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Ak, mEEREL, BEHRL, ARk, SRR, MR, LR, NIRER, CrIRdER
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STEREL, =R, W, BEHmRRE, ¥R, B, S99, SRI,

BAEREL, RHERE, SUCRHIREE, WARWRRE, AW, IR, RN
Meih, WOREAEZEL, REECMEL, WERE, A, Dok, WARMARRKRE, &
BRI RS R 2, WREIR R, EAUERERR A . BRI peE T Llod g LU R =X
A B 5 A2 8 BEI) T 5 R MU R SR 0 75 3t 4 o T ae e fol 5 5 e o B A i
T, IF HBLHE R 2055 B 123 B o

BT BRI ek 5 4 J8 B T Jl, w8 il J Al - 6 JB I &8, B 501
WTE . FHAERHE T 6 @i ol - AR AR -Ta8. #1085, A & il ms+ 6
FHEART N, N-ZREL TN, SO E R, B, —OB%, oGk, 2-—
JH), N-H BRI AN B R TR o B ik T Je aek DA R0 75 QA s e 5 2 6 B 10 O 75 kA%
T Rl R 00 7 3 2% o Pl A R R el R A i IR T X, IR L DRy 20y B U
BIIR .

AR B BT IR B S A R R AR AL HE R AR L SRR WA L AT S A A T A2 TE . AR BH I
—EAL SRR, Kol fE AT AR, FERRMELCN, AT A L
B, BRI R, RIEREY), #MATEA K RGN .

A P R AL R A8 A K DT EIAL S ) 5 — Tl 2 ME R o B SS & . 2)

HEESUFRSRREER E FAIL S, SAREES . ARG, WA TR S

Hiok, 1405 — D AR I 45 N BN S R e T FL B VAR B A
Ao BT . AR RIEFIC R QA B . KGR A
B MEAGr 1 8 H0 BB AL .

A P id BRT 24  T B s S e Ay B L RSN AR S B AR ) I HO I
B B A A S, SRR BEAIERS IR, BT 297K A A (] dnid i
FE AR K )R 2 R RAARAL A

AR T T A A, LA E AR KRS I 1 a2 Ea]
sz Eh SCARR R, TR ATZRUERIAD), BAROT 25 AR . RRORE BB . AR
ek, ZWAHEM SR A SRR K& .

AR AV AT RSN USRS Y. R, B, &iEA), B,
BORLAR), PR, IREE, BER, KWL R, B BRI, BERR, LS.

PPN %y B AL . IR R A, i A P I A I R TR 2 4
(R AR . SRR AT DU B IR, i B S B R ), A B AE
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JECE R B R R IR 534k, AR T DU e, FonelE el U AR
AP S 8 H AT 5 2

AN TR AR P PEAL S RO B AT AL 0.001 250 1000 22 50 2 [R) AR B R, AR 1
Hor I BARR IR g o iR &2, HaYne a8 e b & Gy,

A2 AR R O RS 25 I B AR S ninisg , PRI S RAR G 25 A e
I, AR BRI 250 S DA 7 AL b i =4 1 1177

AR EY, IS EEHMH S, PR EREL, eI e z1e)
PAZE IR 45 2 0 /355 700 m] 4B T Al RS2 AR e A A S 70w n — S ke AT
HAE

G AR B g 2 i wd bk UL B2 TR 3 A 45 24 1R 1 77 B4 2 7R
RSB R RES, RS DA, Gerbsfl, SRR, A 7R 5 152 3 10
B, USRI E SR, Al W& mam, B, sam, fem
MBTETR AEARI 2, HEY) el i fl sk A, a0, R, BN, 1B
JOE AR A 25 2 o A S D 1 750 v A6 B ) B s 20 701 e o 7 A 22 AR N R
VES PPN & ] S BT T SR R R TR 7 ORI Py 73 4%

FEASC RIS T 5 X0 RN S 24 8 B A5 I 8] £E 36 BRAR A 7= 25 AT 28 BT
%o AR IE I BT B ARG G 8O R S D ARG YT R SR TR Bl R
TR R o 7R B R/ HE AR A6 EL A G b PR R AL & s 24 7 2R O AR AT AR B4 T Y
AFAES PERRAIRR LI € o AL LG T RIWRE B35 9T B0 TRBIT i 28 f 40 25 AL S AT 3%
gep, BEITA] CLVPAN 8 n Ak S DG A TR A G 1 2 M AT/ B0 1R A5 TR 21 2

ARttt ¥ RO E Y LA Bz M. SRS, BR. BT 2R
AT BT A BT e i o R LA

ARttt ¥ RO E Y LA Bz M. SRS, BR. BT 2R
WA RERE G 2T T i BN o

ARttt ¥ RO E Y LA Bz M. SRS, BR. BT 2R
A i 26 TR R0/ B35 9T e U 250 Th K R

A P i (e AR LR, RN MOOR, RERFANNE, DLBE RN, PR, R
TSR, TR, A N IR, S, R, BRI A, 1) B,
MZEEE, Wrehed, WBUR, B, TRECE, AMwsOREAEEIEE, SRR,
bR BERA Mg, s, ANAHNAT, AR/NAHNO RS, A, R, RS, AT
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Mg, B9, Moo, JM, BOROTTANMET, FEAUR, O0EUE, PR, BEDOs, B,
A, BRI, Zim, B, ShE, FEE, MR, B, 61l
Mg, SRBIRE, FURM, B, JLIDE, B2, MEod Rdiif, eER, IRIERE,
S SR Pt P09

AR HPFTRIIARE Cono bidk, Cobillatii H, I, CoaoStfBHE Hy Cikidk, C2
Bk, Cakidk. Calidh. Cshifb. Cobidh. Crbidk. Cofrfb. Coltlh. Cuobidks

AR TR EIARE Croo WhedE, 155 C WhidE. C Whidk. C Whidk. Co Wik,
Cs WHEHE. Co Wkttt C7 AT, Cs Whitkk. Co WhiHE. Cio WHEkE.

AR PTREIARE Coao HBEHE, 1055 CIRLEEE. CaFbidt. CsMbidk. CoPfkit.
Cr Itk Cs bt Colfkidh. Cio Mkttt

RRHPFTRIIARE Crebidk, 65 HC bk, Colidl, Calidh, Cabidk. Cshidk,
Co St 2 o

KRRHPFTRIIARNE Cre BEEESESL, BHRHPE. L, G HBEAE. Co HBELIHE. Cs
BB Co ELAEFIE,

AR FTRIIARNE Co.e Wbt dE, HHE CHbiE, CaMffish. CsHbiE, CoMlkikk.

RRHFTRAER R, R & ] i

AR HFTIR R ARE R S 48 1 3-10 NIRRT, AL 5-10 DNFRJEF 1 E D5 & R AN
P EUH R, HPEH—ABEIHEFALKE T, mepna. ek, Rik
ARG 5-6 DNIRE T o I LE EE AT IR AT 20 2% B R i 2 o i e e 20 — A4
AR R TR NIRRT ARRIER PRI e SL R AR 5L L b, WRIGRIE, kg,
BACH bR . MEmebE I 13- T AURIAEE, 14- NI O, DOGRINEEE . U eI
DU S W R 45

AR HPTIR ARG 3875 B 3R H8 5 5-14 NIRRT, AR 5-10 NIRRT 1905 & I
ZUHFR, KPR ARE MR F AR T, w2l g, AsmE . JEm e
PG 5-6 DT ARRMERARIF )T &L ARG, WRmg L, WEmy I, mpme k. my
e, SRREMeEL . SRR MR R, WEMEL. MERRIE. WRng SR, mpeg gL, mEmE, e
L 1244 IS MEERIE . WAMRIE . MERIRIL. 23- AR DRMEIR1,2-a] b nE
WKPEFE[2,1-D]MEME L | ZRIFIRIE L, W BE . ARG SE . ZRIFIRIeIE . R IFMEmy 5L, wEnfk
BEL DRPREE. WEWY FROLNE L, DRI WEW JREANE L. IS IR L, R I e
SEWEIRIE . ZRIFRAMMINERE . 1,2,4- TIEFE . SRIRMEM LA,
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AR PRI ARLE Me AAE H AL 45 '

AR TR IALE Ph AR .

AR PTIR I ARE Boe AR T HHAE LS .

A I B T ik B AR < B AL 7 R 1 5 R D N 2 1 AL B TR SL s I B B ) 2
FEER AL, R RARE S W ER Y BRSO B AT ARG T R R e R
SR T BT SR R TIUE B R PR I

AR I B T 3k B AR Bl 8 5 SR B o AT AR TE B AR A RS PER) 25, BNz
J8ar AT NN A I 2510 0 45 5 8, HAN SR 228 A RAEYIRCR BAT 3 1907 5
AMZ A7 o 855 ) A e 0 7= A A AR

AR TR ARG IR IT ORI IR, A WS PR R R YR . B

v ORREECIRAS, FUAA AT/ B RE, AR .

AR I B T 3k B AR SRR B /s BAR sz e R8T SR PR BRAG JRAE BR
R, HORAM/EEERE, A/ECHER .

A I R AR < 857 2R TP s 5 PR A, (e B S AR B, i H
EFVFEAEHINT . RIERE R,

A W P AR BRI EIN+/-5% , BIEFE A EN+/-4%, T F TS
PR AEII+/-3% , B E SRR I+/-2%, SEIEE fRITIRMERI+-1%, B FE R PAE K
+/-0.5% o

H AR X

IR AR B S T RO T AT A . e Rhae, RAR, PrRiIA N S L
FEARH o ], AN R SR o S T AR R SR, AU IE R RN
SHEBATIR I BLIEPETT BRI T PR M PrAT oAb Seitat],  #8Jm T A% ORI K v

SEHEB 1 A-BURIEERAEL &Y (BRM2-1~3) A s
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OMe o TSNHNH,
DCM, r.t SN NaOH, TBAB
: CsHy7
CsH7
NO, H,0,95°C
F
3
OMe N -NH OMe N-NH OMe N-NTHP
| p—CsHy | /—~CsHr DHP, rt. | /~CsH;
| |
CHCla 1 t. NO, DCM,PPST NO,
F F
5 6
31\/\8
pin ~NTHP ~NH
Pd(PPhs) QMe N~ Me N~
cho3 3)a @\/kﬁc% 2N HCl @\/k/ccw BB
DCM, rt
DME/H,0, EtOH, rt.
100°C
OH N-NH OH N-NH
(/G FeNHLCI L/~ CsHy
Sy=-H. -CsHy. j@
= EtOH, r.t.
NO,
F S
9 BRM2-1~3

WAEY 1 Qeq) MAPIER AR bd, a2 (12 eq) HHINEREE . B
15 S SVBAE 1t B SO 8 h Ji, AU e A UG A AR IR M 208, A3 B0 ()4 3. iF) A
3 (leq), AHZRREMME (2 eq) MY T EIR{LEZ (TBAB, 1eq.) 7+ ItEE 0N NaOH (3
eq.) HIZKVEW R, L HiHE. PriFagiRAMAE 95°C MEHE 12 he JMVBFF R =IR, JFE
H 2N KRR pH 2 4~5. FH{RA AT S A O QA B =K. A HUARAE KA R
KBS, TR BRAAEAT T I IE M MBS, A WU el 28 R A 2Bk
TR b A AR AT (R TV A T oy i b4k, 45 31 P4k 4. HR)A 4 (leq.), NIS(1.1eq.)
AT & B ot RN 12h, 1528 [AfA 5. HAl{& 5 (1.0eq.), DHP (2.0eq.) S PPST
(0.2eq) HMET &M B, 76t NP 12h J5, HHEMEENHSEE 8k 6.
4K 6 (1.0eq.) JEFEFISINERES (1.2eq.), PA(PPhs)s (0.05eq.) LK K2COs (2.0eq.) VAfi#
T DME FUKKR AR, 76 100°C M 12h Ji, AR 2o g sl ik 7.
B4R 7 WRET B, RN 2N HCL [ Z B, LR CBRABOT IR BRI, AHL
METAEIRFA 8 HEHT T —BHRM. HEk 8 AT & F L, -78°CHI BBrs3
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(10 eq.), RJEHMTHE R EE, KN 24 h, RNEHRE, BEREESR, HMHHOR
RIS, KBk, $huKBE—Ik, AN S iR AT E A 4443 B (a4 9. i jE)i4
9 HHET G, FEINIE R Fe By LA R SRR KB, 76 ct BRI 12h JGRERAE 2T 73 55
13 FIBACIL R4 5 ) BRM2-1~3 .

S 2 S-EURIEMEERAEY) (BRM2-4~20) HYEHR:

OMe OMe O OoMe N-NH

COCI ketone LiHMDS NH2NH2H20 | Y/ R1
Rs THROC Rs EtOH, rt. Rs
R4 R4 R4
10 12
oH N-NH
[ /Ry
_ BBrs _ J BRM2-4~14
DCM
N-NO oH N-NH
| _/~Ri FeNH,CI | )R,
EtOH, r.t.
NH,
R4
BRM2-15~20

A 10 48 5 1 DY SR AR, PR S AEOKI N NER(1.1eq ) F1 LIHMDS (1.5eq.)
(RS SR o BT OBIRAE et FHEFE 1 h G, /KRR A U B3, A LA AE
M TCKBRER BT 1 TR RS, ANUAHFERENR, AR ETA s dlith, 45338+
A 11, A 11 T HEE, NHoNH2H2O (3.0eq) INEI S F, 76 rt. &M 12h
G, BETAREIHD M AR 12 F4EH T T — 2 RN driafk 12 T & ke, -78°Chn
A BBr; (10 eq.), RGO BTHR ==, SV 24 h, RNEHRG, FeT3EH~0H O
M LBRIEAR IS, KBk, KBk, ATHUE TS R IR S 443 2 sh iRl ik 13,
AR 13 T S, FFIMANGE R Fe B LA AL RIS, 7 ct. B SN 12h JERERA 2
P B3 314 &%) BRM2-4~20.

EHEf 3 S5-I EBAAMRRESVATAEY (BRM2-21~39) K&K
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Rig SR
oMe N-N ° Ry,
DHP, PPTS L O
DCM, rt O Rig
Rs
F
12 15
THP Rig
ome N-N 1® OH N-NH Ri7

ArB(OH),,Pd(PPhy),, i Ri7 P
" K,COs % O
Ris Ris
F

DME/H,0O, 100°C Rs R3
F
BBr:
< 16 3 BRM2-21~30,35,37
DCM
R
amine, Pd,(dba)s, oH N-NH ™ g
BINAP, NaOfBu I O
\_ toluene, 105°C O Ris
Rs3
F

BRM2-31~34,36,38~39

WAk 12 (leq), 4-FIFLZERERGNLIE (PPTS, 0.1eq) & T &k, FHINA 3,4- -5
2H-MLIE (DHP, 3eq), ZiliftJ N 24h, SR &5 A fE ik B EANUAH, = itk =44k
TARHEATREENT 0 A5 B P A A 1S,

MEPRIA AL SV J7 BT A & T Kbk 15 (1 eq) T 4 B — HIgEA
KENEAW (DME: H0=4:1) 1, JIA KaCOs (2.5eq), Pd(PPhs)s (0.leq), F53EMliEE1L
EP (1.2eq). ZAPIEINAE 100°C B 24h, [R5 UG IR BEE A WUAR, K5
LT CBERBUPIIR, A HUAHTH8 5 I RE A R 204043 2 R A 16 A a4k 16 VAT —
A e, -78°CHIA BBrs (10eq.), AW RMNAR R ER, KM 24h, RNEGHEE, it
AN, 0 O CERVERRS KB — IR, EUKBE— Ik, AU T IS o 2 i 4
3351454 BRM2-21~30,35,37 .

HEPEIR AL S VIR AT AE S 5 ¥k 15 (leq), FIELGY) (2eq) T
HIZE, FEAN Pdy(dba)s (0.05eq), 1,1'-H625-22'-X1 — i (BINAP, 0.1eq), NaOrBu (2.5eq) .
SV B A BRI, A 105°C JOB 24he JRBIEE A FH 8 CERAEEL, AN >
7K AN ER K B — K, TS5 FH AR AL 2 A 4445 B b m) 4k 17, Kb a4k 17 g —&H
$5t, -78°CHIN BBr3 (10eq.), AEHRMNIHRBSE, &N 24h, KMNERE, RTAVL
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A, WA OB OBRIERE G, KE—IK, ShkKEe—Ik, AN TG R Z i ai i 15
F1kEY) BRM2-31~34,36,38~39 .
SERER] 4 XN BRI R &Y (BRM2-40~42) FIE R

(NGO
OMe O oMe o s~ — OMe O  NV©
NaH, CS2, HN 7 NRq =
Mel, DMC, AN g7 R N
toluene EtOH, reflux “oNRy
F F F
18 19 20

OMe N-NH

NH;NH,
EtOH, reflux

F
BRM2-40~42

¥ EY 18 (leq) W THAKHER, MAZBMEK (1.6eq), WUHLEE (3.5eq), HIPiis
UK, 1EAEMA NaH (2.2eq), MN58J5 B2 A NN- B A% (2.2eq), M58 fEH# %
PLERART B IR, LGS A G, 7KK B, A AR 730 K 7K &8 — Ik,
TSGR E T A AT B S 19, 35 AW 19 W T 4R, MR AY) R1 (2.2eq),
PirE NNARIEIR 24h, RBIGEHGE, EERERAETAM ARSI EY) 200 BALEY) 20
T TR CEE, N 98% KA ME (2eq), HIARIEIA 12h, RMEHG, B4R ZHT
AT B IR EUR I 254 A %) BRM2-40~42.

Ll 5 WBEDT UL E R R A YI(BRM2-96~128) & B

oH N-NH OTHPN -NTHP HzN Ro1
/ DHP, r.t. O B Pd(OAc),
% O O ' Xantphos
DCM,PPST
Cs,CO
F F 2 3

1,4-dioxane

~NH
OTHPN- -NTHP 2N HCI/EtOH oH N”
v
O }\Rm O }\Rm
3 F
42 BRM2-96~128
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HilE] {4 40 (1.0eq.), DHP (3.0eq.) M PPST (0.2eq.) #fit T 5 ¥e, 7F rt. N3 12h
JG, R E AT A B 4k 41, PR 41 (1.0eq.) , Bif% (1.2eq.), Pd(OAc)
(0.02 eq), Xantphos (0.03eq.) LAK Cs2COs (1.4 eq.) WEfET 1,4- 2N, £ 100°C J M
12h Ji, SR E IR BB R 4R 42, FIAMAR 42 SRR T 8, FEIIN 2N HCL 1)
R, LR CTRARIEM AN RERZ AN, TS, RRAEraG 2 &9

BRM2-96~128.
SEHER] 6 MEMELESL A& (BRM2-129~159) KGR
OMe O OMeQ O OMe Nl—NH
NH-NH,, AcOH
Ethyl oxalate, EtONa> COOMe oNHo, Pz COOMe
—_—
F
43 44 45
QR N—NH OH N—NH
BBr; — EDCI, HOB, = S,
e COOH 5
o)
F F
46 BRM2-129-159
Rq2 /—)313

- N. Yy Y
S= U Ry Y W2
0] e

¥t &9 43 (1eq) WINE] EtONa (2.3 eq) Fi#it#E 1h, ARG EMEHANER L0,
MR 4h, RBEHRIGA PR, REMAIKEEER (deq), F7AKE G, 4~
Yoiduk, RIGornHDEK, CfF, CBETBES R 44, FrhIalik 44 EREEIBI R,
RIG UK TS ARG (1.2 eq), I FRMIEHR, RGP E, x5
FEIE G REAT A, 3B 450 g rhIalA 45 AT EK Z & S, -78°C
A BBr: (6eq), lh il RBFAE=R, RMEK, KGR, 1282 MKERRR, A
M Bess 2 R AR 2 OBl pH B 2 5, MR CESH =AU ok, I8 ok J s e
LA HIEFIRIF ] T A4A 46. 5 F1AlfA 46, EDCI (1.2 eq), HOBt (12 eq) MIAF|TK
DMF 1, BitdE N S B R AP R, R 12h, RSESHS NN 218 2.0,
AT HTUAH FH RN ST B e =0k, AT S BT e — Ik ORI R B I P ik e 2
P&, BIRE)G 7Y BRM2-129~159.

HEf 7 S-BUREEMM R EY) (BRM2-160~174) K& B
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OH O \o 0
~
o 0
OH  Mel.K,CO 0~ NaH,MeCN
—rg _ NH,NH
cN  NHNHp O
F F
47 48 F 0
o
\

o}
~ ~NH ~ \
O N o N-NH ~NH
I _—NH, _RCOO | P—NH R BBr; oH ’\’/ Na\(CHz)m Ro4
HATU o Ros Ros
F F F
51
50 BRM2-161-174
¢BBI’3
OH N-NH
WNHz
F
BRM2-160

PG 47(1.0eq.), BUHFSE (3.0eq.), IR (3.0eq.) T EERENEIAE, 40°CTF
PR 120, FETER, LR CEEARBUIEINMABRIRESY, LT, R STt
AT 2 E AR 48, 48(1.0eq )i THETH 2R, A ZME(B.0eq), RIFIIANZIN(3.0eq.)s
IMZZEHABR, IERE] 90°C R 3he BETIEH, L8R CTRABOFMAWAGRERZ Y, T
Maga, REBOH ZHraiib g 8 Rk 49. 49(1.0eq ) F1— /KA (1 2eq) & T 48, HIIA
UKBETR(6.0eq.),50°CHNFAS M. 3h IS, BETVAM, LM OESABOF A MR,
ST RIS, R ERT A A B P aA 500 50 S5 FRAURER IR — L4 &\ DMF
%57, I HATU (1.5eq.) Al DIPEA (1.5eq.) ,70°C R 12h, 2.8 Z &R B 5T
Jo, WA a3 8] b Ak 51, 51 8% 50 (leq.) W T#T DCM 1, 0°C R II A=Ak
M (8eq), Wi FHHEREL 12h, JETHN, L OERABIEMAMAGRRE, Mt
BEJE, AT E AT 2EAAS F1 271 BRM2-160-174.

SCHEf 8 sEiefl 1-7 ] 2 A L&Y B SR

FEA SR, F T TR A B — RS SO S S AF B &Y, AHRBA B E
BT

BRM2-1: '"H NMR (400 MHz, CDCls) & 6.97 — 6.82 (m, 1H), 6.48 (dd, J=17.9, 11.6 Hz,
1H), 6.31 (dd, J = 8.6, 4.0 Hz, 1H), 5.22 (dd, J = 38.2, 14.7 Hz, 2H), 2.74 (t, J = 7.6 Hz, 2H), 1.73
(dd, J = 15.1, 7.5 Hz, 2H), 1.03 (t, J = 7.3 Hz, 3H). ik (ESL m/z). C14H16FN30,

41



WO 2019/091277 PCT/CN2018/111154

[M+H]":262.13.

BRM2-2: 'H NMR (400 MHz, CDCls) & 7.34 (dt, J = 15.2, 7.6 Hz, 4H), 7.25 (t, J = 6.8 Hz,
1H), 6.96 (t, J=9.7 Hz, 1H), 6.86 (d, J = 16.6 Hz, 1H), 6.65 (d, J= 16.6 Hz, 1H), 6.34 (d, J=5.2
Hz, 1H), 2.88 (t, J = 7.6 Hz, 2H), 1.88-1.80 (m, 2H), 1.08 (t, J = 7.3 Hz, 3H). i} (ESL m/z):
C20H20FN30, [M+H]":338.16.

BRM2-3: 'H NMR (400 MHz, CDCl3) § 6.97 — 6.82 (m, 1H), 6.27 (dd, J = 8.8, 4.1 Hz, 1H),
6.07 (d, J=16.1 Hz, 1H), 5.78 — 5.62 (m, 1H), 2.68 — 2.48 (m, 2H), 2.06 (¢, J = 7.1 Hz, 2H), 1.70
—1.51 (m, 2H), 1.37 (dd, J = 14.6, 7.3 Hz, 2H), 0.93 (t, J = 7.3 Hz, 3H), 0.87 (t, J = 7.3 Hz, 4H).
i (ESL, m/z): C17H20FN30, [M+H]":304.17.

BRM2-4: 'H NMR (400 MHz, MeOD) § 7.71 (d, J = 6.8 Hz, 2H), 7.59 (d, J = 6.8 Hz, 2H),
701 (s, 1H), 6.82 (t, J = 8.9 Hz, 1H), 6.20 (s, 1H). Jiiil¥ (ESL m/). C15H10BrFN20,
[M+H]":333.00.

BRM2-5: '"H NMR (400 MHz, MeOD) § 7.69 (d, J = 8.2 Hz, 2H), 7.56 — 7.41 (m, 3H), 7.05
(s, 1H), 6.97 — 6.85 (m, 2H), 1.35 (s, 9H) Jiiili (ESL, m/z): CI9H19FN20, [M+H]":311.15.

BRM2-6:'H NMR (400 MHz, MeOD) § 7.67 (d, J = 7.9 Hz, 2H), 7.50 — 7.39 (m, 1H), 7.28
(d,J=8.0 Hz, 2H), 7.02 (s, 1H), 7.00 — 6.77 (m, 2H), 2.67 (q, J= 7.6 Hz, 2H), 1.25 (t, /= 7.6 Hz,
3H). i (ESL m/z): C17HISFN20, [M+H]:283.12.

BRM2-7: '"H NMR (400 MHz, MeOD) & 7.43 (d, J = 8.3 Hz, 2H), 7.30 (s, 3H), 6.90 (d, J =
5.7 Hz, 2H), 6.83 (s, 1H), 2.42 (s, 3H). il (ESI, m/z): CI6H13FN20, [M+H]":269.10.

BRM2-8: 'H NMR (400 MHz, MeOD) & 7.66 — 7.48 (m, 2H), 7.48 — 7.38 (m, 1H), 7.32 (t, J
=7.6 Hz, 1H), 7.18 (d, J = 7.5 Hz, 1H), 7.04 (s, 1H), 6.89 (d, J = 5.5 Hz, 2H), 2.39 (s, 3H). /5 i{%
(ESL m/z): CI6H12FN20, [M+H]":269.10.

BRM2-9: 'H NMR (400 MHz, MeOD) & 7.42 (d, /= 10.3 Hz, 1H), 7.26 (s, 1H), 7.15 (dd, J
=26.4, 7.6 Hz, 2H), 6.90 (d, J= 5.3 Hz, 2H), 6.82 (s, 1H), 2.35 (d, J = 14.3 Hz, 6H) Ji il (ESL
m/z): CITHISFN20, [M+H]":283.12.

BRM2-10: 'H NMR (400 MHz, MeOD) § 7.44 (d, J=9.7 Hz, 1H), 7.38 (s, 2H), 7.03 (d, J =
48 Hz, 2H), 6.89 (d, J = 4.1 Hz, 2H), 2.36 (s, 6H). i i (ESIL, m/z): C17HI5FN20,
[M+H]":283.12.

BRM2-11: 'H NMR (400 MHz, CDCl3) & 7.35 — 7.30 (m, 1H), 7.26 (s, 2H), 7.10 (s, 1H),
7.05—6.93 (m, 2H), 6.87 (s, 1H), 2.42 (s, 6H). JiRili (ESI, m/z): C17THI5FN20, [M+H]:283.12.
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BRM2-12: 1H NMR (400 MHz, DMSO) & 13.44 (d, J = 188.0 Hz, 1H), 10.52 (s, 1H), 7.93
(s, 1H), 7.64 (s, 1H), 7.38 (d, J = 36.3 Hz, 4H), 7.04 (t, ] = 8.3 Hz, 1H), 6.97 (d, ] = 4.8 Hz, 1H).
Jfi i (ESL m/z): C15H10F2N20, [M+H]":273.08.

BRM2-13: 'H NMR (400 MHz, CDCls) & 7.46 (d, J = 7.8 Hz, 2H), 7.07 (d, J = 7.9 Hz, 2H),
6.93 — 6.85 (m, 1H), 6.61 (s, 1H), 6.37 (d, J = 4.5 Hz, 1H), 3.12-3.04 (m, 2H), 3.02-2.94(m, 2H).
Jfi % (ESL m/z): C15H10CIFN20, [M+H]":289.05.

BRM2-14: 'H NMR (400 MHz, MeOD) § 12.62(s, 1H), 7.68-7.66(m, 2H), 7.45(m, 1H),
735-730(m, 2H),7.05-6.95(m, 2H), 6.81(m, IH). /i i (ESL, m/): CI5HIOBrFN20,
[M-+H]":333.00.

BRM2-15: 'H NMR (400 MHz, MeOD) & 7.47 (d, J = 6.6 Hz, 1H), 7.35 — 7.19 (m, 3H),
690 — 6.74 (m, 2H), 6.24 (dd, J = 88, 42 Hz, 1H), 2.44 (s, 3H). Jiiilf (ESL m/%):
C15H11BrFN30, [M+H]":348.01.

BRM2-16: 'H NMR (400 MHz, MeOD) § 7.42 (d, J= 7.5 Hz, 1H), 7.34 (d, J = 4.0 Hz, 2H),
7.29 — 7.19 (m, 1H), 6.95-6.81 (m, 2H), 6.22 (dd, J = 8.8, 4.2 Hz, 1H), 2.80 (q, J = 7.6 Hz, 2H),
1.17 (t, J=7.5 Hz, 3H). il (ESL m/z): CI6H13BrFN30, [M+H]":362.02.

BRM2-17: 'H NMR (400 MHz, CDCl3) § 7.50-7.42 (m, 2H), 7.35 — 7.24 (m, 2H), 6.93-6.86
(m, 2H), 636 (s, 1H), 3.32 — 3.02 (m, 1H), 123 (d, J = 6.5 Hz, 6H). il (ESL m/%):
C15H12BrN30, [M+H]:330.02.

BRM2-18: 'H NMR (400 MHz, DMSO) § 13.44 (d, J = 188.0 Hz, 1H), 10.52 (s, 1H), 7.93
(s, 1H), 7.64 (s, 1H), 7.38 (d, J = 36.3 Hz, 4H), 7.04 (t, J = 8.3 Hz, 1H), 6.97 (d, J = 4.8 Hz, 1H).
Jfi 1% (ESL m/z): C16H14FN30, [M+H]":284.11.

BRM2-19: 'H NMR (400 MHz, Acetone) & 12.90 (s, 1H), 10.72 (s, 1H), 7.78 (dd, J = 5.9,
3.4 Hz, 1H), 7.62 (ddd, J = 12.6, 7.4, 2.8 Hz, 2H), 7.55 — 7.47 (m, 2H), 7.32 (s, 1H), 7.06 — 6.93
(m, 2H). il (ESL m/z): CITH16FN30, [M+H]":298.13.

BRM2-20: 'H NMR (400 MHz, CDCI3) & 7.85 (s, 1H), 7.61 (d, J = 7.7 Hz, 1H), 7.48 (d, J
= 7.9 Hz, 1H), 7.29 (dd, J = 13.4, 6.5 Hz, 2H), 6.90 (d, J = 5.6 Hz, 2H), 6.83 (s, 1H). i (ESL
m/z): C18H18FN30, [M+H]":312.14.

BRM2-21: 'H NMR (400 MHz, MeOD) & 7.86 (d, J= 7.0 Hz, 2H), 7.68 (dd, J = 19.1, 7.3
Hz, 4H), 7.45 (t, J = 6.8 Hz, 2H), 7.35 (d, J = 6.8 Hz, 1H), 7.07 (s, 1H), 6.82 (t, J = 9.5 Hz, 1H),
6.22 (d,J=4.9 Hz, 1H).fii% (ESL m/z): C2IH16FN30, [M+H]":346.13.
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BRM2-22: '"H NMR (400 MHz, MeOD) § 7.85 (d, J= 8.0 Hz, 2H), 7.67 (dd, J= 7.9, 4.4 Hz,
4H), 7.18 (t, J = 8.6 Hz, 2H), 7.06 (s, 1H), 6.93 — 6.70 (m, 1H), 6.21 (dd, J = 8.8, 4.1 Hz, 1H).Jii
i (ESI, m/z): C21H15F2N30, [M+H]":364.12.

BRM2-23: 'H NMR (400 MHz, CDCl3) § 12.62(s,1H), 10.10(br, 1H), 8.30(dd, 2H),
7.85-7,70(m, SH), 7.35-7.27(m, 2H), 7.03-6.99(m, 2H), 6.45 (d, 1H). Wi i# (ESL m/z):
C23H16FN30, [M+H]":370.13.

BRM2-24: '"H NMR (400 MHz, CDCl3) § 7.82 — 7.46 (m, 7H), 7.40-7.20(m, 2H), 6.97-6.84
(m, 3H). iii# (ESI, m/z): C21H14BrFN20, [M+H]":409.03.

BRM2-25: '"H NMR (400 MHz, MeOD) & 7.87 (d, J= 7.9 Hz, 2H), 7.73 (d, J = 8.0 Hz, 2H),
7.67 (d, J = 8.2 Hz, 2H), 7.47 (d, J = 8.2 Hz, 3H), 7.16 (s, 1H), 6.93 (d, J = 4.2 Hz, 2H). Jiii%
(ESI, m/z): C21H14CIFN20, [M+H]":365.08.

BRM2-26: '"H NMR (400 MHz, DMSO) § 13.81 (s, 1H), 10.68 (s, 1H), 8.98 (s, 1H), 8.59 (s,
1H), 8.15 (d, J= 6.4 Hz, 1H), 7.95 (t, J = 15.6 Hz, 4H), 7.64 (s, 1H), 7.60 — 7.36 (m, 2H), 7.10 —
6.88 (m, 2H).Jiii#% (ESI, m/z): C20H14FN30, [M+H]":332.11.

BRM2-27: '"H NMR (400 MHz, MeOD) & 7.84 (d, J= 7.8 Hz, 2H), 7.47 (d, J = 9.9 Hz, 1H),
7.20 (d, J= 7.8 Hz, 2H), 7.15 — 7.04 (m, 4H), 6.92 (d, J = 5.7 Hz, 2H), 2.02 (s, 6H).Jii % (ESI,
m/z): C23H19FN20, [M+H]":359.15.

BRM2-28: '"H NMR (400 MHz, MeOD) & 7.81 (d, J= 7.5 Hz, 2H), 7.66 (d, J = 7.8 Hz, 2H),
7.46 (d, J=9.0 Hz, 1H), 7.24 (s, 2H), 7.09 (s, 1H), 7.00 (s, 1H), 6.92 (d, J = 5.2 Hz, 2H), 2.36 (s,
6H). Jiii# (ESI, m/z): C23H19FN20, [M+H]":359.15.

BRM2-29: '"H NMR (400 MHz, MeOD) § 7.80 (d, J = 8.0 Hz, 2H), 7.64 (d, J = 8.1 Hz, 2H),
7.52 —7.42 (m, 1H), 7.16 — 7.07 (m, 2H), 7.04 (dd, J = 8.2, 2.0 Hz, 1H), 6.96 — 6.90 (m, 2H), 6.88
(d,J=82Hz, 1H). iiif¥ (ESI, m/z): C2IH15FN203, [M+H]":363.11.

BRM2-30: 'H NMR (400 MHz, DMSO) § 8.10 — 7.95 (m, 6H), 7.90 (d, J = 8.1 Hz, 2H),
7.61 (dd, T=9.8,2.5 Hz, 1H), 7.41 (s, 1H), 7.02 (td, J = 8.5, 2.6 Hz, 1H), 6.95 (dd, J = 8.8, 5.0 Hz,
1H), 3.28 (s, 3H).ii il (ESI, m/z): C22H17FN203S, [M+H]":409.09.

BRM2-31:'H NMR (400 MHz, Acetone) & 13.08 (s, 1H), 10.80 (s, 1H), 8.21 (s, 1H), 7.89 (d,
J=17.4Hz, 1H), 7.75 (dd, J = 19.1, 7.7 Hz, 3H), 7.61 (t, J = 8.4 Hz, 2H), 7.55 — 7.36 (m, 4H),
7.00 (dd, J=13.2, 4.0 Hz, 2H).Jii i (ESI, m/z): C21H15FN20, [M+H]":331.12

BRM2-32:'H NMR (400 MHz, Acetone) & 13.05 (s, 1H), 10.80 (s, 1H), 8.21 (s, 1H), 7.90 (d,

44



WO 2019/091277 PCT/CN2018/111154

J=1.7Hz, 1H), 7.77 (dd, J = 15.3, 7.6 Hz, 3H), 7.67 — 7.56 (m, 2H), 7.53 (t, ] = 7.6 Hz, 2H),
748 (s, 1H), 743 (t, J = 7.3 Hz, 1H), 7.05 — 6.91 (m, 2H). i (ESI, m/z): C21HI5FN20,
[M+H]":331.12.

BRM2-33:"H NMR (400 MHz, Acetone) & 12.91 (s, 1H), 10.84 (s, 1H), 7.57 (d, /= 9.5 Hz,
1H), 7.47 (s, 1H), 7.33 (d, J = 8.0 Hz, 2H), 7.27 (d, J = 7.3 Hz, 1H), 7.07 — 6.87 (m, 3H), 3.26 (d,
J = 47 Hz, 4H), 1.65 (dd, J = 346, 41 Hz, 6H). Jfiif (ESL m/): C20H20FN3O0,
[M+H]":338.16.

BRM2-34:'"H NMR (400 MHz, MeOD) & 7.50 — 7.43 (m, 1H), 7.36 (s, 1H), 7.31 (, J = 7.8
Hz, 1H), 7.26 (d, J = 7.6 Hz, 1H), 7.09 (d, J = 5.1 Hz, 1H), 6.98 — 6.89 (m, 3H), 3.33 — 3.25 (m,
4H), 2.81 —2.70 (m, 4H), 2.45 (s, 3H).J5ii i (ESL m/z): C20H21FN40, [M+H]":353.17.

BRM2-35:1H NMR (400 MHz, Acetone) & 12.91 (s, 1H), 10.86 (s, 1H), 7.57 (dd, J = 9.6,
2.9 Hz, 1H), 7.49 — 7.44 (m, 1H), 7.36 — 7.29 (m, 2H), 7.28 — 7.23 (m, 1H), 7.04 — 6.92 (m, 3H),
3.31 —3.21 (m, 4H), 1.75 — 1.64 (m, 4H), 1.60 (ddd, J = 11.5, 4.7, 2.2 Hz, 2H). % (ESL m/z):
C20H20FN30, [M+H]":338.16.

BRM2-36: 1H NMR (400 MHz, MeOD) & 7.51 — 7.45 (m, 1H), 7.36 (dd, J = 15.8, 7.9 Hz,
2H), 7.27 (d, J = 7.7 Hz, 1H), 7.11 (s, 1H), 7.01 (dd, J = 8.2, 1.7 Hz, 1H), 6.95 — 6.90 (m, 2H),
332 — 3.26 (m, 4H), 2.72 — 2.64 (m, 4H), 2.39 (s, 3H). i (ESL m/z): C20H21FN40,
[M+H]":353.17.

BRM2-37: 'H NMR (400 MHz, MeOD) & 7.60 (d, J = 8.4 Hz, 2H), 7.49 — 7.38 (m, 1H),
6.91 (t, J = 5.0 Hz, 3H), 6.81 (d, J = 8.5 Hz, 2H), 3.70 — 3.58 (m, 2H), 3.53 (t, J = 6.2 Hz, 2H),
2.99 — 2.86 (m, 2H), 2.84 — 2.73 (m, 2H), 2.51 (s, 3H), 2.15 — 2.01 (m, 2H).Jii % (ESL m/z):
C21H23FN40, [M+H]":367.19.

BRM2-38: 'H NMR (400 MHz, Acetone) & 12.76 (s, 1H), 10.92 (s, 1H), 7.74 (d, J = 8.2 Hz,
2H), 7.54 (d, J= 9.6 Hz, 1H), 7.19 (s, 1H), 7.08 (d, J = 8.2 Hz, 2H), 6.96 (dt, J = 13.5, 8.5 Hz,
2H), 3.31 (s, 4H), 2.56 (s, 4H), 2.31 (s, 3H). R i (ESI, m/z): C20H21FN40, [M+H]":353.17.

BRM2-39: 'H NMR (400 MHz, Acetone) & 12.72 (s, 1H), 10.93 (s, 1H), 7.72 (d, J = 8.6 Hz,
2H), 7.54 (dd, J = 9.6, 2.7 Hz, 1H), 7.17 (s, 1H), 7.07 (d, J = 8.2 Hz, 2H), 7.02 — 6.89 (m, 2H),
339 — 321 (m, 4H), 1.66 (dd, J = 253, 42 Hz, 6H). i (ESL m/): C20H20FN3O0,
[M+H]":338.16.

BRM2-40:"H NMR (400 MHz, DMSO) & 12.25 (s, 1H), 11.30 (s, 1H), 8.06 (d, J = 3.5 Hz,
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1H), 7.55 — 7.35 (m, 2H), 6.96 (td, J = 8.5, 3.0 Hz, 1H), 6.90-6.83 (m, 1H), 6.66 (d, J = 8.6 Hz,
1H), 6.57 — 6.43 (m, 1H), 6.09 (s, 1H), 3.86-3.80 (m, 2H), 3.55 (d, J = 4.8 Hz, 4H), 3.38 — 3.32
(m, 2H), 2.06 — 1.88 (m, 2H). Jiiii# (ESI, m/z): C19H20FN50, [M+H]":353.17.

BRM2-41: 'H NMR (400 MHz, Acetone) § 11.62 (s, 1H), 11.10 (s, 1H), 8.06 (d, J= 4.0 Hz,
1H), 7.55 — 7.38 (m, 1H), 7.34 (dd, J=9.7, 3.0 Hz, 1H), 6.99 — 6.78 (m, 2H), 6.54 (dd, J = 6.8,
5.2 Hz, 1H), 6.46 (d, J = 8.5 Hz, 1H), 6.01 (s, 1H), 4.98 (s, 1H), 4.58 (s, 1H), 3.70 (dd, J = 8.7,
1.6 Hz, 1H), 3.63 — 3.48 (m, 2H), 3.31 (d, / = 8.7 Hz, 1H), 2.13 (q, J = 9.6 Hz, 2H) Jfii% (ESL,
m/z): CI9H18FN50, [M+H]":352.15.

BRM2-42:'H NMR (400 MHz, Acetone) § 11.89 (s, 1H), 11.07 (s, 1H), 7.41 (dd, J=9.7, 3.0
Hz, 1H), 7.32 — 7.21 (m, 2H), 7.05 (d, J = 8.0 Hz, 2H), 6.99 — 6.80 (m, 3H), 6.27 (s, 1H), 3.50 —
3.40 (m, 4H), 3.40 — 3.30 (m, 4H).Jii i (ESI, m/z): CI9H19FN40, [M+H]":339.15.

BRM2-96:'H NMR (400 MHz, CDCI3) § 8.97 (s, 1H), 7.91 — 7.76 (m, 4H), 7.76 — 7.45 (m,
3H), 7.46 — 7.30 (m, 2H), 7.21 — 7.06 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.94 (s, 1H). Jii
i (ESI, m/z): C22H15F2N302, [M+H]":392.11.

BRM2-97:'H NMR (400 MHz, CDCI3) § 9.04 (s, 1H), 8.28 — 8.02 (m, 1H), 8.00 — 7.70 (m,
4H), 7.51 (tdd, J = 14.9, 10.0, 3.1 Hz, 1H), 7.42 — 7.25 (m, 2H), 7.21 — 6.99 (m, 3H), 6.95 (dd, J =
15.0, 10.1 Hz, 1H), 4.89 (s, 1H). J§ii{# (ESI, m/z): C22H15F2N302, [M+H]":392.11.

BRM2-98:'H NMR (400 MHz, CDCI3) § 9.17 (s, 1H), 8.01 — 7.76 (m, 6H), 7.76 — 7.53 (m,
2H), 7.35(dd, J=16.0, 3.0 Hz, 1H), 7.31 — 7.04 (m, 2H), 6.95 (dd, J = 15.0, 10.0 Hz, 1H), 4.97 (s,
1H). Jiii# (ESI, m/z): C22H15BrFN302, [M+H]":452.03.

BRM2-99:'H NMR (400 MHz, CDCI3) § 9.19 (s, 1H), 8.25 — 8.04 (m, 2H), 7.98 — 7.66 (m,
4H), 7.52 - 7.27 (m, 3H), 7.22 — 7.06 (m, 2H), 6.95 (dd, J = 15.0, 10.0 Hz, 1H), 4.97 (s, 1H). Jii
i (ESI, m/z): C22H15F2N302, [M+H]":392.11.

BRM2-100:'"H NMR (400 MHz, CDCI3) § 8.95 (s, 1H), 8.02 — 7.73 (m, 6H), 7.76 — 7.52 (m

2

2H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.24 — 7.07 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.92 (s,
1H). Jfii% (ESL m/z): C22H15FCIN302, [M+H]":408.08.

BRM2-101:'"H NMR (400 MHz, CDCI3) & 9.17 (s, 1H), 8.01 — 7.59 (m, 4H), 7.43 (s, 4H),
7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.25 — 7.04 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.93 (s, 1H).

i (ESL, m/z): C22H15FCIN302, [M+H]":408.08..

46



WO 2019/091277 PCT/CN2018/111154

BRM2-102:'H NMR (400 MHz, CDCI3) § 8.95 (s, 1H), 8.01 — 7.59 (m, 6H), 7.50 — 7.21 (m,
3H), 7.22 — 7.03 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.94 (s, 1H), 2.42 (s, 3H). Jiiil (ESL
m/z): C23H18FN302, [M+H]*:388.14.

BRM2-103:'H NMR (400 MHz, CDCI3) § 9.20 (s, 1H), 8.04 — 7.61 (m, 6H), 7.48 — 7.22 (m,
3H), 7.24 — 7.03 (m, 2H), 6.95 (dd, J = 15.0, 10.0 Hz, 1H), 4.98 (s, 1H), 2.41 (s, 3H). Jii il (ESL
m/z): C23H18FN302, [M+H]":388.14.

BRM2-104:'"H NMR (400 MHz, CDCI3) § 9.10 (s, 1H), 7.98 — 7.58 (m, 6H), 7.55 — 7.26 (m,
2H), 7.31 — 7.02 (m, 3H), 6.95 (dd, J = 15.0, 10.0 Hz, 1H), 4.96 (s, 1H). il (ESL m/):
C23H15F4N302, [M+H]":442.12.

BRM2-105:'"H NMR (400 MHz, CDCI3)$ 9.58 (s, 1H), 8.07 — 7.67 (m, 4H), 7.59 — 7.41 (m,
1H), 7.38 — 7.22 (m, 2H), 7.18 — 7.04 (m, 3H), 6.95 (dd, J= 15.0, 10.1 Hz, 1H). Jiii# (ESL m/z):
C22H14F3N302, [M+H]":410.10.

BRM2-106:'H NMR (400 MHz, CDCI3) & 9.00 (s, 1H), 8.10 — 7.58 (m, 4H), 7.35 (dd, J =
16.0, 2.9 Hz, 1H), 7.20 — 7.00 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.43 (s, 1H), 2.10 — 1.96
(m, 3H), 1.97 — 1.78 (m, 6H), 1.81 — 1.52 (m, 6H). i i (ESL m/z): C26H26FN302,
[M+H]":432.20.

BRM2-107:'H NMR (400 MHz, CDCI3) & 8.93 (s, 1H), 8.08 — 7.65 (m, 6H), 7.35 (dd, J =
16.0, 2.9 Hz, 1H), 7.25 — 7.04 (m, 4H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.94 (s, 1H), 3.79 (s, 3H).
Jfi 1% (ESL m/z): C23H18FN302, [M+H]":404.13.

BRM2-108:'H NMR (400 MHz, CDCI3) & 8.94 (s, 1H), 8.08 — 7.59 (m, 4H), 7.35 (dd, J =
16.0, 2.9 Hz, 1H), 7.25 — 7.03 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.95 (s, 1H), 4.54 — 3.86
(m, 2H), 2.96 — 2.59 (m, 2H), 2.37 (p, J = 15.6 Hz, 1H), 1.90 — 1.69 (m, 2H), 1.67 — 1.40 (m, 1H),
1.37-0.89 (m, 3H). i il (ESL m/z): C22H22FN302, [M+H]":380.17.

BRM2-109:'H NMR (400 MHz, CDCI3) & 8.92 (s, 1H), 8.82 (d, J = 15.0 Hz, 2H), 8.07 —
7.62 (m, 6H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.17 — 7.00 (m, 2H),
695 (dd, J = 15.0, 10.1 Hz, 1H), 457 (s, 1H). Jii i# (ESL m/): C21H15FN402,
[M+H]":375.12.

BRM2-110:'H NMR (400 MHz, CDCI3) & 8.93 (s, 1H), 8.03 — 7.72 (m, 6H), 7.68 — 7.46 (m,
3H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.27 (s, 1H), 7.22 — 7.05 (m, 1H), 6.95 (dd, J = 15.0, 10.1 Hz,
1H). Jfiil% (ESL m/z): C22H16FN302, [M+H]":374.12.
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BRM2-111:'"H NMR (400 MHz, CDCI3) & 9.15 — 8.80 (m, 2H), 8.09 (dd, J = 15.0, 3.0 Hz,
1H), 7.97 — 7.65 (m, 4H), 7.55 — 7.27 (m, 2H), 7.28 — 7.06 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz,
1H), 4.94 (s, 1H), 2.55 (s, 3H) i1l (ESL m/z): C22H17FN402, [M+H]":389.13 .

BRM2-112:'H NMR (400 MHz, CDCI3) & 8.97 — 8.61 (m, 2H), 8.53 — 8.28 (m, 1H), 8.14 —
7.66 (m, 6H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.22 — 7.04 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz,
1H), 4.92 (s, 1H). Jiii (ESL m/z): C21H15FN402, [M+H]":375.12.

BRM2-113:'H NMR (400 MHz, CDCI3) & 9.79 (s, 1H), 7.79 (ddd, J = 18.3, 9.0, 4.5 Hz,
S5H), 7.50 — 7.27 (m, 2H), 7.25 — 7.01 (m, 3H), 6.95 (dd, J = 7.4, 5.0 Hz, 1H), 4.96 (s, 1H), 3.87 (d,
J=16.0 Hz, 6H). Jfiil¢ (ESL m/z): C24H20FN304, [M+H]":434.14.

BRM2-114:'H NMR (400 MHz, CDCI3) & 9.00 (s, 1H), 8.00 — 7.62 (m, SH), 7.49 — 7.20 (m,
3H), 7.17 — 7.04 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.93 (s, 1H). i (ESL m/):
C22H14F3N302, [M+H]":410.10.

BRM2-115:'"H NMR (400 MHz, CDCI3) & 8.31 (s, 1H), 7.98 — 7.59 (m, 4H), 7.35 (dd, J =
16.0, 2.9 Hz, 1H), 7.27 — 7.07 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.98 (s, 1H), 3.98 — 3.38
(m, 4H), 3.00 (tt, J = 17.7, 15.8 Hz, 1H), 2.30 — 1.65 (m, 4H). /i (ESL m/z): C21H20FN303,
[M+H]":382.15.

BRM2-116:'"H NMR (400 MHz, CDCI3) & 8.79 (s, 1H), 8.24 — 7.65 (m, 4H), 7.49 — 7.21 (m,
2H), 7.20 — 7.07 (m, 1H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 2.48 — 1.88 (m, 1H), 1.21 — 0.30 (m,
4H). i (ESL, m/z): CI9H16FN302, [M+H]":338.12.

BRM2-117:'H NMR (400 MHz, CDCI3) § 8.67 (s, 1H), 8.15 — 7.69 (m, SH), 7.55 — 7.22 (m,
2H), 7.21 — 7.01 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 6.71 (t, J = 15.0 Hz, 1H), 4.99 (s, 1H).
% (ESL, m/z): C20H14FN303, [M+H]":364.10.

BRM2-118:'H NMR (400 MHz, CDCI3) & 8.98 (s, 1H), 8.02 — 7.74 (m, SH), 7.67 — 7.44
(m, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.33 (d, J = 2.9 Hz, 1H), 7.24 — 6.69 (m, SH), 4.94 (s,
1H), 4.05 (q, J = 11.8 Hz, 2H), 1.34 (t, J = 11.8 Hz, 3H). il (ESL m/): C24H20FN303,
[M+H]":418.15.

BRM2-119:'H NMR (400 MHz, CDCI3) & 8.82 (s, 1H), 8.30 (dd, J = 15.0, 3.0 Hz, 1H),
8.08 — 7.65 (m, SH), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.27 — 7.07 (m, 3H), 6.95 (dd, J = 15.0, 10.1
Hz, 1H), 4.95 (s, 1H). il (ESL, m/z): C20H14FN302S, [M+H]":380.08.
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BRM2-120:'"H NMR (400 MHz, CDCI3) § 7.95 — 7.48 (m, 4H), 7.34 (dd, J = 16.0, 2.9 Hz,
1H), 7.20 — 7.00 (m, 1H), 7.07 — 6.73 (m, 1H), 2.68 — 2.13 (m, 4H), 2.10 — 1.67 (m, 3H). Jiii
(ESI, m/z): C20H18FN302, [M+H]":352.14.

BRM2-121:"H NMR (400 MHz, CDCI3) § 9.14 (dd, J = 3.0, 0.5 Hz, 1H), 8.93 (s, 1H), 8.85
—8.61 (m, 1H), 8.21 (dt, J = 15.0, 3.0 Hz, 1H), 8.02 — 7.63 (m, 4H), 7.58 — 7.30 (m, 2H), 7.22 —
7.09 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.93 (s, 1H). i1 (ESI, m/z): C21H15FN402,
[M+H]":375.12,

BRM2-122:'"H NMR (400 MHz, CDCI3) & 8.78 (s, 1H), 8.05 (s, 1H), 7.93 — 7.65 (m, 4H),
7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.28 — 7.01 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.94 (s, 1H),
2.43 (s, 3H). Jiiii# (ESI, m/z): C20H15FN403, [M+H]":379.11,

BRM2-123:'"H NMR (400 MHz, CDCI3) & 8.95 (s, 1H), 8.43 (d, /= 15.0 Hz, 1H), 8.08 —
7.72 (m, 5H), 7.62 (d, J = 2.9 Hz, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.27 — 7.03 (m, 2H), 6.95
(dd, J=15.0, 10.1 Hz, 1H), 4.93 (s, 1H). Jiii{# (ESL m/z): C21H20CIFN402, [M+H]":409.08.

BRM2-124:"H NMR (400 MHz, CDCI3) §9.96 (s, 1H), 9.10 (d, J= 15.0 Hz, 1H), 8.89 (d,
J=15.0 Hz, 1H), 8.78 (s, 1H), 8.07 — 7.58 (m, 4H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.22 — 7.06
(m, 2H), 6.97 - 6.69 (m, 1H), 4.90 (s, 1H). Jiii% (ESL, m/z): C20H14FN502, [M+H]":376.11.

BRM2-125:"H NMR (400 MHz, CDCI3) & 8.96 (s, 1H), 7.97 — 7.66 (m, 4H), 7.35 (dd, J =
16.0, 2.9 Hz, 1H), 7.20 — 7.01 (m, 2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 6.46 (dt, /= 6.9, 2.5 Hz,
3H), 4.93 (s, 1H), 3.77 (s, 6H). Jiiii# (ESI, m/z): C24H20FN304, [M+H]":434.14.

BRM2-126:'"H NMR (400 MHz, CDCI3) & 8.23 (s, 1H), 8.05 — 7.58 (m, 4H), 7.44 — 7.15
(m, 1H), 7.31 — 6.82 (m, 3H), 4.31 (s, 1H), 2.32 (td, J = 15.0, 0.8 Hz, 2H), 2.00 — 1.50 (m, 2H),
0.98 (t,J=13.1 Hz, 3H). Jiii% (ESL m/z): CI9H18FN302, [M+H]":340.14.

BRM2-127:'"H NMR (400 MHz, CDCI3) §8.19 (s, 1H), 7.93 — 7.59 (m, 4H), 7.35 (dd, J =
16.0, 2.9 Hz, 1H), 7.18 — 7.06 (m, 2H), 6.95 (dd, J=15.0, 10.1 Hz, 1H), 4.93 (s, 1H), 1.23 (s, 9H).
i (ESL m/z): C20H20FN302, [M+H]":354.15.

BRM2-128:'"H NMR (400 MHz, CDCI3) & 8.99 (s, 1H), 8.07 — 7.69 (m, 4H), 7.46 — 7.03
(m, 8H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 4.95 (s, 1H), 3.23 — 2.68 (m, 4H). Jiii¥% (ESL m/z):
C24H20FN302, [M+H]":402.15.

BRM2-129:'"H NMR (400 MHz, CDCI3) & 7.32 (dd, J=16.0, 2.9 Hz, 1H), 7.21 — 7.01 (m,
2H), 6.92 (dd, J = 14.9, 10.0 Hz, 1H), 5.93 (s, 1H), 4.88 (s, 1H), 3.55 (p, /= 15.2 Hz, 1H), 2.80 —
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224 (m, 4H), 2.17 (s, 3H), 1.83 (dddt, J = 62.2, 24.8, 153, 11.1 Hz, 4H). Jiiil* (ESI, m/z):
C16H19FN402, [M+H]":319.15.,

BRM2-130:'"H NMR (400 MHz, CDCI3) § 9.09 (s, 1H), 7.61 — 7.03 (m, 4H), 7.03 — 6.58 (m,
4H), 4.91 (s, 1H), 3.44 (t, J = 10.3 Hz, 4H), 2.35 (t, J = 10.3 Hz, 4H), 2.21 (s, 3H). Jiii#% (ESL
m/z): C21H22FN502, [M+H]":396.18.

BRM2-131:'"H NMR (400 MHz, CDCI3) § 7.80 (d, J = 15.0 Hz, 1H), 7.35 (dd, J = 16.0,
2.9 Hz, 1H), 7.25 — 6.99 (m, 2H), 7.04 — 6.72 (m, 2H), 4.45 (s, 1H), 3.94 (s, 3H). i (ESL
m/z): CI4H12FN502, [M+H]":302.10.

BRM2-132:"H NMR (400 MHz, CDCI3) & 8.04 (dd, J = 15.0, 2.9 Hz, 1H), 7.55 (td, J = 15.0,
3.0 Hz, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.27 — 6.87 (m, 4H), 6.73 (td, J = 15.0, 3.0 Hz, 1H),
487 (s, 1H), 3.99 (t, J = 10.0 Hz, 4H), 336 (t, J = 10.0 Hz, 4H). iii¥% (ESL m/%z):
C19H18FN502, [M+H]":368.14.

BRM2-133:'"H NMR (400 MHz, CDCI3) § 7.33 (dd, J = 16.0, 2.9 Hz, 1H), 7.22 — 7.00 (m,
2H), 6.93 (dd, J=15.0, 10.1 Hz, 1H), 4.87 (s, 1H), 3.42 —2.96 (m, 6H), 2.81 (t, J= 10.1 Hz, 2H),
2.17 (s, 3H), 2.02 — 1.55 (m, 2H). Jiii (ESIL, m/z): CI6H19FN402, [M+H]":319.15.

BRM2-134:'"H NMR (400 MHz, CDCI3) § 7.35 (dd, J = 16.0, 3.0 Hz, 1H), 7.15 — 7.04 (m,
2H), 6.94 (dd, J=15.0, 10.1 Hz, 1H), 491 (s, 1H), 3.52 - 2.97 (m, 8H), 1.42 (s, 9H). Jiii# (ESL
m/z): CI9H23FN404, [M+H]":391.17.

BRM2-135:"H NMR (400 MHz, CDCI3) § 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.24 — 7.02 (m,
2H), 6.95 (dd, J = 15.0, 10.1 Hz, 1H), 6.29 (s, 1H), 4.92 (s, 1H), 3.75 — 3.32 (m, 4H), 3.11 —2.88
(m, 2H), 2.21 — 1.78 (m, 3H), 1.55 (ddt, J = 24.8, 15.3, 11.1 Hz, 2H), 1.42 (s, 9H). i (ESL
m/z): C21H27FN404, [M+H]":419.20.

BRM2-136:"H NMR (400 MHz, CDCI3) § 7.53 — 7.20 (m, 3H), 7.27 — 6.89 (m, 5H), 6.82 (s,
1H), 4.83 (s, 1H), 4.11 (s, 2H). Jiii¥#% (ESL m/z): C17H13F2N302, [M+H]":330.10.

BRM2-137:'"H NMR (400 MHz, CDCI3) § 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.21 — 6.82 (m,
SH), 6.78 — 6.55 (m, 2H), 6.35 (s, 1H), 4.65 (d, J = 50.8 Hz, 2H), 3.37 (td, J = 15.4, 0.8 Hz, 2H),
279 (td, J=15.4, 0.8 Hz, 2H) Jfiif (ESL m/z): C1ISHI6FN303, [M+H]":342.12.,

BRM2-138:'"H NMR (400 MHz, CDCI3) § 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.24 (s, 1H),
7.14 (dd, J = 15.1, 2.9 Hz, 1H), 7.10 — 7.02 (m, 1H), 6.99 — 6.89 (m, 3H), 6.82 — 6.66 (m, 2H),
4.64 (s, 1H), 4.11 (s, 2H). il (ESI, m/z): C17TH14FN303, [M+H]":328.10.
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BRM2-139: 'H NMR (400 MHz, 6d-DMSO ) & 8.98 (s, 1H), 7.62 — 7.22 (m, 3H), 7.27 —
6.80 (m, 7H), 331 (t, J = 104 Hz, 2H), 2.90 (t, J = 104 Hz, 2H). Jiiil# (ESL, m/):
C20H17FN402, [M+H]":365.13.

BRM2-140: 'H NMR (400 MHz, 6d-DMSO ) & 8.98 (s, 1H), 7.46 — 7.27 (m, 3H), 7.18 —
6.83 (m, 6H), 3.37 (td, J = 15.4, 0.8 Hz, 2H), 2.79 (td, J = 15.4, 0.8 Hz, 2H). Jiii% (ESL m/z):
C18H15CIFN302, [M+H]":360.08.

BRM2-141: 'H NMR (400 MHz, 6d-DMSO ) & 8.98 (s, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H),
7.31 = 7.07 (m, 6H), 7.03 (t, J = 8.2 Hz, 2H), 6.98 (dd, J = 15.0, 10.1 Hz, 1H), 3.37 (td, J = 15.4,
0.8 Hz, 2H), 2.79 (td, J = 15.4, 0.8 Hz, 2H). Jiiil# (ESI, m/z): C18H16FN302, [M+H]":326.12.

BRM2-142: 'H NMR (400 MHz, 6d-DMSO) & 8.98 (s, 1H), 7.48 — 7.14 (m, 1H), 7.25 —
6.65 (m, 4H), 3.25 (t,J = 15.2 Hz, 2H), 1.75 — 1.20 (m, 2H), 0.88 (t, J = 13.2 Hz, 3H). /i (ESL
m/z): C13H14FN303, [M+H]":264.11.

BRM2-143: 'H NMR (400 MHz, 6d-DMSO) & 7.37 — 7.12 (m, 3H), 7.10 — 6.78 (m,6H),
4.61 (s,3H), 3.19 (s,3H). Jiii% (ESL, m/z): C18H16FN302, [M+H]":326.12.

BRM2-144: 'H NMR (400 MHz, 6d-DMSO) & 7.45 — 7.22 (m, 3H), 7.20 — 6.91 (m, 6H),
467 (s, 3H), 3.07 (q, J = 12.6 Hz, 2H), 1.17 (t, J = 12.6 Hz, 3H). Jiiil% (ESL m/%):
C19HI18FN303, [M+H]":340.14.

BRM2-145: 'H NMR (400 MHz, 6d-DMSO) & 7.43 — 7.25 (m, 6H), 7.19 — 7.03 (m, 3H),
6.98 (dd, J=15.0, 10.1 Hz, 1H), 4.67 (s, 2H), 3.77 (hept, J = 12.0 Hz, 1H), 1.26 (d, J = 12.0 Hz,
6H). JFiit: (ESL m/z): C20H20FN303, [M+H]":354.15.

BRM2-146: 'H NMR (400 MHz, 6d-DMSO) & 7.43 (d, J = 8.9 Hz, 1H), 7.41 — 7.20 (m,
11H), 7.18 — 6.87 (m, 3H), 4.67 (s, 4H). J§iilé (ESL m/z): C24H20FN303, [M+H]":402.15,

BRM2-147: 'H NMR (400 MHz, 6d-DMSO) & 9.38 (s, 1H), 7.33 (dt, J = 25.8, 12.9 Hz, 1H),
7.28 — 6.70 (m, 9H), 4.81 (t, J = 14.2 Hz, 1H), 3.66 (s, 3H), 3.10 (ddd, J = 103.0, 24.8, 14.2 Hz,
2H). i (ESL m/z): C20H18FN304, [M+H]":384.13,

BRM2-148: 'H NMR (400 MHz, 6d-DMSO) & 9.38 (s, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H),
7.22 - 6.76 (m, 4H), 4.51 (t, J = 12.9 Hz, 1H), 3.66 (s, 3H), 2.60 (td, J = 16.0, 1.3 Hz, 2H), 2.38 —
1.88 (m, SH). Jfiil¥ (ESL m/z): C16H18FN304S, [M+H]":368.10.
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BRM2-149: 'H NMR (400 MHz, 6d-DMSO) & 9.38 (s, 1H), 7.56 — 7.30 (m, 2H), 7.27 —
6.78 (m, 3H), 4.51 (t, J = 6.6 Hz, 1H), 3.66 (s, 3H), 2.89 (dd, J = 17.4, 6.1 Hz, 2H), 2.80 (s, 3H),
2.56 —2.42 (m, 2H). il (ESL m/z): CI6HISFN306S, [M+H]":400.09.

BRM2-150: 'H NMR (400 MHz, 6d-DMSO) & 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.22 — 6.87
(m, 4H), 4.43 — 4.08 (m, 1H), 4.01 — 3.17 (m, SH), 2.40 — 1.86 (m, 2H), 1.83 — 1.43 (m, 2H). Ji
W (BSL m/z): CI6H16FN304, [M+H]":334.11.

BRM2-151: '"H NMR (400 MHz, 6d-DMSO0) & 9.38 (s, 1H), 9.05 (s, 1H), 7.35 (dd, J = 16.0,
2.9 Hz, 1H), 7.28 — 6.85 (m, 6H), 6.75 — 6.50 (m, 2H), 4.81 (t, J = 6.9 Hz, 1H), 3.11 (ddd, J =
103.0, 24.8, 6.8 Hz, 2H). /il (ESL m/z): C20H18FN305, [M+H]":400.12.

BRM2-152: 'H NMR (400 MHz, 6d-DMSO) & 9.38 (s, 1H), 8.47 (d, J= 0.5 Hz, 1H), 7.35
(dd, J=16.0, 1.6 Hz, 2H), 7.21 — 6.78 (m, 4H), 4.68 (t, J = 7.8 Hz, 1H), 3.66 (s, 3H), 3.10 (dd, J
=248 78 Hz, 1H), 244 (dd, J = 248, 7.8 Hz, 1H). i1 (ESL, m/z). C17TH16FN504,
[M+H]":374.12.

BRM2-153: 'H NMR (400 MHz, 6d-DMSO) & 9.34 (s, 1H), 7.32 (dd, J = 16.0, 2.9 Hz, 1H),
7.17 - 6.80 (m, 4H), 4.19 (d, J = 4.8 Hz, 1H), 3.64 (s, 3H), 2.80 (tqd, J = 15.5, 13.0, 4.8 Hz, 1H),
1.78 = 1.37 (m, 2H), 1.21 - 0.75 (m, 6H). J§iil (ESL m/z): CI7TH20FN304, [M+H]":350.14.

BRM2-154: 'H NMR (400 MHz, 6d-DMSO) & 9.38 (s, 1H), 7.46 — 7.24 (m, 1H), 7.28 —
6.76 (m, 9H), 5.11 (t, J = 12.2 Hz, 1H), 3.98 — 3.42 (m, 4H), 3.39 — 2.83 (m, 2H), 2.14 - 1.67 (m,
4H). i (ESL, m/z): C23H23FN403, [M+H]":423.18.

BRM2-155: 'H NMR (400 MHz, 6d-DMSO) & 9.38 (s, 1H), 7.35 (dd, J = 16.0, 2.9 Hz,
1H), 7.32 — 7.21 (m, 1H), 7.15 — 6.92 (m, 7H), 4.81 (t, J = 11.7 Hz, 1H), 3.64 (tdd, J = 10.2, 8.3,
3.9 Hz, 6H), 3.51 — 3.12 (m, 3H), 3.04 (dd, J = 24.8, 11.7 Hz, 1H). i (ESL m/%):
C23H23FN404, [M+H]":439.17.

BRM2-156: 'H NMR (400 MHz, 6d-DMSO) § 9.33 (s, 1H), 7.31 (dd, J = 16.0, 2.9 Hz, 1H),
7.17 - 6.62 (m, 4H), 6.11 (s, 2H), 4.67 — 4.26 (m, 1H), 3.75 (dd, J = 9.9, 8.6 Hz, 2H), 3.59 (dd, J
= 9.8, 8.8 Hz, 4H), 3.39 (dd, J = 9.7, 8.8 Hz, 2H), 2.40 — 1.76 (m, 4H). i (ESL m/%z):
C19H22FN505, [M+H]":420.16.

BRM2-157: 'H NMR (400 MHz, 6d-DMSO) & 8.98 (s, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H),
7.28 — 6.75 (m, 8H), 3.37 (td, J = 15.4, 0.8 Hz, 2H), 2.79 (td, J = 15.4, 0.8 Hz, 2H). Jfi (ESL
m/z): CISHI5F2N302, [M+H]":344.11.
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BRM2-158: 'H NMR (400 MHz, 6d-DMSO) & 8.98 (s, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H),
722 — 6.75 (m, 3H), 426 (dd, J = 103.0, 24.8 Hz, 4H), 0.92 (s, 3H). i (ESI, m/z):
C15H16FN303, [M+H]":306.12.

BRM2-159: 'H NMR (400 MHz, 6d-DMSO) § 8.98 (s, 1H), 8.21 — 7.73 (m, 2H), 7.35 (dd, J
=16.0, 2.9 Hz, 1H), 7.21 — 6.85 (m, 6H), 6.08 (s, 2H), 3.37 (t, J = 10.2 Hz, 2H), 2.79 (t, J= 10.2
Hz, 2H). it (ESI, m/z): C1I9H17FN403, [M+H]":369.13.

BRM2-160: 'H NMR (400 MHz, 6d-DMSO) & 7.35 (dd, J = 7.9, 1.4 Hz, 1H), 7.12 (td, J =
7.8, 1.4 Hz, 1H), 7.05 (s, 1H), 6.98 (dd, J = 7.4, 5.0 Hz, 1H), 5.99 (s, 2H), 5.57 (s, 1H). Jii%
(ESI, m/z): COH8FN30, [M+H]":194.07.

BRM2-161: 'H NMR (400 MHz, 6d-DMSO) §7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.23 - 6.84
(m, 3H), 5.74 (s, 1H), 2.36 (td, J = 16.1, 0.7 Hz, 2H), 1.89 — 1.38 (m, 2H), 0.98 (t, J = 13.1 Hz,
3H). i (ESI, m/z): CI3H14FN302, [M+H]":264.11.

BRM2-162: 'H NMR (400 MHz, 6d-DMSO) & 8.03 — 7.80 (m, 1H), 7.73 — 7.45 (m, 2H),

745 — 725 (m, 1H), 7.24 — 6.85 (m, 2H), 5.99 (s, 1H). % (ESL m’z): C16HI2FN302,

[M+H]":298.09,

BRM2-163: '"H NMR (400 MHz, 6d-DMSQ) § 9.68 (s, 1H), 7.92 — 7.58 (m, 2H), 7.35 (dd, J
= 16.0, 2.9 Hz, 1H), 7.24 — 6.72 (m, 5H), 5.98 (s, 1H). i} (ESI, m/z). C16HI2FN303,
[M+H]":314.09,

BRM2-164: '"H NMR (400 MHz, 6d-DMS0) § 9.05 (s, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H),
726 — 6.78 (m, SH), 6.78 — 6.56 (m, 2H), 5.83 (s, 1H), 3.80 (s, 2H). Jiii{# (ESIL m/z):
C17H14FN303, [M+H]":328.10,

BRM2-165: 'H NMR (400 MHz, 6d-DMSO) § 9.14 (dd, J = 3.0, 0.5 Hz, 1H), 8.92 — 8.60
(m, 1H), 8.30 (dt, J = 15.0, 3.0 Hz, 1H), 7.59 (t, J = 15.0 Hz, 1H), 7.50 — 7.30 (m, 1H), 7.25 —
6.80 (m, 3H), 5.37 (s, IH). il (ESIL m/z): C15H11FN402, [M+H]":299.09.

BRM2-166: '"H NMR (400 MHz, 6d-DMS0)8 9.96 (s, 1H), 9.10 (d, J = 15.0 Hz, 1H), 8.89
(d, J = 15.0 Hz, 1H), 7.32 (dt, J = 46.6, 23.3 Hz, 1H), 7.27 — 6.55 (m, 3H), 5.80 (s, 1H). Jiii%
(ESI, m/z): C14H10FN502, [M+H]":300.08.

BRM2-167: '"H NMR (400 MHz, 6d-DMSO0) § 9.05 (s, 1H), 7.35 (dd, J = 16.0, 2.9 Hz, 1H),
7.20 — 6.86 (m, 5H), 6.76 — 6.54 (m, 2H), 5.65 (s, 1H), 3.25 — 2.49 (m, 4H). Jiii% (ESL m/z):
C18H16FN303, [M+H]":342.12,
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BRM2-168: 'H NMR (400 MHz, 6d-DMSO) & 7.50 — 7.21 (m, 2H), 7.27 — 6.85 (m, 4H),
5.85 (s, 2H), 3.80 (s, 2H). Jiii¥% (ESI, m/z): C17H13F2N302, [M+H]":330.10.
BRM2-169: 'H NMR (400 MHz, 6d-DMS0) § 8.11 —7.70 (m, 1H), 7.55 — 7.24 (m, 2H), 7.30
—6.50 (m, SH), 5.99 (s, 1H). Fiif¥ (ESI, m/z): CI6H12FN303, [M+H]":314.09.
BRM2-170: 'H NMR (400 MHz, 6d-DMSO) & 7.91 — 7.72 (m, 1H), 7.72 — 7.49 (m, 1H),
735 (dd, J = 16.0, 2.9 Hz, 1H), 7.15 — 6.68 (m, 1H), 5.69 (s, 1H). Jiil (ESI, m/z):
C17H11F4N302, [M+H]":366.08.
BRM2-171: 'H NMR (400 MHz, 6d-DMSO) & 8.19 — 7.86 (m, 1H), 7.77 — 7.49 (m, 1H),
735 (dd, J = 16.0, 2.9 Hz, 1H), 7.17 — 6.65 (m, 1H), 598 (s, 1H). Jiil (ESI, m/z):
C16H11BrFN303, [M+H]":376.00.
BRM2-172: '"H NMR (400 MHz, 6d-DMSO) § 7.42 (d, J= 15.0 Hz, 1H), 7.35 (dd, J = 16.0,
2.9 Hz, 1H), 7.21 — 7.07 (m, 1H), 7.06 — 6.91 (m, 2H), 6.70 (d, J = 15.0 Hz, 1H), 6.00 (s, 1H). Jii
it (ESL m/z): C13H10FN502, [M+H]":288.08
BRM2-173: "H NMR (400 MHz, 6d-DMSO) & 7.44 (dd, J= 7.9, 1.4 Hz, 1H), 7.35 (dd, J =
7.9, 1.4 Hz, 1H), 7.27 (td, J= 7.8, 1.4 Hz, 1H), 7.12 (td, J = 7.8, 1.4 Hz, 1H), 7.05 (s, 1H), 6.97
(ddd, J=17.6, 4.9, 3.9 Hz, 2H), 6.00 (s, 1H). Jiii (ESL m/z): C16H11F2N302, [M+H]":332.08.
BRM2-174: '"H NMR (400 MHz, 6d-DMS0) § 7.35 (dd, J = 16.0, 2.9 Hz, 1H), 7.22 — 7.07
(m, 1H), 7.05 (s, 1H), 6.98 (dd, J = 15.0, 10.1 Hz, 1H), 5.73 (s, 1H). i (ESL m/z):
C16H12FN303, [M+H]":314.09. Jiii% (ESI, m/z): CI8HI3F2N502, [M+H]*:370.10.
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Box No. I1 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.: 18+ 19

because they relate to subject matter not required to be searched by this Authority, namely:

[1] The subject matter of claims 18 and 19 relates to a method for the treatment of a human body or animal
body under PCT Rule 39.1(iv).

2. D Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. I:l Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. ITT Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

[1] Group one: claims 1-17 relate to the invention of the compound of formula (I) wherein R 1 is selected from H, C
1-10alkyl, C 5 jgalkenyl, C 5 jgalkynyl and C 5 jgcycloalkyl or R | is a substituted phenyl linked by R g;

[2] group two: claims 1-17 relate to the invention of the compound of formula (I) wherein R ; is a nitrogen-
containing heterocycle substituted by R 1;

[3] group three: claims 1-17 relate to the invention of the compound of formula (I) containing cycles Y jand Y o
wherein R | is -C(O)NR (R |, or R ; is linked by acyl and is substituted by R 3; and

[4] group four: claims 1-17 relate to the invention of the compound of formula (I) wherein R ; is -NR 4R 5.

[5] The common structure of the above-mentioned four groups of inventions is phenyl-substituted pyrazole and
the phenyl group has an oxygen-containing substituent group. The common structure is a known structure (see
the compounds KQ62 and KQ68-KQ72 disclosed in CN 105523955 A (published on 27 April 2016)), and does
not constitute the special technical feature. It can be seen that the above-mentioned four groups of inventions
do not share the same or corresponding special technical feature, and therefore these inventions do not have a
single general interlinked inventive concept under PCT Rule 13 and do not comply with unity of invention. The
invention firstly mentioned is considered to be the invention of group one.
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Box No. ITI Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.: Claims 1-17 relate to the invention of the
compound of formula (I) wherein R1 is selected from H, C1-10alkyl, C2-10alkenyl, C2-10alkynyl and C3-10cycloalkyl
or R1 is a substituted phenyl linked by R8.

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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