 104837840 A

i M B
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'"H NMR

LC # ik,
Rt ( min)

LC-MS
RERAR
18

5.40 (s, 2 H) 5.93 (d,
J=3.08 Hz, 1 H) 7.25
(d, 1=3.08 Hz, 1 H)
7.40 (dd, J=8.36, 4.84
Hz, 1 H) 7.52 - 7.56
(m, 1 H) 7.98 (dd,
J=4.84, 1.10 Hz, 1 H)
8.41 (t, J=5.50 Hz, 1
H)

197

"H NMR (400 MHz,
DMSO-ds) & ppm
1.55 (d, J=7.0 Hz, 3
H), 2.58 (s, 3 H),
522 (s, 2 H), 541 -
549 (m, 1 H), 5.46
(d, J=6.8 Hz, 2 H),
594 (d, J=3.1Hz, 16
H), 7.23 (ddd, J=7.5,
48, 09 Hz, 1 H),
7.34 (d, J=3.1 Hz, 1
H), 7.38 (d, J=8.1 Hz,
1 H), 7.40 (s, 1 H),
747 (d, J=7.5 Hz, 1
H), 7.69 (td, J=7.7,
1.8 Hz, 1 H), 847 -
8.54 (m, 1 H)

E, 137

366

[0208]
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&M

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

198

=4 =
| / N:
Q\/&q\ H
NH

OH

'H NMR (400 MHz,
DMSO-ds) & ppm
1.15 (s, 6 H) 1.69 -
1.74 (m, 2 H) 3.57 -
3.64 (m, 2 H) 5.62 (s,
2 H) 6.22 (d, J=2.86
Hz, 1 H) 7.34 - 7.48
(m, 4 H) 7.67 (,
J=3.08 Hz, 1 H) 7.91
(td, J=7.70, 1.76 Hz,
1 H) 8.56 - 8.59 (m, 1
H) 8.79 (t, J=4.80 Hz,
1 H) 12.51 (br. s., 1
H)

E, 1.09

327

199

"H NMR (400 MHz,
DMSO-ds) 8 ppm
1.21 (d, J=7.04 Hz, 6
H) 2.97 - 3.10 (m, 1
H) 3.14 - 3.18 (m, 3
H) 3.56 (t, J=4.95 Hz,
2 H) 437 (t, J=5.06
Hz, 2 H) 4.65 (d,
J=5.72 Hz, 2 H) 5.37
(s, 2 H) 593 (d,
J=3.08 Hz, 1 H) 6.18
(s, 1 H) 6.86 ({t,
J=5.61 Hz, 1 H) 7.17
(d, J=3.08 Hz, 1 H)

D, 0.74

331

[0209]
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'H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

200

'H NMR (400 MHz,
DMSO-d¢) & ppm
0.78 - 0.90 (m, 2 H)
0.94 - 1.06 (m, 2 H)
203 -2.17 (m, 1 H)
3.11 - 3.18 (m, 3 H)
3.55 (t, J=5.06 Hz, 2
H) 4.36 (t, J=5.06 Hz,
2 H) 4.61 (d, J=5.72
Hz, 2 H) 5.36 (s, 2 H)
5.92 (d, J=3.08 Hz, 1
H) 6.15 (s, 1 H) 6.84
(t, 1=5.72 Hz, 1 H)
7.17 (d, J=3.08 Hz, 1
H)

D, 0.69

329

201

'H NMR (400 MHz,
DMSO-ds) & ppm
1.54 (d, J=7.04 Hz, 3
H) 3.20 (s, 3 H) 3.63
(dt, J=5.94, 3.19 Hz,
2 H) 4.32 - 4.50 (m, 2
H) 5.23 (s, 2 H) 5.42
(t, J=7.04 Hz, 1 H)
5.92 (d, J=2.86 Hz, 1
H) 6.68 (d, J=7.04
Hz, 1 H) 7.18 (d,
J=3.08 Hz, 1 H) 7.34
(ddd, J=7.87, 4.68,

D, 0.6

313

[0210]
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'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

0.66 Hz, 1 H) 7.84
(dt, J=7.92, 1.76 Hz,
1 H) 842 (dd,
J=4.62, 1.54 Hz, 1 H)
8.68 (d, J=2.20 Hz, 1
H)

202

'H NMR (400 MHz,
DMSO-ds) 6 ppm
227 (s, 3 H) 3.17 -
3.19 (m, 3 H) 3.61 (t,
J=5.06 Hz, 2 H) 4.40
(t, J=5.06 Hz, 2 H)
4.70 (d, J=5.50 Hz, 2
H) 5.23 (s, 2 H) 5.92
(d, J=3.08 Hz, 1 H)
6.96 (1, J=5.61 Hz, 1
H) 7.17 (d, J=2.86
Hz, 1 H) 727 (,
J=7.92 Hz, 1 H) 7.55
(dd, J=8.03, 1.65 Hz,
1 H) 826 - 842 (m, 1
H)

D, 0.64

313

203

f\j\/ // \
N \
\N ~-.N>-_NH

'H NMR (400 MHz,
DMSO-ds) o ppm
2.54 (s, 3 H) 4.72 (d,
J=5.72 Hz, 2 H) 5.30
(s, 2 H) 5.59 (s, 2 H)
5.98 (d, I=3.08 Hz, 1

D, 048

338

[0211]

123




CN 104837840 A

in P

122/173 I

'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

H) 7.30 - 7.35 (m, 2
H) 7.45 (t, J=4.95 Hz,
1 H) 875 (d, J-4.84
Hz, 2 H)

204

'"H NMR (400 MHz,
DMSO-ds) o ppm
2.54 (s, 3 H) 4.71 (d,
J=5.72 Hz, 2 H) 5.33
(s, 2 H) 5.63 (s, 2 H)
6.02 (d, J=3.08 Hz, 1
H) 7.22 - 7,30 (m, 1
H) 741 (d, J=3.08
Hz, 1 H) 8.43 (s, 1 H)
8.52 (dd, J=2.42, 1.54
Hz, 1 H) 8.56 (d,
J=2.42 Hz, l H)

E, 0.92

338

205

'"H NMR (400 MHz,
DMSO-ds) & ppm
2.57 (s, 3 H) 3.80 (s,
3 H) 4.85 (d, J=5.72
Hz, 2 H) 5.56 (s, 2 H)
6.24 (d, J=2.86 Hz, 1
H) 6.84 - 6.90 (m, 2
H) 7.03 (d, J=8.14
Hz, 1 H) 7.28 - 7.34
(m, 1 H) 740 (d,
J=2.86 Hz, 1 H) 7.49
(br. s., 2 H) 822 -

E, 131

366

[0212]
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'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

828 (m, 1 H) 12.89
(br.s., 1 H)

206

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
1.21 (d, J=6.6 Hz, 3
H), 2.65 (s, 3 H),
3.27 (s, 3 H), 3.32 -
3.35 (m, 1 H), 3.47
(dd, J=9.2, 5.1 Hz, 1
H), 4.35 - 4.55 (m, 6
1 H), 525 (s, 2 H),
5.36 (d, J=4.8 Hz, 2
H), 5.92 (d, J=3.1 Hz,
1 H), 6.76 (d, J=7.5
Hz, 1 H), 730 (d,
J=3.1 Hz, 1 H), 7.40
(s, 1 H)

E, 133

333

207

'"H NMR (400 MHz,

| DMSO-ds) & ppm

2.37 (s, 3 H) 4.97 (d,
J=5.06 Hz, 2 H) 5.81
(s, 2 H) 631 (,
J=2.86 Hz, 1 H) 7.37
(d, J=7.70 Hz, 1 H)
743 (s, 1 H) 747 -
752 (m, 1 H) 7.57
(br. s., 1 H) 7.75 (d,
J=3.08 Hz, 1 H) 7.97

E, 1.21

352

[0213]
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- LC-MS
- (7" et
# =2 ) '"H NMR i 18

(t, 1=7.70 Hz, 1 H)
8.53 (d, 1=4.62 Hz, 1
H) 9.50 (br. s, 1 H)
12.88 (br. s., 1 H)
4 = y 'H NMR (400 MHz,
N 7| DMSO-ds) & ppm
o 33763 M ARG,
2 H) 4.82 (d, J=5.72
Hz, 2 H) 5.29 (s, 2 H)
5.46 (s, 2 H) 5.96 -
6.00 (m, 1 H) 7.29 -
7.37 (m, 2 H) 7.42 (d,
J=3.08 Hz, 1 H) 7.81
(td, J=8.00, 1.50 Hz,
1 H) 8.12 (¢, ]=6.16
Hz, 1 H) 8.45 - 8.50
208 (m, 1 H) E, L15 367
/ 'H NMR (400 MHz,
N>}O/ DMSO-ds) o6 ppm
%j " 1249 (s, 3 H) 3.71 (s,
e 6 H) 4.70 (d, J=5.72
(Y| Hz,2 H) 5.27 (s, 2 H)
541 (s, 2 H) 5.98 (d,
7=2.86 Hz, 1 H) 6.11
s, 1 H) 679
J=5.61 Hz, 1 H) 7.28
209 (d,J=2.86Hz, | H) | E, 123 398

[0214]
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I LC-MS
Rt (7; : ’) REAR
# M) '"H NMR oL 14

{ 'H NMR (400 MHz,
N’*yo’ DMSO-ds) & ppm

L < |20 (d, J=1.10 Hz, 3
H\ H) 3.68 (s, 6 H) 4.77
\\@/ (d, J=5.72 Hz, 2 H)

5.68 (s, 2 H) 6.12 (s,
1 H) 6.28 (d, J=3.08
Hz, 1 H) 6.70 (,
J=1.32 Hz, 1 H) 7.45
(br. s., 1 H) 7.59 (d,
J=3.08 Hz, 1 H) 8.12
(t, J=5.50 Hz, 1 H)
12.59 - 12.72 (m, 1
210 H) E, 1.27 397
'H NMR (400 MHz,
« Nt/ ’{>~M DMSO-ds) 8 ppm
5 = | 1.17 (d, J=6.60 Hz, 3

/ H) 3.23 - 3.30 (m, 4
H) 3.43 (dd, J=9.02,
506 Hz, 1 H) 4.36 -
444 (m, 1 H) 527
(br. s, 2 H) 536 -
5.47 (m, 2 H) 5.95 (d,
J=2.64 Hz, 1 H) 7.19
(d, J=7.04 Hz, 1 H)
7.33 - 7.43 (m, 3 H)
7.85 (t, I=7.37 Hz, 1
211 H) 8.55 (d, J=3.96| E, 121 313

[0215]
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e | LCMS
CFE | RERA
Rt (min)

# &M '"H NMR 18
Hz, 1 H)
_ _/_0/ '"H NMR (400 MHz,
N )j\ﬁ DMSO-ds) & ppm
WSO 1.18 (d, J=6.60 Hz, 3
)\\ H) 3.25 (s, 3 H) 3.29
(s, 3 H) 3.32 - 3.35
(m, 1 H) 345 (dd,
J=9.35,5.17 Hz, 1 H)
3.61 (t, J=4.73 Hz, 2
H) 4.28 - 4.39 (m, 2
H) 4.44 (dt, J=12.71,
6.30 Hz, 1 H) 532
(br. s., 2 H) 5.93 (br.
s, 1 H) 624 (d,
J=7.70 Hz, 1 H) 7.16
212 (s, 1 H) E, 1.21 280

Q '"H NMR (400 MHz,
2\, v, | DMSO-dg) & ppm
4 2.25 (d, J=1.10 Hz, 3
i \\ﬁr H) 3.89 (s, 3 H) 4.76
(d, J=5.50 Hz, 2 H)

529 (s, 2 H) 5.40 (s,
2 H) 5.93 (d, -3.08
Hz, 1 H) 676 (,
J=1.10 Hz, 1 H) 7.25
(d, J=3.08 Hz, 1 H)
7.39 (dd, J=8.36, 4.62
213 Hz, 1 H) 7.53 (dd,| E. 1.29 366

[0216]
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'"H NMR

LC F ik,
Rt ( min)

LC-MS
RERR
18

J=8.36, 1.10 Hz, 1 H)
7.94 (dd, J=4.73, 1.21
Hz, 1 H) 836 (t
J=5.61 Hz, 1 H)

214

'"H NMR (400 MHz,
DMSO-ds) o ppm
2.05 (d, J=1.32 Hz, 3
H) 4.73 (d, J=5.72
Hz, 2 H) 5.31 (s, 2 H)
5.47 (s, 2 H) 5.98 (d,
J=3.08 Hz, 1 H) 7.29
- 7.35 (m, 2 H) 7.42
(d, J=3.08 Hz, 1 H)
7.67 (d, J=1.10 Hz, 1
H) 7.81 (td, J=7.70,
1.76 Hz, 1 H) 7.99 (t,
J=5.61 Hz, 1 H) 8.41
-8.45 (m, 1 H)

E, 1.17

336

215

'"H NMR (400 MHz,
DMSO-ds) 6 ppm
2.31 (s, 3 H) 3.80 (s,
3 H) 4.77 (d, J=5.72
Hz, 2 H) 5.34 (s, 2 H)
543 (s, 2 H) 6.01 (d,
J=2.86 Hz, 1 H) 6.46
- 6.50 (m, 1 H) 6.80
(t, =726 Hz, 1 H)
6.90 (t, J=5.83 Hz, 1

E, 1.42

381

[0217]
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£H

'H NMR

LC F ik,
Rt ( min )

LC-MS
RELR
18

H) 7.00 (d, J=8.14
Hz, 1 H) 7.20 - 7.27
(m, 2 H) 731 (4,
J=1.10 Hz, 1 H)

216

'"H NMR (400 MHz,
| DMSO-dg) & ppm
243 (s, 3 H) 4.85 (d,
J=5.72 Hz, 2 H) 5.33
(s, 2 H) 5.49 (s, 2 H)
5.99 (d, J=3.08 Hz, 1
H) 7.24 (d, J=7.70
Hz, 1 H) 7.34 (ddd,
J=7.54, 490, 0.99
Hz, 1 H) 743 (,
J=3.08 Hz, 1 H) 7.80
(td, J=7.70, 1.76 Hz,
1 H) 8.03 (t, J=5.61
Hz, 1 H) 8.44 - 8.47
(m, 1 H)

E, 098

337

[0218]
[0219]
[0220]

AMTTTIE
FiA AL A WiE Tt LC-MS #RIE LU LC-MS J7E8ET RAE -
A FHIEZ ] (Phenomenex) [f] Kinetex ¥ (XB-C18,50x4. 6mm 1.D. 2. 6m),

{RFFAE 35°C MSHGI :APT-ES IE L B AR 2, 57 &8 [ 100-1200 . PDAFS I (A = 190-400nm) .

EHICL IR, ] 2 u L VST -

[0221]

[0222]

B A

H,O +
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0.1%F &8
%7 B L
iy Il [ 7 &
(min ) %A %B | (mL/min)

0.0 95 5 3.0
4.2 5 95 3.0
49 5 95 3.0
5.0 95 5 3.0

[0223]  J775 B. FEMFIEI 8RS / BEA TR S48 (BEH) CI8 A (1. 7 um, 2. 1 X50m s7R4F
Hr (Waters) Acquity) PO, 8ml/min (YHRIEBEAT IR AH UPLC (B =1 RBAR JZ ATV ) o AE T
ANFBNAE (FE H,0/ 215 95/5 H (1) 10mM 21845 sialAH B : I ) R T — MR 44 <A
1.3 4B 95% A M1 5% B & 5% A F195% B, 3 BARHF 0. 7 208 {FH 0. 75 u L fyE5
WA 6T 1 F B AR R A HE L R 2 30V, I EL T A7 o B A 2 R A AL FELS 2 30V,

[0224] 753 C. 78 40°C R, FEIRERT XTerra C18 #% (100x 4. 6mm I1.D.3.5um Fiki) E
PA 1. 6mL/min BRIEREAT 4o BEATRR L PRI A0S <7E 7. 5min N AAAEIK / ZJF 90: 10 1K)
100% 2B %% (25mM) VR 2 LN / BB 50:50 TR 54 /E 1. Omin M AERRINA GV 2
100% ZJIF 5100% ZJEFFEE 1. 5min 37E 3. 0 8 M 100% ZJEZAEIK / )1 90: 10 (25mM)
) 100 % L FREE (25mM) VAR o ARIETESHRRUZ 3w Lo XFT UV SRAFE I [ % B AE 200-400nm.,
[0225] 7792 D. fFH Acquity UPLCCIRARNT) RGHAT LCIE, ZRAOH —JuE W
HElZ%s (sample organizer) FEMN#AE (TN 55°C) B MEFIR IS (DAD) DA A A/E
DA A RETTVE AR E A . R BN R 2 20 MS DB, MS Rl g e B A —
Wi %5 WL B Y BT A 0. 02 AP RO LE B I AE 0. 18 PP A\ 100 &2 1000 HHEZRF L. £
YR HUE S 3. 5KV IF HAZ IR ARISRAE 140°C . BRI BAE N B k. fEMFBER 20
TR / T IRAAE (BEH) C18 4 (1. 7 wm, 2. 1x 50mm sV REFHT AR (Waters)Acquity) b
4T [HH UPLC (B B OB 2T ) » E N 0. 8mL/min. A PHANRSIAE (£6 H,0/ 2.5 95/5
H) 10mM B sURANAE B : ZIE ) KIBAT—MBRESAT AE L3 8P 95% A FI 5% B
% 5% AF195% B, I HAREF 0.3 b, ] 0.5 n L AVESHARR . X T 1E s B A R a4 L
HI e A& 10V, F EL6 T 67 r s A5 = () e L H s A2 20V

[0226]  J5VLE

[0227]
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[0228]
[0229]

[0230]

KA e
( Water M 100% A f2
B - A: 10 mM .
g) 2.10min #2] | g8
' | HSS T3 | CH;COONH, F .
Acquity | (1o | 950, HDO+5% | ~ ’E] S 3.5
o oo )
UPE@C(@ s CHON P ra oA 55
= 7 : Z)
2.1%100| B: CH:CN # 0.5 min ¥ 2|
DAD #= 5% A
mm )
SQD
J1EF

KA A: 25mM | £ 6.5 min A
( Waters AR CH;COONH, T 100% A £ 1%
¥ 3 (Wate | o500 00 +5% | A 49%B #°
Alliance | ™ © |CH,CN #, B: | 50%C, £ 05
"pAD- | X cpen, ¢ | min WE1%A | O
ZQ A= ?ISS CH3OH, D: |#99%B, &£1| | 1
ELSD (’3. s | (40% CH3CN | min A £ 100% | 40
2000FT | | fo40% CH3OH | D, #4 1.0
REK 42*; 00 | #220% H20 55 | min, £ 0.5 min
(Alltec | 0.25% K E 100% A 5F
h) CH3COOH % 1.5 min.
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[0231] 2R K AR AEYIEYE

[0232] A0 5 i BH

[0233]  TLR7 A1 TLRS & 7 (IVEAG

[0234]  {EZH MR -0 52 o Ad AT TLR7 BY TLRS KI5 Ak LA K NF k B—luc $R 15 M) g4k
I &5 YL T 1K) HEK293 45X 264k S35 AL N TLRT A1/ B TLRS [ 88 S7 ATV o

[0235]  f&j1fi & <, 11 HEK293 4l g 4k K AE K 72 58 (78 10 % FCS Hl 2mM 23 % 9 i 1)
DMEM) Ao X T7E 10cm “F LA ¥ 40 B i %% G, FH JR 2 IR —EDTA ¥5-40 B 53 10, F§ CMV-TLR7
B¢ TLRS Jfi ki (750ng) JNF x B-luc Gk (375ng) FEE Yeisl /) A IR A 05 4u gk AT 4 e, JF H.
15 37°C FAEIRIERT 5% CO,AUR PR E T . R 5 Ge (0 240 o FH fige 2 B —EDTA 43150,

76 PBS it It HAE R B EE S 1.67x 1P /mL [O2)% . SREH8 =T g

MR % 384- FLIR IR — AL, fEFLP AL FE 10 u L L& (£ 4% DMSO ),
7£ 37°C\5% CO, i &E 6 /M), i (A &N FLH ¥ in 156 u L (1) Steady Lite Plus &4
(&I /RE AT (Perkin Elmer)) JF HAE ViewLux ultraHTS LR &AL (microplate
imager) (H1&:I2/RERA T ) L dbAT B2t R i 9Ot B & 1t o A% — R0 i 47 I =4
RS RN TR . X RN S PI BAR A ZORE (LEC) (HBHTHE , Zs (A 2k E
B e SR R I e B AR AR 22 28 /0 T RS I UL IR

[0236]  7F 384— fLiRk T, ff AL &1 B ALUA B 2 B MR 30 w L (1) CMV-TLR7 #4) i 44
FRAEL LR Am e (1. 67x 10°4HJHE /mL) XHALA M EE ST FATH E . /£ 37°C 5% CO, F I &
6 /N, IS FEFL AN 15 1 LAY ATP lite (FAEIR/RERAT] ) 3 HAE ViewLux ultralTs
AR BB (HeIR/RERAT] ) B BORINEA M 77, il DL CO AT o

[0237]  “PATHh, i A —FiAH AR R R AR &9 (7E 4% DMSO 1 10 u L f4L&4 ) i
B4L 30 w L (T NF & B-luc 75 ZE DR R4 S 44 SR pl e YR 4 (1. 67x 10PN /mL) o 7E
37°C5% CO, N A Ja 6 /N, il [A B FLH N 15 1 1 1) Steady Lite Plus &4 (I

SIHIRERA T ) I HAE ViewLux ultraHTS ffUAREEBAIC (SRR AR ) AT
Kt E H R MEME . W VMR B AR ROE N LEC,

[0238]  ISRE i #FolEmigit

[0230] AT & FH K F PBMC (1) 4% {1 4% 77 B 1 B0 30 28 MOV & ok (ISRE) (3
AT X X B A S P T5 T TEN-T BT 71347 1 vFAd . A 7 %1 GAAACTGAAACT 1 ISRE Juff
/51 B W BT STAT1-STAT2-TRF9 #% 5 R+, #£ IFN-1 45 & & &A1/ 3244 TFNAR (Clontech,
PT3372-5W) W #%3E4. K H Clontech( 2% 5 631913) WIFIAL pISRE-Luc A, 7 5 A1 ff
ISRE JeF#% DL, B Jo A2 2 K O8O & ORF. &5 —Fifa 2 Y pISRE-Luc (HEK-ISREluc)
[*) HEK293 4H g F 2k 7341 PBMC 2% {1H 4 B s 5 4

[0240]  fA] & 2, A /DA 1) L PTAR B8 23 FHBRAERY) Ficoll B0 77 22Kl 4 PBMC.
43 B 1 PBMC EE T 4h 54 10% A AB IfILIE F) RPMI £:353Lm, 3% g 2x 104418 / FL
ARETAHLEY T0nL SR 1 384- fLikF . WEIR)G B 10 n L ) ELiERER
2405 5x 10°HEK-TSRETuc 40 / fL (30 u L) (RT— R4 ) 1 384- LIk . & 24 /NI E
J& I E SR M (40 w1/ L Steady Lite Plus J&#) (FIG3R/REAAT] ),
I HFH ViewLux ultralTS LR BB (FER/RERAR] ) JE ) 1%t ISRE 7o 351k
HATIE . S MEEYR HEK-TSRE Luc 40 A4 51B0E PE# R 15 9 LEC H, 1% LEC fH5E SN
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Z o
200 0.17 11.4 0.035
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TLR7 | TLRS | PBMC
LEC LEC LEC
# LA (pM) | (uM) | (uM)
= _/"0/
N
N/\
NH#N N ~n
201 L/ 7.30 >25 0.978
/
== N——/r—
N/\
NHZ).\\N N;‘\@\
202 L/ 1.61 >25 0.580
7 N =
QN\J\/N /§ P
N
NH
'i(
203 Y 1.04 >25 0.138
N
Z ot
N
Q\,\)\/N /_._ \>~NH2
NH N
IN_
0. /N
204 1.78 >25 0.188
/N—j 0—
N/\
NH2)§N NH N\
205 N <0.01 7.7 0.001

[0281]

172



CN 104837840 A W BB B 171/173 T
TLR7 TLRS PBMC
LEC LEC LEC
# M (pM) | (pM) | (pM)
$ =
/(\NB\/N / \>—-NH2
% =N
/O SNH
206 0.74 15 0.129
/ .
\ N
S N /~ \)_NH2
N
NH
s—\(_
A\/N
207 0.06 23 0.009
/ —
QU™
NH N
{N_
o 2N
208 ! 5.14 >25 0.402
/
I/
NH
NHp N
209 \\@/ 004 | >25 | 0008
/
7\ o/
SN NH ;
210 \\@/ 002 | >25 | 0.003
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[0283]

w P
TLR7 TLRS PBMC
LEC LEC LEC
# %M (uM) | (uM) | (uM)
a "
| Va
N 4N __\>"“H2
o S /~NH "
/
211 6.94 22 0.470
0/
/N—/—
N/\
NHz)‘\\N N
212 0 7.60 >25 2.090
N\ 7
== oy
)"\\N NH
o
213 \\gj/ <0.01 >25 0.001
/ —
. A
> A\
N Nr}"”z
NH
N
=
214 l.16 > 25 0.151
/N—j Eo—
N/\
)§~N NH
s
215 kgj/ <0.01 >25 0.001
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TLR7 TLRS PBMC
LEC LEC LEC
# 0] (pM) | (pM) | (pM)
/ s
L AN
=~ \ )
ge
NH
0
Vel
216 N 1.24 > 25 0.091
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