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(57) Abstract: The present invention provides an application of
a compound in the preparation of drug for treating myelofibrosis

and related symptoms/signs thereof, and a use of the compound.
The compound is selected from one or more of a compound having
a structure as shown in formula I, and a pharmaceutically-accept
able salt, prodrug, solvate, and hydrate thereof.

G WE: AKWERMET MW aEd &M T
1677 B HE 2T Y A0 Je FLA OO IR/ AR Ik 1R 25 0 Y
M. ZEwr AR Zhawika R s R
NG Ly oE BRI R . BT 4.
HEH . KRGV —FhElE B

[ L& 5]



WO 2022/268075 AT |00 000000 A0 00

T X & E K FARS A KEARMKE
16/2, Beijing 100098 (CN).

B EEE A EfH, ZERE—MRENER
{747) : AE, AG, AL, AM, AO, AT, AU, AZ, BA, BB, BG,
BH, BN, BR, BW, BY, BZ, CA, CH, CL, CN, CO, CR, CU,
CZ, DE, DJ, DK, DM, DO, DZ, EC, EE, EG, ES, FI, GB,
GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IQ, IR, IS,
IT, IM, JO, JP, KE, KG, KH, KN, KP, KR, KW, KZ, LA,
LC,LK,LR,LS, LU, LY, MA, MD, ME, MG, MK, MN,
MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PA, PE,
PG, PH, PL, PT, QA, RO, RS, RU, RW, SA, SC, SD, SE,
SG, SK, SL, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ,
UA, UG, US, UZ, VC, VN, WS, ZA, ZM, ZW.

B EEE A EH, ZRE M RAERHhX
f£3) : ARIPO (BW, GH, GM, KE, LR, LS, MW, MZ,
NA, RW, SD, SL, ST, SZ, TZ, UG, ZM, ZW), EXIF (AM,
AZ, BY, KG, KZ, RU, TJ, TM), Ek¥ll (AL, AT, BE, BG,
CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HR, HU,
IE, IS, IT, LT, LU, LV, MC, MK, MT, NL, NO, PL, PT,
RO, RS, SE, SI SK, SM, TR), OAPI (BF, BJ, CF, CG, CI,
CM, GA, GN, GQ, GW, KM, ML, MR, NE, SN, TD, TG).

KERR
—  BIEE R R (FAF21506)) .



WO 2022/268075 PCT/CN2022/100134

A YIFER] & F T 9T B A 4E 00 RSSO AR E B WP I AL . b
Wi s

BRI

AR KA, BART S, W &M e sl & TR e RE AT Al K A R
FERARAE 23 IR A 2B R &

FREAR

B BE AT 4EAL (Myelofibrosis, MF) & I8 L2 ffd 7 B P14 38 58 it 250 B8 158 48 14 9% (MPNs)
BLFG IR R EREAT 4EA . Ak R T B 200 M 22 08 B R 1 I /MR G 22 0 () E BE AT 4R AL .
BELT 4E4k (Myelofibrosis, MF) & LAE 88 o H BURCIR 21 4E RN B IR 41 40 N RRAE I, IR RILE
R, Pry, FAREK, EIAE, EIIIAE, ERIAEY, WG, RBEE, R
B, K, PRETRE, BMPOR, RO, PRE R B AEVE I . B A A A N TR
3.5~5.5 4F, KBStk m, A AR, & fa B iR A AR AR 0] 2 SR AT o B RE AT 4R AL (MP)
PR R AT W, BB W AEREE Janus 88 2 JAK2) « CALR Il MPL 3L RiSLRAT,
MM JAK-STAT B ES 13 TGk 29 85%(1) MF 577 7E JAK. MPL 1 CARL #1157/ 1
Fh oK 3 2 K 28 4% (Klampfl T, et al. NEIM 2013;369(25):2379-90;Nangalia J, et al NEJM
2013;369(25)2391-405 ). FEJR RMEEH A4 EE R, =R BB RAK R ELLE] 4358
JAK2 (~65%) « CALR (~25%) 1 MPL (~10%) ( Tefferi A. Am J Hematol. 2021
Jan;96(1):145-162.)

HEEALARNETT, RN DEMAEIR, SCEEERENHR, KPR EKAER, &
Y EREA A, EARIRENERR. 4T MF BRTEY, RGIRT 23 X IR R I
XHEVRTY, HITACEMR. Huistxr & e 4: i 3t aam 29s0b, RAMWEIET 844t
e EE 23t 43l ok H e (Novartis) 71 TAK1/TAK2 B0 04 R 725 ] B
J& (ruxolitinib phosphate ), AKX F I FEithF (BMS) I ER: T JAK2 #i#57) fedratinib.
Horr, PRI E 2 (ruxolitinib) & H Fi b [ ME— IR 7 B BB 4RI RS M 258 . (HE, JAK
NI 2 BonAE — e B b SR e ML MR IR E . T, B AL R RE . A
122 95 AR RIS 25 30 TR SE IR IO SV B . (Tefferi, A. JAK inhibitors for myeloproliferative
neoplasms: clarifying facts from myths[J]. Blood, 2012, 119(12):2721-2730.).

BTV EIRE, SFITR MR Z0R T BEA R4 S FUH SRR AL 1 254 o

KPNE

AW B H WA TR AL S e A TR T RE AT 4R A S A SR AL 1
IR A E IR, DR IR B BELT 4R Al S A SR AR (87 251 «
1
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AT SEBERA R, RIEAZI—ATTE, R4 T AL E YR & TR L
UEA S HA SR AR 25 R R, ORHIEE T, i A A T Fossaiimie s
Yo e Hetyoe BTz Eh . wids. R, Kb i —mei .

Al
A1,

Ry MRy 43 IS H Hy Cro itk CroBEE IR Coyo J7HEK Coyo 55, Co Bk
Cro KeREE Coo 77 2EE0 oo 4277 BARGEIPE Coo e RIACEE . -NH, BUREE . -OH HRACE,
Couo 75 AT B Csoyo 2407 BEHURIE AR Csao 28 75 BBUREE S Cspo 275 22 3 IO L BAT
1~ 2803 AN Ao ik F A AR AR T

Q NFEFEEEH C 6 Whitdk. -S0,-80-NH-, C,¢ WJedk si-NH-FEM A 53R . Cg bedkak
Cys BRI

XiEH H. CrektdE. Coio T Coyo 253, Crsbitdh. Coio 5B Cso 24 05 AT 2L
MR HAC Cro bt Cre ittt Cog bt Coo iz, Cog FEEMREDL Cpq BE2-SO,-
AR

J}QN V4
pie
Yo WO e EaUea s, U, W Z 4RSS E C NG Ry
FAEREE He W%, B3, I, Clokidh. Coolidh. HUE. S H-NR)-SORs;
Ry A1 Ry 4) BT H0I% 1 He Cpe BRI ok B U Cro kBt

A N,
N AL
<Y
HE—BHh, Y N N N \

P, Ro%EHE HEON Ca ke, i, RiEHE H. AR, 4%, ERE. RN,
IET 3 RBTE T EEURT 3 AI/E RyEH HELC s kil flikih, RoiEH H. HE,
CHE IERHEBLR AR, A/, Q NEAESCH C s Whidk; fiikih, QikH T H RN L35,
A/sk, X HEH H. Cop FrEoliofdt, mighh, FRETHE KR, Cu WA Cus btk Cs
P E B Cy 5 e dE-SO- UL,
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B, AW E AR O Prssif it ey kL2 Bz g, wg. il
Wy KGRI —FheZ F

N._O
X_
Q. N |
4«1/ ~NH
N™ =N
i |

NI F, QN CsWhtdk; X ONFRME, FEATEMME KE. Cu KRR, CabiE,. Cus
Fe R E i C s e dE-SO-HUf.

b, EWER:

6-FH 2 -4-(2- F Bk - 1-(4~( =7 FH 2 A 3k ) - TH- K 182 5 [ 4,5-b ] Pk IR -6- 55 )- TH-PEE g 5[ 2,3-c ] itk g
-7(6H)-fiil;

A-(1-(4-FLHF FE)-2- F B -1H-IK P 3[4, 5-b | Mk 5 -6- 3 )-6- FF 2L - 1TH-ILE 195 91 [ 2, 3-c | itk g -7(6H) -

A-(1-(4- B A B A 0 )2 FH BE -1 H- K W 3[4, 5-b ] WIR 182 -6- 35 )-6- FF BE -1 H- L 0% 3 [2, 3¢ Tk i
-71(6H)-fifd;

4-(1-%FE-2- FHBE-TH-BE I FF: (4, 5-b | R 1H2-6-3%)-6- B JE - 1H-REE 0% 5[ 2, 3-¢ | P g -7 (6H) - 5

4-(1-(3- =55 TP JL A Bk )2 - R B T H- K 1 3 [4,5-D] WR 85 -6- Jk ) -6- F -1 H-PHE % 5 [2, 3] itk i
-7(6H)-Tfd;

4-(1-(2-F-5- =80 FH B 7R 2L )-2- FR - 1H- WK 12 14, 5-b ] IR e -6- 25 ) -6 - F B - 1H- Ik A% [ 2,3-¢]
ntk e -7(6H)-Mi ;

4-(1-(3-FH,-5- = oL B BL R 3L )-2- 1 JE -1 H-BK 1[4, 5-b ] IR B2 -6- 38 ) -6- F 3L -1 H-NEE 1% 52, 3¢
ntk e -7(6H)-Mi ;

4-(1-(2-F -4- S B )-2- B L -1 H- K I 3 [4,5-b] UIR 183 -6- 35 )-6- F 2k - 1 H- bk 1% 3 [2,3-¢] i i
-7(6H)-Tfd;

4-(1-3-=F B -4-F 55 )-2- F B - 1H-BE M Jf:[4,5-b] UK B2 -6- 25 )-6- FF 3L - 1H- ML % 51 [2.3¢]
nknE-7(6H)-H ;

A-(1-(3-F-4- =5 B 5L )-2- F - 1H-BR R I [4,5-b] UK B2 -6- 25 )-6- FF 3L - 1TH- ML % 52,3 ]
nknE-7(6H)-H ;

4-(1-(3-5-4- =5 A 5L )-2- F - 1H-BR . I [4,5-b] UK B2 -6- 25 )-6- FF 3L - 1TH- ML % 52,3 ]
nknE-7(6H)-H ;

4-(1-(3-F T 5E)-2- F B -1H-IK P - [4,5-b | UR 5 -6- 2% )-6- F 2L - 1TH-LE 1% 91 [ 2, 3-c ] itk g -7(6H) -

=
=i
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4(1-(2,4- — G 5% e )-2- B JL -1 H-IK R 3 [4,5-b] WR B2 -6- 3 )-6- B 3 -1H- Itk 1% 3 [2,3-¢] Mtk B
-7(6H)-Tfd;

A-(1-(4-RF 5L)-2- FH - TH-IR P 3 [4,5-b | R MR -6- 2 )-6- FH 2 - TH-FLE I 3 [ 2,3 - bk i - 7(6H) -

=
=i

6-F 3 -4-(2-FF B -1 -(4-( P TR 2L ) P 3L ) - TH-DR M 3 [4,5-b Itk R -6-22 ) - TH I % 3 [ 2, 3-c ] Pt i
-7(6H)- i H 1 —Fh 5 2 F 5

Lk, BriRtbE¥lN 6-F3k-4-2- - 1-(4-(= i T )2 38)- TH-BE M 3[4, 5-b] H Be-6-
F)-1H-RH % 3 [2,3- ] H g -7(6H) -
BB, R ZYa iRk

B, BRGNS L. MING 2. Bihad. RAnd. NG A SEm%E

MRIEA K o0 — T H, IR T — MR T E BB 4R S A SRR (53, Hes
15 RS AW, Kkt B RARK TR ai i il ey 2455 ErT 321
e W WAL KRS RERE R TR BELT AL B A AR Y

Al
A1,

Ry MRy 43 IS H Hy Cro itk CroBEE IR Coyo J7HEK Coyo 55, Co Bk
Cro KeREE Coo 77 2EE0 oo 4277 BARGEIPE Coo e RIACEE . -NH, BUREE . -OH HRACE,
Couo 75 AT B Csoyo 2407 BEHURIE AR Cso 28 75 ZBUREERT Csp 2475 22 73 IO 0 BAT
1A 2 A3 AN ar ok F A R AR 7 1

Q MFAEBIEH Cs Thedk. -SO,-B-NH-, Cy6 Ttk -NH-EGMAL K3 Co HedE Bk
Cos Fe REE U

XiEH H. CrektdE. Coio T Coyo 253, Crsbitdh. Coio 5B Cso 24 05 AT 2L
MR G Cre bt Crla ittt Crg bt Clo iz, Cio FEREMREL CLy FE2-SO,-
AR
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>
o)
<
YR WO e gpaskeest, U, Wosk Z ARSIk C 5 N; R
RSN E He 92, B, S, CLobil. Cokifit, HU. S0 NRY)-S0,Rs;
Ry Al Rs - BST H03% 1 Hy Cyo el i 2RI Cyo BRI

A N,
N N
<Y
HE—BHh, Y N N N \

P, Ro%EHE HEON Cu ke, i, RiEH H. AR, 4%, ERE. RN,
IET 3 RBTE T EEURT 3 AI/E RyEH HELC s kil flikih, RoiEH H. HE,
CHE IERHEB R AR, A/, Q NEAEECH Cus Wkidk; fiikih, QikH T H RN L35,
A/sk, X EH H. Cos frEoliofdt, mighh, FFETHE KR, Cus WA, Cus btk C;
Pt E L Co, e 2E-SO,-HUfR.

B, AW E AR O Prssif it ey kL2 Bz g, wg. il
Wy KGRI —FheZ F

N_O
X_
N N |
_<\I/ ~NH
N™ N
v ||

K, QlCihidk; X NAREE, REMEEIMFE R Cy ). Csliidk. Cos
bra L e Cos St 2E-SO.-HU,

i, AEYIEA .

6-F 35 -4-(2-FF 2 - 1-(4-( =98 T 228) R 228 - TH-IR P2 9 [ 4, 5B Pk 2 -6- 225 ) - TH-ILE P I [ 2, 3-c | itk e
-7(6H)-if ;

4-(1-(4-50F FE)-2- FH BL-TH-IK B2 - [4,5-b] itk 152 -6- 35 )-6- FH BL - 1TH-LE % [ 2,3-¢] itk BE - 7(6H) -

4-(1-(4- B A8 3L 0 36)-2- FR L -1 H-BK 14 [4,5-b] IR 2 -6- 32 )-6- FF 2L -1H-FLE % 3R 2,3 ] At i
-7(6H)-Tfd;
4-(1-"FE-2- F L 1H-K M 5[4, 5-b | WR 1R -6- 5 )-6- FH 3L - 1H-MLE P I [ 2, 3-¢ ] L e - 7(6H) - ;
4-(1-G-=5F L) 2-F FL-TH-BR M H[4,5-b] IR B2 -6-3E)-6- FF JE-1H-ALE A% 312, 3-c] itk g
-7(6H)-Tfd;
5
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4-(1-Q2-F-5- =, TP HL A B )-2- R L - TH-BK B 3[4, 5-b] R B -6- 3 )-6- F B - 1H-FHE P 3F:12,3-¢]
nknE-7(6H)-H ;

4-(1-(3-F-5- =, T HL A B )-2- R L - TH- K M 3[4, 5-b] R B -6- 3 )-6- FF B - 1H-FHE % 3F:12,3-¢]
nknE-7(6H)-H ;

4-(1-(2-F -4- S B )-2- B L -1 H- K I 3 [4,5-b] UIR 183 -6- 35 )-6- F 2k - 1 H- bk 1% 3 [2,3-¢] i i
-7(6H)-Tfd;

4-(1-3-=F B -4-F 55 )-2- F B - 1H-BE M Jf:[4,5-b] UK B2 -6- 25 )-6- FF 3L - 1H- ML % 51 [2.3¢]
nknE-7(6H)-H ;

4-(1-(3- 5 -4- =, TP HL A B )-2- R L - TH- K MR 3[4, 5-b] R B -6- 3 )-6- F B - 1H-FHE % 3F:12,3-¢]
nknE-7(6H)-H ;

4-(1-(3-5-4- =5 A 5L )-2- F - 1H-BR . I [4,5-b] UK B2 -6- 25 )-6- FF 3L - 1TH- ML % 52,3 ]
ntk e -7(6H)-Mi ;

4(1-(3-5F 7 )-2- A L 1H-BK M 3[4, 5-b] WK B2 -6- 3 )-6- FF B - 1H-FHE 0% 3 [2,3-c] Mtk g -7(6H) -
il

=]

4(1-(2,4- — G 5% e )-2- B JL -1 H-IK R 3 [4,5-b] WR B2 -6- 3 )-6- B 3 -1H- Itk 1% 3 [2,3-¢] Mtk B
-7(6H)-Tfd;

A-(1-(4-RF 5L)-2- FH - TH-IR P 3 [4,5-b | R MR -6- 2 )-6- FH 2 - TH-FLE I 3 [ 2,3 - bk i - 7(6H) -
il

=i

6-F 3 -4-(2-FF B -1 -(4-( P TR 2L ) P 3L ) - TH-DR M 3 [4,5-b Itk R -6-22 ) - TH I % 3 [ 2, 3-c ] Pt i
-7(6H)- i H 1 —Fh 5 2 F 5

Lk, BriRtbE¥lN 6-F3k-4-2- - 1-(4-(= i T )2 38)- TH-BE M 3[4, 5-b] H Be-6-
F)-1H-ME % 2, 3-c | Mtk BE-7(6H)- .

BB, BTl E RS AR B RO M BE A 4L kR T I LD AN 3G 2 R B R P
ML/ 2 S - BE LT 4EAL

i, ERAYNEAIEREL

s, ERAGVINERIK NG 2. IING A, BG4, Bed. NRGASED
B,

e, B E YIRS 25BN 1~500mg/ K .

b, ERAEEWILLZ] 3mg/ R, B Sme/ K. BE 10mg/ K. BE 20mg/ K. B 25mg/ K .
% 30mg/ R+ ¥ 35mg/R . B 40mg/ K. K 45mg/ K. B 50mg/ R BE 55mg/ K. Y 60mg/ K
o% 70mg/ K BX 80mg/ K. B 90mg/ K. B 100mg/ K. % 150mg/ K. B 200mg/ K 5 & 11 Ak
Jiti FH -

AR AFRAL T — Al A WA A& TR T B BE AT 4 Ak A O DGE RARAE R 254 v 1 B

Az E ik 2 B A T PR g e a9 kL2552 ERraese i, wnds . wWane. K&
Yyrb ) —Fh el i«
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v |
AL SR T JAK2V617F S7FIRE (PN & B G 11 P RE 40 s HEL. SET-2 3% 4 H A i1
T RHHER, BXF NF«B B siG DL SE R 7 IL-6 1w BB R i s /EA, nf
1697 & BEA A e AR SR IRARAE .
¥ BT 156 B

FERRAS 5 W 10— 20 ) 0 W 5 B P R AR O AR W (st D B AR, A R AR s ik s
Tt S FAR W TR AR, I AR A R W AN R E o A PR B

B 1Rl A R B SE ) 2 TR IR EE T A9A6E 9 1 X HEL 4 (3458 1] 285

B 2 os i A K WS 2 RS IR EE T A4 &9 1 X SET-2 4 U (Y438 FE 104 25
B 3o AR KR B ) 3 TR ANV EE T AU E W 1R NF-«B e s PE A3 T 25 5
B 4 o) A KR WISE ) 4 TR RS T 9GS 1 X THP-1 4R IL-6 3] £k .

SRS

VIR, AEARAVEDL T, AW P SR & St ] b R T LA LA A
R 25 MY T 45 A S R VR ARV B AR AW

AAEFRE:

ARME, BRAEUH, RiE “x%” (halogen) £faf. . WU, PRk a=E[
AR, AR,

ARYT, BEAAUH, ARG “bk” BIEERE. CESEMRIAMER G . B,
BrRE AR AR, A3, NEE. RNE. NS, BT RTE TR T HTE.
IEGHE . 3-2-F2E) T 26, 2-7E . 2-HIE T2k, st A, IECEE. 2-O%., 2-H1R

HAFR O KUK, CuektEd i “Cle” ZIEEH 1. 24 3. 4. 5 30 6 MR T UIE B
SRR A HA 2 A

AR, BRAAUEN, RiE “RITE” RIRPURECRBURIIARE 1) 5 2 10 DHIRT 1
BOEH ISR, ik 57 HFHEH D PPS=MEE N O A1 S
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RIAZRIET, HRIHIETRE C BT . MRRITEMSLH IR EART, Mk, gk,
MM . BRI, WEMREL. WEMGIL. DRJFBRME,

AR RIARTE “HI 25”7 REIRIRE D R A AL T & 2L S I Th REPERT M. A
o, ARRHEREANATT AT IIARTE “4 4”7 BIRRAA K AT S, Bx Rl 4
4 Jm REBAEAR NN AR R AT e &Y, IR 78 BELT 4E40 S HAH S E IR AL o

B DR E Y M 2% BT 2 (IR R s d R TR N, AR “ A 547
BT AT BERIVA AN 2 G R o TR R A A IR B R A AOBR S, R BT 1)
RS BT AR B, K. OEE. IR, ERSERABAI AR T BAR A

RiE “Hyf BRI N7 R85 BRSO R MR R 5 1 B . AR
R AR IR, FTAM G5 BRI A0 TR 0, B JO LA A HLARG, B 3t 45 3L
N MEHUBRT AR SIS, . 55, W GRITAMRG ). =Bk, Bk, B, 8K,
W OGRTAMRGTD . B BA. BRZEMEE. RRAIflIE . B B PRAENIEL. REMBRTAERRZ
RN SN ARSI AR, RIS AU, R
SRAFAE AN B B S BACEE e . REWE RCEE I HA 2522 BRI IR2 B A pLee, B 3d 1 5¢
BAAE A SASZR . S oneEDR . AR, NON'-S RO . SO, 2- S ORI O
2- "W ARE. OFERE . LT N-CHEEMIE, N-CIRIRIE . I8 R4 RIG . R 4R
HARR. Wele. TG, BEARR, WPEMAREG. Bk, IR, IRIE. SRR, B8 RE.
LG RE. ES. AT, =AM, =W, =R, BT =EESE . SRR
Yot , AT LA 2G5 ERTEESZ R IR, BAEOHLRA A HUER, 7 84S HoAH S £
KPR ELAE, W, BEER. REEER. CRARR. MEENR . TR, SRR, TR, B DR,
MR, AR SRR, B, RO, AR, DRIE. SRR, Wk, PR,
IR MR, MR, TR B BRI, B, R, AR, OFFR. SR, mER.
HOAERR . KRR 2-Z508 IR . FORIR . =9 QIR WA ERATXS FHOR IR S . Bl ks
MR, AR, R, EER. DORMR. BERR. WA, EiUt, WERAMER. T I
Pt G AR N5 MR i, Bt MR S T AR EAEE 0, B, 257> 60%4i%, HiE
> T5%HIAEE, Rl 98% AT (%REEHD.,

N TR E BB AR e A IR AR BEAT 25 R T, AR WIPRE T — Mk &l &
IR B BEET 46 S FAH SRR AR I 25 h BT IR B 7 —Fhia T BB LT Al S
RIERARIER 7. ERTE . REOEHEMNAY); ST EMaaEEEaxE
R, AKRWIEIRAL T —F0 A TIRTT B BE L 44l S HAH IR ARE I 259, %250 54k
a. U EAEWEE BA KT FronaiB i o Ly f B2 i, mids. EAes.
IKEW ) —Fh e i
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Al
A1,

Ry Fl Ry 70 AN % B Hy CrBidks Cro BB IE Coo 77 IEEL Cspo 8773, Cogbedks
Cis Bt EE Coro 72N Csqo 2477 EARLEIAT Cro e BERUIUEE . NH, BUfCEE . -OH HUACEE.
Co.10 77 ZEHAREE B Csyo 28 05 FEMUREERRAN;  Csoyo 218 97 ZEMURIE AT _E3R Csyo 2895 273 AL 30
BA 1A 24803 Mo ik ik B &, SElR 481

Q NFEFEEEH C 6 Whitdk. -S0,-80-NH-, C,¢ WJedk si-NH-FEM A 53R . Cg bedkak
Ci.s BRI

XiEH H. CrektdE. Coio T Coyo 253, Crsbitdh. Coio 5B Cso 24 05 AT 2L
MR HAC Cro bt Cre ittt Cog bt Coo iz, Cog FEEMREDL Cpq BE2-SO,-
AR

A
o)
<
Yo WO freo-EaUen s, U, W Z ARSI E C BN; R
RIS He M5, Ba, EUE. Coobidh. Coobifldh. B, FCHEE-N(R,)-SORs;
Ry AT R, 42 AT 3% 1 H Cpg BRIEER I 2RI C o bt Bt

AR RN T B R I T o S X T JAK2V61 7F SRAERFL N eSS TE
PR AHAE HEL. SET-2 4R A58 A W B AR E A, HXS NF-«B f8Esid 1 AL RIER
T IL-6 F) 73V JEE T HE RAF A A FAHOGRERAAAE, AT HI TR T B BE A R0 5 S AR OGE
IR 1



WO 2022/268075 PCT/CN2022/100134

g

3\
\
Zz
<
N

BeAh, FTRIIE, R PR AR Y AN , T3 5
X
ﬁ%l%j
TERI/SK, 6 TLIFREEH, B RRMR LTRSS T B Ay T 6T 2

LN
<Ly
FREEZRN, RAWERARME. BI0E, YN NT N

R B P B BT LA S SRR AR VR T RUR A H A, FEAR R — R LG (0 ST i
B, RiiEH H 8O Crakedk; fUdkit, RieH H. . oFk, IEWE. RN, BT,
AT EE T EERUT B AR, ROV

FEARRW — MRSt fl b, RyiEH H 3L Cos bidk; fLifiith, RyEH H. M. L%,
IEAZ SRS, Lk, RN H.

FEARR M — MR Seitfl b, Q AFAESDN Cos Wik Bk, Q ik H I H AL
O HEALE, Q AR,

FEARR— ML SRR f th, X EE Hy Cop bedkalofidt, mlikith, REAHER. Cs
pACFESE . Crabidh. Cos ke EEek C; H2k-S0,-HAL.

AR — MLk ) sEmtipl s, Edteaii B AAR 0 Prndiianteay L4 b
AR ATy, WA KAV ) — R e F

N._O
X_
Q. N |
‘—Q:[/, _NH
N™ N

KIF, QN CeWhiks; X ONZRE, RE G X Cs KfOE. CabikE. Cis
Bt A C 5 e dE-SO,- B,

B E,  EREE PR A

6= FF B -4-(2- Y - -4 =500 2 ) ) - T - P )[4, 5-b ] b 632 )- T H-EE 1% 9T [2,3-c | L e
-7(6H)-ff;

4-(1-(4-F R F)-2- HI B - 1TH-BK M JF [4,5-b ] Mt 5 -6- 55 )-6- FH & - TH- I 5 5 [2,3-¢] ik e -7 (6H) -
Pl

=i
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A-(1-(4- B A B A 0 )2 FH BE -1 H- K W 3[4, 5-b ] WIR 182 -6- 35 )-6- FF BE -1 H- L 0% 3 [2, 3¢ Tk i
-7(6H)-Tfd;

A-(1-(4- B A B 0 0 )2 FH BE -1 H- K W 3[4, 5D WIR 182 -6- 35 )-6- FF BE -1 H- L 0% 3 [2, 3¢ ik i
-7(6H)-Tfd;

4-(1-"FE-2- F L 1H-K M 5[4, 5-b | WR 1R -6- 5 )-6- FH 3L - 1H-MLE P I [ 2, 3-¢ ] L e - 7(6H) - ;

4-(1-(3- =55 TP JL A Bk )2 - R B T H- K 1 3 [4,5-D] WR 85 -6- Jk ) -6- F -1 H-PHE % 5 [2, 3] itk i
-71(6H)-fifd;

4-(1-(2-F-5- =8 FH B 7R 2L )-2- FR - 1H-WR 12 14, 5-b ] IR e -6- 25 ) -6 - F B - 1H- I A% [ 2,3-¢]
nknE-7(6H)-H ;

4-(1-(3-F-5- =, T HL A B )-2- R L - TH- K M 3[4, 5-b] R B -6- 3 )-6- FF B - 1H-FHE % 3F:12,3-¢]
nknE-7(6H)-H ;

4-(1-(2-F -4- S B )-2- B L -1 H- K I 3 [4,5-b] UIR 183 -6- 35 )-6- F 2k - 1 H- bk 1% 3 [2,3-¢] i i
-7(6H)-Tfd;

4-(1-3-=F B -4-F 55 )-2- F B - 1H-BE M Jf:[4,5-b] UK B2 -6- 25 )-6- FF 3L - 1H- ML % 51 [2.3¢]
ntk e -7(6H)-Mi ;

A-(1-(3-F-4- =5 B 5L )-2- F - 1H-BR R I [4,5-b] UK B2 -6- 25 )-6- FF 3L - 1TH- ML % 52,3 ]
nknE-7(6H)-H ;

4-(1-(3-5 -4~ =55 FH B R 2L )-2- F - 1H- R 12 14, 5-b ] IR e -6- 25 ) -6 - F B - 1H- Ik % [ 2,3-¢]
nknE-7(6H)-H ;

4-(1-(3-F T 5E)-2- F B -1H-IK P - [4,5-b | UR 5 -6- 2% )-6- F 2L - 1TH-LE 1% 91 [ 2, 3-c ] itk g -7(6H) -
il

=i

4(1-(2,4- — G 5% e )-2- B JL -1 H-IK R 3 [4,5-b] WR B2 -6- 3 )-6- B 3 -1H- Itk 1% 3 [2,3-¢] Mtk B
-7(6H)-Tfd;

A-(1-(4-RF 5L)-2- FH - TH-IR P 3 [4,5-b | R MR -6- 2 )-6- FH 2 - TH-FLE I 3 [ 2,3 - bk i - 7(6H) -
il

=i

6-F 3 -4-(2-FF B -1 -(4-( P TR 2L ) P 3L ) - TH-DR M 3 [4,5-b Itk R -6-22 ) - TH I % 3 [ 2, 3-c ] Pt i
-7(6H)- i H 1 —Fh 5 2 F 5

Lk, BriRtbE¥lN 6-F3k-4-2- - 1-(4-(= i T )2 38)- TH-BE M 3[4, 5-b] H Be-6-
F)-1H-RH % 3 [2,3- ] H g -7(6H) -

FEARR W] — P fiti /7 3k, EBELF A A SRR LA —Fhs e i ST, IR,
FEBRR, 57, B, EEAE, S A, EEAET, BRET, BREE, 9
BEEE, K, RE R

FESEPR R SRR, RV BIEHE . AR OB EART 255 B2
PRy RIS R SR T, 122597 AR R (KR DO N 2 B 48 25384, A
RGNS 2R BIE g kNG 4. DING 2. BIshass. Red. NG 4 EmS
2y, VRIS R EEA R B AR AL VORI & R FLA
BB VR ok SR SRR A
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bk ZiE ERTEZ MR LG, B, BRI AR SR B . AR,
BIEFLRE AOER . BERE. O, B, BE. R, PTRR. fEfEmREE. MARRER . W
PRER, WIRRESR . B BRI AT . RREAR, AE AR R R R 250 ik
HRUy, A M AR AR 255 BB Bl K. £ TEE S, EESE. BRI,
BiFE A A B S T IR BRI ISR BRI ) A, ik K. B
SN CLESR i SN 1 e 1| NI =211 NS 73N e | e IR D R W 4 D K N Pl
Al REFIAR . BRI G THH, ARSI E A AR, R MR [ A 2 22 3 A
R, LA T R P K o AR K R R

R ZR FAVETERL, AR 2 AR B 2H ) s 2 R s R e A YRR
73 VLB B sl iR Sk R BBk, SRR IR, R TERRE . SR ) 8 HOR)
BE, EEAmilast, BT LA s A Rl R i R AR R IR AR A AR
WES LA EY), RIFEE G MPLE T, I s w] AR Ao i, & AR
HH KL 0.05mg B 5g TETEL 7y, B Im T B T 5 A KL 0.05mg 2 5g KITHTELLS
B, T AR O RG24 A 54 0.5mg BIZ) Sg iR PEA Sy, HA0E o7 (8 vH &%
BIMRL R &, 2 BARL) L A AR B 5%E 95% . BALAIH R4 Img B4
2g MEMEAH 5y, HAAE Imgs 1.5mg. 2mg. 2.5mg. 3mg. Smg. 15mg. 20mg. 25mg. 50mg.
100mg. 200mg. 300mg. 400mg. 500mg. 600mg. 800mg 5% 1000mg.

bR E T B W hh g i 2R i PR AL I K ] R K I R R TR
R EE A R A4 R . . AR R, LM RS, ATl
AT HLA R 2, BRI AT DL S AR R B 25 W 4L b R By b H ik
YAk

EAREH TS R, T DR E AR R R BB, BRG]
LAt % B RT T BRIV P ) DG 1 T S B O I JC R R T 3. B, B R ATE
B ARETCH I, HON T 5T, AR S T, sLoh, Vel Mg frid 2
ARG . PRIE, PR HU i A A A A A BRI Y PR AT B RT LU R s o B, Bl
., K. OFE. ZoolE . N TR AR C TED . Y HE MR A .

IR AT AR LA A B, S T B g 25 0TI D iR AR R S R A 7
MR 3T AR A AR R R AT B AN A AR . AR T LT (bR R, E SR
Y &5 B A BUE L RIRRLR &, SRRV JURRLE, AL T 45

b7 ERARBIRIEARAL N SL,  EIREGARIFLE T LLRLEE, &6, R e b A
KLY, GRS Geabin)s BRI, RS A, RENETER. R, R R A (8
FEHLEARD . MAh, AN Z5E AT LRI Y 5 IR &S R ez BEA 1
Bt ey, B 2G5 BRIz 2 (025, o nr LA sok 771 S 4i i i T 2K

AR “HRE” NIRITTHRE. IR R RIS N E AR E 1S
A T SEBUH S AETT S R A R . AYIRNETT AR T VRIS M I s moise, flan ik

12
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FRIR . R PR, AR, DAY MRIRN SR IHE R SN IRE T . 19T B 2B
TVBTT B W AR 2 A R F it alE FHACR M . A Mty b, AR IR
T BEAF 44 S LM SSRE R ARAE () 7 v, BB W45 257 80N 1~500me/ K, flitithi%
WEWEZIHE 3 ~200mg/ K, IEHIZWE YL 27 EH 5~150mg/ K. wBIEH, FiRfbE
YILLZ) 3mg/ K. B Smg/ K. BY 10mg/K. BX 20mg/ K. B¢ 25mg/ K. B 30mg/ K. 3 35mg/
R~ B 40mg/ R B 45mg/ R BE 50mg/ K. BE 55mg/ K. BE 60mg/ K. B 70mg/ K. BY 80mg/
R+ 8L 90mg/ K. Bt 100mg/ K. 8L 150mg/ K BE 200mg/ K )75 & 1 AR

PATS 55 AR SETGI R A G VR RE— 2D Vg fiid , I e S 5] A ge PR O PR i) A F i i
SRR o

57K

ALT: WRRALLLE;
ANC: HPERI A0 24X THE
APTT: JAL #3535 L3 Tt 11 5
AST: RIXRRBAIILL Ny
BID: & HZ25 2 UG

CL: IR s

CT: Nl X LR,
CR: eI

Cer: FLEHHIRE;

em: JEK;

DIEA: N.N-— N Lf%;
DIPSS: &M RG> R4
DLTs/DLT: 7] &R #4551 ;
DMSO: — FELHK;
DCM: & FHi;

EA: L8 1

ECOG: JF[E 7R84
ELN: KO H L7

13
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HGB: M4 H;

INR: EHPrbrEb LA

IWG-MRT: & BENGFE P8 BT 92 5 V6 97 [ Pr M ;
LCMS/LC-MS: UMt il it 1% 34 1 5

MF: HH#EL4E1;

MPN: i $E85 S PR
MPN-SAF: MPN JER 1 % s

MPN-SAF TSS: MPN SR At 2 -E IR B AR 70
MTD: 5 K 32 51 & ;

MRI: ZHEFEAR;

mg: ZET;

mL: ZFt;

mM: BRI

nM: ZHEE/REETE

uM: R BRI

NCI CTCAE: £ E LA SERT T A R R ARG bR
Pd(dppf)CL.DCM:  [1,1'-XL(—AFEJ) — 78] — S — S e 28 540
RP2D: I B ) &

PE: 7 Hifi;

PMF: i it REAF 4EAL

post-PV MF: JLPEL A 2 i J5 B BE AT 4E 4
post-ET MF: JEUR ML ML /MR HE 29 5 B BEET 4E 4L 5
PLT: [/

PR: #B7; R

PD: St/ ;

Scr:  MLiFNLET;

14
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SD: JIRAS AL 5
TBIL: MiESIHLER;
ULN: B E FRR;
WHO: 5 LA,
S 1

6- FH L -4-(2-FF B 1 -(4-( =3 H L) R 38) - T H-BR 14 5 [4.5 b Il B2 -6- 38 ) - 1 H-FE P 3 [2.3-c | itk e
1(6H)-fli A&V 1D K&

FsC
O T B

Br.

I j DIEA/DMSO " HNIN\]/Br — I ]/ Pd(olppf)Clz/'\jTS

7

H,N™ °N K2CO;3
1-1

Fac@ \ o ao@ N0
| NaOH |

N
NN e N X =
—~ L) O L)
NN NT SN

14

RN

B A 1-1 AR

¥ 2-E HE-3,5- I EE (10.00g) 4-=F LS H% (20.98g) F1 DIEA (25.54g) ¥ T DMSO
(60mL), 120°Cm#sitt 4h, LCMS BN SES R, #E1, A% IK (250mL), EA AH 3
K, BHAHEI, WAEEKER 3 K, JTOKRBRIATE, W4, MHREEER4N GRsl
A4 PE:EA=100:15-100:30) EIf54b&4 1-1 (15.01g)-

LCMS: [M+1]" =347.0
IR 2, 4B 12 Bk

BAEY 1-1 (1543g). R =20 (35.96g) RIVKEEER (200mL) VEZ&, 100°C KN
TR A, W4, SN EA BiBs, WA Na,CO, VPSS 3 W, WA KL 3k, I
AR T4, W4, KRR (REIMHJ PEEEA=100:20-100:50) BIF54LAY) 12
( 13.27g).

LCMS: [M+1]" =371.0
IR 3. 4B 14 B)E R

15
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B A4 12 (1.10g) 2M-1 (1.27g)+ Pd(dppH)CL.DCM(0.25g)¥& T S/ N (20mL) 1,
AN K,CO; (0.61g) KK (4mL), FALY, 100Cm#isti. A4, BN EA (50mL)
KA Na,CO; (50mL) (KR4 {ﬁi‘UEP S, KA EA ZEE3 ik, BHUMEAGIE, Mrfk
KW 3 K, ToAKIRERAN T8, W48, M ER 4 GRghiMEN DCM:MeOH=100:2) H15
B 14 (1g)s

LCMS: [M+1]" =593.1
AR 4. AV 1 ER

BALEY) 1-4(20.002)7 T EtOH (80mL) & DCM (250mL) ", JiiA NaOH (2.70g),
60 CHEFHIL T, W4d. MEAEENTAL CRaiHN DCM:MeOH=100:2) 32K 5 XU &
BFEE ORI DCM (40mL) H4T 5%, BRI PR, JRHTF8, 157538 E A E ARy
a1 (6.53g).

LCMS: [M+1]" =439.1,

'H NMR (400 MHz, DMSO) & 12.13 (s, 1H), 8.92 (s, 1H), 7.99 (d, J = 35.1 Hz, 1H),
7.76 (t, T = 17.0 Hz, 2H), 7.49 (d, J = 8.0 Hz, 2H), 7.28 (s, 1H), 6.75 (s, 1H), 5.68 (s, 2H),
3.63 (s, 3H), 2.63 (s, 3H).

KA G SERP] 1 BASRABR 5k, N AR RL AR =56 3 i T A= 4 8 e St 491 o 114

NH,
e C> Crf SR ﬂ%UT%I*%%mW mrmﬁ~ﬁ$ p;
WA, Bl

FsC
>\: NH,
cl
Sty nT DOEE T R E T SRR 3

#1
&4 \ Y1 #2418 (MS)
e Ay 5 i 4 (M-+H)
4-(1-(4-4.F F)-2-F £ -1H-w¢ %
2 7 [4,5-b] 75 -6- % )-6- F F-1H- 405.8
— I NH w v 3F[2,3-c] 7k B2 -7(6H)- B
4-(1-(4-F F & K #)-2-F 4&-1H-
3 wk P 3 [4,5-b] 7K % -6- 25 )-6-F & 401.2
— I -1H-# 7 5(2,3-c] "l %2 -7(6H)- B

16
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G

e 4 4

W 25 95 (MS)
(M+H)"

ﬂr%

4-(1-(1-(4-FF %) L &)-2-F &

STH-sk W 3 [4,5-b| AT =R 2 K -6-

$)-6-F H-1,6- — 4 -TH-H % 3¢
[2,3-c] 7 me -7- B

419.1

«If%

4-(1-7F #-2-F - TH-2R o 5t
[4,5-b] ¥k % -6-%)-6- F Z-1H-"Ht
w& 5 [2,3-c] vk 2 -7(6H)-FH

371.1

FaC

_<\I /NH

4-(1-G-Z8 FHEFH)-2-F &
-1H-2% 7 3 [4,5-b] ¥R 5 -6- 5)-6-
F Z-1H-M0 P 7 [2,3-c] L e
-7(6H)-

439.1

F3C

4-(1-Q2-B-5-Z 8 F H ¥ £)-2-

F A -1H-2K 4 5 [4,5-b] 9K %R -6-

#)-6- ¥ F-1H-" % 3 [2.3-c]
wE -7(6H)-H

457.1

4-(1-G-B-5-Z B F ¥ £)-2-

F A -1H-2K 4 5 [4,5-b] 9K %R -6-

#)-6- ¥ F-1H-" % 3 [2.3-c]
wE -7(6H)-H

457.1

4-(1-2-%-4-8.F £)-2-F #-1H-

Bkl 3 [4,5-b] % % -6-2)-6- F &
-1H-" 7 5F2,3-c] L 72 - 7(6H) -

423.1

10

N
NI ) ™
<\N _ —

4-(1-G-Z A F #-4-2F5)-2-

HE - TH-mx " 51[4,5-b] 7k "5 -6~

#)-6- ¥ F-1H-" % 3 [2.3-c]
wE -7(6H)-H

473.1

11

FsC N 0

N
<\N _ —

4-(1-G-F-4-Z B F E T H)2-

HE - TH-mx " 51[4,5-b] 7k "5 -6~

#)-6- ¥ F-1H-" % 3 [2.3-c]
wE -7(6H)-H

457.1

12

N
_<N | = Z “NH
\N _ —

4-(1-3-A-4-= B F & #)-2-

HE - TH-mx " 51[4,5-b] 7k "5 -6~

#)-6- ¥ F-1H-" % 3 [2.3-c]
wE -7(6H)-H

473.1
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Lo ; \ 43 BAE(MS)
g &t 5 4, (MAH)'
Cl
N.__O 4-(1-3-4F &) 2-F £ -1H-»
13 N F[4,5-b] 9K % -6-%5)-6- F #-1H- 405.1
_<\N:[ : @5 %8 3 [2,3-c] °H. % - 7(6H)- B
N >N
" |
F N ° 4-(1-(2,4-Z B 7F #)-2-F #-1H-
14 N PR I [4,5-b] IR R -6-2)-6- F & 407.1
— I : ~ONH | CTH-H % 5E[2,3-0] 4 - T(6H) - B
N N
|
Br N© | 4(1-@-E ) 2-F A IH- R
15 NN p F[4,5-b] 9K % -6-%5)-6- F #-1H- 449.06
—& :[ _ " 8 S [2,3-¢] 7 5 - 7(6H)- B
N N
pa \ o | 6FEAQFEIG(FER
w6 | ° | £)F F)-1H-2K 4 FH[4,5-b] % 149 1
N NS NN | -6-5)-TH- 7 32,3 1 '
—<\N:[N/ = “7(6H)-H

SEJtafs] 2

SR R CTG R LAY | X JAK2VE1 TF EAL G5 36 80 (R N5 Bl 0 e ek oo
4 HEL. SET-2 40 sE sem, CLENLA4) 1 X HEL. SET-2 4 38 5 (1) 2= Z i | &

(ICs0)5

LW

[N 1)l

a) HEL g0t 25T RPMI 1640 £5723EH, fin 10% FBS A1 1%X(P1, &T 37 °C. 5% CO,

B SR TR

b) SET-2 4057 T RPMI 1640 £5 35369, N 20%34 K& FBS Al 1%XU4t, BT 37 °C.
5% CO, ¥i a7t

2. ZHlE AR

a) AMEHER R EE R, WO

b) FMRIARTIREEE, L W& E S

o) HBYIimEMInN 384 FLiR, AL 30 pL, 405N HEL: 1800/4L; SET-2: 2000/

Lo

d) 4T 37 °C, 5% CO, B340 Fh it o 7%

18
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3. el

LS DMSO M 20 mM #FE 6.67 155 3 mM, #RJ5 M 3 mM JT4h 3 fEHRE 10 MK
% . Staurosporine i DMSO M 20 mM %% 6.67 {53] 3 mM, #RJGM 3 mM JFih 3 5#R 10
MIFE . Vehicle control /& 100% DMSO, Positive control 4 3 mM Staurosporine »

4. M YALHE

a)  ZHMAHIR 24 /NMELLJS, F Echo A1 100 nL AR IFAIML-EY) GEIE 3 ) 3384 4
B MR o

b) 2 MENLA YA Staurosporine Z9K Y 10000, 3333, 1111, 3704, 123.5, 412,
137, 46, 1.5, 0.5n0M.

c) Positive control &R ZZ 10 uM Staurosporine, vehicle control 2R JE & 033%
DMSO.

d) 4B 37 °C, 5% CO. 353748 72 /N,
5. CTG &l

a) BFFLI0 30 uL CTG R (CelltiterGlo iR &), AUERIEIR 2R 2 08, =R
SEHUE 30 A h

b) A Envision 1 #8 B2 R OG5 518 -
6. HAE T

F GraphPad Prism 8 software 115 ICso CEEANHIKED, FIH LA IREAEIE ARG H
e EYHI ICs0

Y=Bottom + (Top-Bottom)/(1+10"((LogICs,-X)*HillSlope))
X: WEYIRIE Log 1, Y : #i#Z (%inhibition)
YeInhibition=(LUM pig,-LUM ;pa)/ (LUMgign-LUM],,)* 100

LUMuig /& 0.33% DMSO L FIMEH, LUMnpa b AP FLEE, LUMig & 10 uM
Staurosporine FL-F 1518

SKHEER:

ANERIE T 09404 1 % HEL 400 A 38 i i 28 WL 1, S SET-2 40t ()43 A 4l i
28 L 2,

WA 1 X HEL 40841 SET-2 40 5 #1517 1Cso 435108 154. 1nM A1 103.6nM, 1245 R
F4k &4 1 %} HEL. SET-2 0 4 B A 5 i dmsiAE A .

19
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R 2. RN EIE K ICso(nM)

iR ] ICso(nM) Hillslope Bottom Top
HEL a1 154.1 1.8 6.4 102.5
SET-2 a1 103.6 1.6 47 104.6
St 3

ARSIty A2 HEK293 4Rl , MR & ZE R si 5k, ME S | X NF-«B $xi%
PERHMEIIER, PPAEL AR NF-«B Hesril PEI R o

LTk
1. A&l &
a) rAMALEYH DMSO #1T 3 MR, 10 MRS, BIRWKEHN 10 mM.

b) FHHEALEY CDDO-Me /] DMSO 14T 3 f5EBE MRS, 10 MIRIERE, BIGRE N 10
mM.

c) #E& 1000 x FIBHMEXTHE  (100% DMSO) Al 1000 x AR HEXTHE  (100% DMSO).
d) HAL AR A, HEH 5 min.

2. AR

a) FTEARHEEE ATCC FriiRiERiR, HEK293T-NFxB 7EFE & KA TS5 .
b) BHEIFERFE L. A PBS EBME 2 K.

o) HIEMRHAROEI N, H ik bl JRM BRIt

d) M 6¥10° HEK293T 40fEE]—4 100 mm AU SEMAF,

e) K FITANMAIEEILE T 37 'C, 5% CO2 ¥FHMHIid A 18~20 h.

3. tavibH

a) WFHBIEFIEY (WBEE D A Echo655 #:%% 25 nL BI4HIIG IR o

by Rl CRAEER 20 R 384 AR TR, AL 17,000 4HMEE 25 ul & 5% RN
i FBS Al 8ng/ml TNFa #3537 %

o) YUHEEFEMAE 37 °C, 5% CO, Bl mEssE 16~20 h.
4. LAYkl
a) ¥ Britelite plus a7k & =

20
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b) 384 AR (ULBEE 3D E =R

c) LI 25 uL Britelite plus 6 5877 - 48 i 55 75 45
d) I Envision ¥k J6if.

5. R

SHIFIA S = 100 - {

RUUses-RLUssns <100
RiUssse-RLUBsxs

RLU: Resulting Luminescence

RLUs=rm . sejg ity 2 (4641 Luminescence (0°F 491

RL Uit

- BT A FHYEXT L. Luminescence [P 351H .

52 MR ICs VLA A A ER U £
H Graphpad8.0, F|H LT AEL MG A ACRB UL SV 1Cso
Y=Bottom + (Top-Bottom)/(1+10™((LogIC5,-X)*HillSlope))

X WAL log H; Y AEVHMHIE 2%

SEWHER:

ANFIHE T LS Y | % NF-«B #3255 PE f 4] ih 25 K 3.
ARSLIGSAT N, fER B Y T NF-«B i &5 2 K ) HEK293 g4iffurh, /644 1 7] #i] NF-«B

(P s yE P
3. AN NF-«B 5238 01 1E H ) ICso(nM)
WEY ICsy(nM) Hillslope Bottom Top
WwEY1 147.6 1.3 6.5 87.4
SEJit 5] 4

Sz R B R&D A FI 4L Human IL-6 Valukine ELISA {714, @it ELISA 5
W 5E 40 B TL-6 S

o B3 A IL-6 4)

UL R RN

o PRI Fos B S50 0 BRI 2 AL & P0%) LPS RIS THP-1 48

21



WO 2022/268075 PCT/CN2022/100134

SERS
1. ZHfEEss

THP-1 Z0fi 3595 F RPMI 1640 357235, Il 10% FBS, 1%Xfi A1 2-Mercaptocthanol (1X),
BT 37°C. 5% CO, B P .

2. YHHERR
a) AU S 7R B A N 80%-90%, AN .

b) HIFFEE (RPMI Medium 1640 fil 10% #4K3E FBS Al 1%X050) EH&, T4, BCHI
BT P (4R B

o) HAPERIA 96 fLIR, Bl 100 pL, ZHAREFESA 150000/1L.
d) YHHEITE 37 °C, 5% CO, #5746
3. A &

a) FrillfkA5% H DMSO M 20 mM #8 2 53] 10 mM, RSG5 M 10 mM 46 3 (5F4% 9
MR

b) Vehicle control /& 100% DMSO-

B 5 uL BB R RAL AR 45 uL B3R IR AT, 1R ARG

4. fbEMsHE

a) FEALEM 96 uL HUFEFREE, SRS 2 uL R 3 MR ML a MBIl

b) 30min J5, WIEFLHIMA 2 uL LPS (ZKJE N 4 ug/mL).

C

N’

¢) FRMALAYIZIRE N 10000, 3333, 1111, 3704, 123.5, 41.2, 13.7, 46, 1.5, 0 nM.
d) Vehicle control 29K %4 0.1% DMSO, % AR NH 40T LPS.

e) ZUMIAE 37°C, 5% CO2 B 24 /N

5. IL-6 ELISA Il

a) 96 FLARE L 5min, 1500 rpm. M 96 FLIRFFIREL 150 uL Eif.

b) EHIET, HFTHIAA IR, FRORS, BRI,

o) MBI (EERMRHERD HE, TR IIRESH .

d) JmEE: BALI 100 pL Rk S bR SRR IIRE B, 55 BRI, ZEIRRE 2 e

22
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e) VER: EFLAIAE, 300 puL/well SN 1x Wash Buffer ; 5% 1 245 F LAWK
R, EE 3 IR, Bk ERK T

)  uksPTAs: BEFLIIA 200 L ) Human IL-6 Conjugate. = FEHRIE, =EHF 2
2N

g) Uitk: EELIKe).

h) B &L 200 uL ) Substrate Solution, ZEIRBECIEE 20 408

i) &b JREINA 50 uL B Stop solution 2% 11 B .

j) UM Z2ibS5 30 BN, ARG K (measurement wavelength) 450 nm 31H .
6+ CTG # il

a) LI 50 uL B3R %

b) BEFLIN 100 uL CTG k7] (CelltiterGlo {7 &), M ERIEIR G sk 2 28, =R
WEGCE 30 8, FB R CTG KR+ .

¢) H Envision {8 B 2ER GG S
7. BAE T

H GraphPad Prism 8 software 115 ICs, CEEINHILIE D, FIH LA T AR MERE A ARG 2]
G ICs00

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

a) CTGHl: X: (&R E Log fH, Y : Inhibition%
Inhibition%=(1-Compd/Vehicle control)* 100

b) IL-6 &l X: AWK Log fH, Y :IL-6 #KE (pg/mL)

TL-6 ¥R AT A v o A VAR P8 S e KA 3P 45 B ek R T

Plate 1: y=0.0117x+0.0421 R>=0.9998  Plate 2: y=0.0111x+0.0445 R*=0.9996
T HHHIR KT 30% M, AL GPIKIE T IL-6 A2 5115 ICso
SEWEER:

RFEIRFE T A& 1 % THP-1 40 IL-6 4108 i 28 1L 4.

BB A ARk FE ) T =, THP-1 40 B35 T IL-6 MUK S FRAIK, R BIML-A4 1 Retis 3] THP1
B At IL-6 KRER-THEIE.

23
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R 4. THP-1 40/ TIL-6 Wb 3AE FH 1) ICso(nM)

wEW ICs(nM) | Hillslope | Bottom Top

WwEY) 1 224 2.7 42 53.9

H A EEAR AT &1, AR BIA Y3 T8 BE LT 4E40 B 3 M R JAK2V61 7F KA XA N
BEIGAE PR MR 4P HEL . SET-2 4Ui 8858 B B2 i MmER, BX NF-«B (3 =i% M DA
K RIER T IL-6 AW P B3 A 3R

SEHtEfs] 5

SHE AW | AL BELT YAk B P e 4k, T 52, 25430 )1 A R T T A PR AT
5%, HiE MTD A1 RP2D

EARARE: JR A tE B dEAdiie, FRLL R 2 m B BELr difl, SRR /RS 2
JE BB AL B

N RHE:

1. FR=18 HZ, FLAK;

2. RYE WHO FrH#EZWON R R M BB 4T 4E4k (PMF) 18 5 oiR Y5 TWG-MRT brifEi2 W
NEME LT IS 2 S BE AT 4L (post-PV MF) B & 7 I /N 8 22 9 5 B BE 4T 44k,
(post-ET MF) H#;

3. FUEISIERY B RIESEERER ) R4 (DIPSS) HMikkTHfa-1 XUk (BF
—MEEMARTERZ) BEZLED—URT WE A4k (MP) &3, BN
BT 2GR BB A E N NIE 1R T A E A B B REIT

4, FRNANE: WS EETERS 240 (DIPSS) MWt FHfa-1 &L E (Bf
—MEZMARTEFRE) B MF &35,

5¢0 PR IR SR B PRIE R E R AR P OR s A2 MRk BB M T %20 5 om (I
5 PRI H BT AR )5

6 TUHALF =24 JH;

7. FEERFMEEMEL (ECOG) RREIREES 0-2;

8+ MR MPN JEIRITMEER (MPN-SAF) ¥, HEFA IFC R IERIT S (=1

9. EEEAISNE MR MEAIE <20%;

10, FRERT 6 AN H PECE AT I BRI 0T i R

1. BEWBHREII6E, UAUHE LT bRk

a) IMHEM: PR THE (ANC) =1.0x10°/L, /MR (PLT) =100x10%/L, I

4 H (HGB) =75g/dL (75 g/L) (FHEAERT 14 KN AR 400D,
b) HEMIIEE: WA IEFEIEZPUERITE, BEFRFRAELLLM (INRD LA IEALER 2 it ML
FgfE (APTT) <15 f5IEHME LR (ULND;
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c) M MiE S AHZLER (TBIL)<<2.0xULN, &4 Gilbert £ A5 4iE, W ZESK TBIL<3.0xULN;
RITARARBE B (AST) MNERAELEE (ALT) <25<ULN;

d) B BN (Scr)<1.5 xULN BLEHEFR % (Cer)=50 mL/min(FE4E Cockceroft-Gault
AFRITED;

12, BRAEDUMR IR TT R O AR R 2R 7T R E R EE B NCI CTCAE 4.03 fR<<1 %
I BRIt 90 AR j 3 T0 2 4 R I LA B M R o0 )

13, XFEEBERENA L, UDAEITIHET 2000 7 RNTIETIRRE, B8
N, HAURAER AL B N B SRR BEAR T IR K B Je — IR 9L 25)s 3
AN F P REXR 25D BT 1R 3R 2 it 5

14, BEBEAK MBI 7T R B U5 A2 7 5

15, ZEBBEHAERES.

TR I 5

ARWFHCRA <3437 80T, Wb T 3 AMFIEAKTE, BITER CHIGFIE 60 mg J5, 1% 33%LA
Fo 25%36 R F R, 090N 60 mg/d. 80 mg/d LA A 100 mg/d. “3+37FI BN OF 3
Bl DLT o] P47 &350 DLTs 3, mlsdd s~ —FE4; @4 3 B DLT vl iPhr & Bl
1 %1 DLT, FFEFH AL 3% DLT a3, —HFHM=1 4] DLT (HJ DLT &3 S50 F
=2 B, EFEIIET— R R R K Z A& (MTD); @4 3 # DLT i &4
H P 2 1 J LA | DLTs, U (7R 1250 8 K 58 i BAKSF N AL, %) B AR — AN &K
Wit N MTD.

fH 2 & (BID, AB5EH XM QI12H, HIEFRPIRGZIAE 12 /NS B 2509, Je8idk
TR BT M &IT AR, 2B AR E e R E, IR REARED
HE CEFEEARTREAE. PCEE S E. PEAERE. SAMERMARE #17E
MR, B 21 K.

A Qa1 AR

a) MHE. AME MR

b) EHEEERECE B IR A

o) IR (MRD

d) Az

e) MRS

) HBEAYENFE VN

g) HEENLEYIN

I N L

S 2013 4F 11 ELN #1 IWG-MRT LR FrifE .
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RS, TT R bt

SZRHR ERK e
FEEGM (CRD PAF 4 75 5B R 6
(D Bl MFEPRRMIENIEREIEAESg, JRIMAM<5%, it
P H <1 (BRI BFRUE) 5
(2) 4FE . HGB=100 g/L, ANC=1X10%L; PLT=100X 107/L,
H ERIBVIIA ST IEEE LR 40 HERE R 2000 <2%;
(3D IR AR TE A R AIE CEFEIFIRIN ) 5840H %
JE B SN I A UESRE
g (PR Fra AR &bz —
(1) 4FE M. HGB=100 g/L, ANC=1X10%L, PLT=100X 107/L,
H ERIBbRISAE TIERE LR, SR R4 <2%; IfK: R
RERVE 25 T R0 A A AT i K5 T BB AR I I A9 UE 468 o
(2) Bl MFEPRIRMERNIERIEAESg; JRIMMM<5%; &t
Ptk <14 HANE . HGB (85~<<100) g/, ANC=1X10°/L,
PLT (50~<<100)X 10°L H ERIEFRIGET EHE EIR, 4fedE 540
B<2%; ImPK: BRPIERE A, I CEFEHBR D 5840
K JoBEANE M BUEE .

IR (CD) . PRREEIR G E, LR R M. /MRS ek
N AR I E .

LT Rk AR K R HGBTH =20 g/Ls i AR ¥R B #6748 Ny
e AR #R (FE 9897 B IALE 22128 D) b R4 4048 HHGB =85
g/L) .

PRAEST R (1) LR RAENZ F5710 end&d B A% N ASA] fil 22 ;
(2) R AEINIZ T >10 end i/ =50%;  (3) FEEen T
BT <6 enHAATPRREIT B00PM s (4D BRATRYT R Zhd MR AL
CTUE 52 B AT 25 F ek b = 35% .

FERFT AL MPNREIR VAl RIS B4y (MPN-SAF TSS) /b =50%.
Bk (PD) FEUTHMFZ—:

(1) FLRIF PRI ZE T <5 e HBLET 50 AT fidt & 660 JL ek K

(2) FLERI BRAF B 4% F 5~10 e, 0 fift & 4 B AR K 5 388 0 = 100%;
(3) FELBRFBRAERNZ: T > 10 cm&, AT il % 0 B A P8 389 0 > 50% 5
(4) BEEFE AN >20%, UFSZA A MR

(5) A1A R GE4M A =20% B IR SE MR A 0HE = 1 X 107/ R 5

D2
i sE (SD) AT B AT A — T3
=N FELLTF &2 —:

(1) WAFCR. PRECUE, A BEE R Z D CIFRAE;

(2) KREFZMITRFFEZRPLIANH

(3) REMARITRFFES R D1 H

Y AR 1% S AR TEVPAf 40 BRI 1% 5207 REB B /D B T 104 P I4m AR, R H ZR
A A W EEKIMRESE.

(1) CR: JRITHIAEAMIRE SRR, BITRHER;

(2) PR: 397 81 7% B A B 2> 440 i o/ = 50% (PRER A TR
DH 104 70 R B AN B E D .

TR 3 F AT RO A AU BT AN E R AR, I B SREEOAN A N E
B REINE 5K

(1) CR: JRITHIAAEMIY TAMS RS, (EIRTTEHE R
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(2) PR: ZEAIEEH A =50% (R4 SR A T 2o 48 2y B
AR EDF20%FA K BE .

MLy 7Y | ERAGINUES B R A It 22/ 70 T B B B B

PR SO A S W L st 2, IR AT IR, X FASU I EAR N R
Kk, ABRTBUA BRSO A . NAEAR R IS AR W2 A, R AT 20, %%
RS CESE, SRR AR W A DRV 2
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W FZEKH

L — M &Y & M TR 7T B SR 40 & FAH SRR R 250 B REHT , HARFEAE T
Frid b ek B B A X T Frsai e e e 255z BTz . wnds. ey, K
Y — P R

£

PRk 1,

R Al Ry BT T Hy Cpo it Coo UL, Cony LR Cyy 24753E, TR
Croidl. BTk Cro B RUIE . BTk Cono F5HEBRFTIA Cono 4T3 BEAEHE R €, HEIETUCIE
NH, B OHIRACHE . Coo F5BEIUARIEBR Cy o 445 AR IEIUAR; Tk oo 4T3 2
TUACHE BT Coo 2475 B4 BT IR 1 Avy 2 A8 3 AN BTtk 1 RLakm
9% 7

Q RHEAESTI Crg K. -SO-5NH-, ik o Tk 5 NH-Ek b T 22
Cro BitEaR Cy 6 oI

X #H He Crokidh, o 95 Copo 2953, PR Coohidl. BB Coro F5HEBUHT

IR Csqo T HATEIABE I ER . BN Crg it CrolidE Crg EREE. Crg e, Cis
B IRIE C, 6 Btk -SO- AL

pw
LT
<
Yy WO, e R, U, W ok Z AT HEE C o
N; R, REESGEE He 5. Bl B, Cu bilh. Co A, S, S
N(Ry)-SO,-Rs; Ry Al Ry 4F BT HIE ] Ho Cpo ki BE ol 2 AU Cy o bt

A

N Ny
Y
2 ERURIEESR | FTARIRIR, HAMEAET, YR NN

3. MRIEBORER 1802 FrdfuRif], HAHEAE T,

Ry EH H 80N Cuybidh; Lk, RiEHH. W3, o3, EREE. R, BT
o RTEE MR HEEURT B AL
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RoJEH H ok Cos bedE; fRikith, Ro Mol H. P35, 225, FPaliss, A
Q REFESN Crs ThedE, fRikih, Q eI PIEST 2.0, F/sk

ing H\ C1.3i?ﬁ%gz§r§%’ Efﬁﬁf@, %%ﬂ%ﬂz%\ C1-3 /fﬁi}jﬁ%\ C1.3i}jﬁ%\ C1_3
BRI E Cs edk-SO-BUR.

4. MRIEBCRESR 1 BrdfIRii], HARAEAET, pridfbadit 8 ARG 0 Fradiiie ey
PrE i IR £t N TTE 2N 511 R 7/ N/ ¥ 7/ Bl DR I E A L

|
N O
X_
Q\N N ‘ =
—< :[ N NH
N N/ —

|
FriR 1T,
Q 4 Cys Wbt E;

X ORI, P S EATIE Y X 2. Cos RARKESE . Cs bedd. Cos B EE Cs kit
H-SO,-Hift.

5. MRIEBUFIZOR 1 R R, HAIEAE T, Pt amit A -

6-F He-4-(2-F 2-1-(4-(=ZF H ) R 28 - 1 H-BR L 3 [4,5-b | Atk 2 -6- 3% ) -1 H-IHE % 5[ 2.3 ¢
nk iE -7(6H)-1 ;

4-(1-(4-5 7 3£ )-2- F JE -1 H- B 4 JF:[4,5-b] P 182 -6- 2% )-6- Y B - TH- Itk 1 I [2,3 ¢ P i
-7(6H)-Ffd;

A-(1-(4- PP A B A By -2 - A BL T H-PK 1 3[4, 5-b] WR 192 -6- 3L )-6- F B - 1TH-RH g% 3 [2,3-c itk
g -7(6H)-fili ;

A-(1-(4- PP A B A By -2 - A BL T H-PK 1 3[4, 5-b] WR 192 -6- 3L )-6- F B - 1TH-RH g% 3 [2,3-c itk
g -7(6H)-fili ;

4-(1-7 5 2- Y L -1 H- K M I [4,5-b] IR 182 -6- 55 )-6- FH 225 - 1H- 1L % I [2,3-¢] L BE - 7(6H) -

=
=i

4-(1-(3- =% F 3L 75 3 )-2- F ZE- 1 H-BK M 5[4, 5-b] IR 182-6-3 )-6- FH B2 - 1H- N 52,3
ntk e -7(6H)-Fid ;

4-(1-(2-98-5- = 0 F B 2 ) -2- HH B - TH- K 12 F [4,5-b ] Wk W5 -6- 25 )-6- FH 3 - T H- Lt % FF
[2,3-c] Mk e -7(6H)-fid;
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4-(1-(3-98-5- = 8 FH B 7 2 )-2- HH B - TH- K 12 F [4,5-b ] Wk W5 -6- 25 )-6- FH 3 - T H- Lt % FF
[2,3-c] Mk e -7(6H)-fid;

4-(1-Q- 57 4-F 3 )-2- F 2 - TH-BR I - [4,5-b WK B2 -6- 55 )-6- F - TH- 1L 52, 3¢ Pk
g -7(6H) - ;

4-(1-(3- = F e 4- SR B8 )-2- PP L - TH- IR 4 F[4,5-b ] UIR 158 -6- 25 )-6- FF - 1H- Mk 1% 9F:
[2,3-c] Mk e -7(6H)-fid;

S

A-(1-(3- 5 -4- = 5, 7P B A5 3 )2 FFV B - | H- K P 1[4, 5-b] IR 15 -6- 5 )-6- FF 3 - 1H- it % )f:
[2,3-c] Mk e -7(6H)-fid;

4-(1-(3- 5 -4- =5 F B 2 ) -2- B - TH- K 18 F [4,5-b ] Wk W5 -6- 25 )-6- FH 3 - T H-LE % FF
[2,3-c] Mk e -7(6H)-fid;

4-(1-(3-F R 2 )-2- B BL - TH-DR P 9 [4,5-b] WR 15 -6- 5 )-6- F B -1H- ML it - [2,3-c] L e
-7(6H)-Hif ;

4-(142,4- AL HL)-2- B L1 H-BE MR H[4, 5 -b | Wk B2 -6 -3 ) -6- FH BE - 1 H-AH 1% 3 [ 2,3-c | L g
-71(6H)-fifd;

4-(1-(4- 1 7E e )-2- FH B -1H-IK P [4,5-b] WK 152 -6- 2% )-6- FH B -1H- 1tk % 9 [2,3-c] ik g
-7(6H)-Hif ;

6- P J-4-(2- P Bk 1 -(4-( TP Rt Mk 35 ) % 32 ) - L - K R 3[4, 5-b Pk B2 -6- 36 ) - 1H-PH % 52,3 ¢
Mt i -7 (6H) -l v (1) — b 522 ol 5

Rk, FriR L&Y 6-F H-4-2-H 3 -1-(4-(= 5 F 55 ) P 58)-1H-BK e 5[4, 5-b] ik g2
-6-38)-1H-ME 1% 3 [2,3-c [ L B -7 (6H)-Hid

6. MIGBMER 1 & 5 PE-DIFTRIRA], HRAEAT, Frik 25Vt st

7. WRIEBRER 1 2 5 PR TR MR, HAALAET, Bk vk . INg
2. BIbheds. Bt NIRGHASEmES 2.

8. —MATTE ML 4L S A S IRARAL I T, F LA T, FrkIr ik s

REEE Mgy, Khinteayit 8 86K 1 Pradiaiteay k4%
ERArERRz AL WA, WA KEYT MR R TR A AR
HIFTR 2545
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10.

Al
iR T,

R Al Ry 73 AT IEE H Hy Crobeddy Cro HEREE Cono 7758k Cog 4752, FIid
Crsbidh. Prik CrekiA2h . HTik Cono 757 BUHTIR Cso 407 BARIE LAY C o bt AT |
NH UACEE . -OH BUREE L Coyo 77 ZEUARIE BR Cs 10 4% 07 ZEIARIERUAN; Ik Csyo 28 05 25
BUARIEAIFTIR Cs.qo 28 05 He 0 AR MR 1 S0 2 ANEE 3 ANar il har bt B &, Bl
IR T

Q FAFAESRIEE] Cog TR, -SOL-ZK-NH-, FFk Cyo T4 - NH-(EHE Hu i 1
C1_6 iﬁf%@i C1_6 ﬁ'/fh%ﬁﬂﬁy

X EH Hy Crohidk Coio 3728 Coyo 055, AR Caktdd FINE Coo 75 ZHT
IR Csqo T HATEIABE I ER . BN Crg it CrolidE Crg EREE. Crg e, Cis
B IRIE C, 6 Btk -SO- AL

A .
/k,J X7
L
Y o WOONT, Hohe==FOR BB, U, W B Z Ao C 5t
N; R3 Kﬁ&ﬁjﬁg H. f%%\ ;:XE%\ ﬁ%\ C1_6 i}jﬁ%\ C1_6 i}jﬁé?i%\ /%_‘L%\ éﬁ’fﬁ%ﬁ‘z
-N(R4)-SO,-Rs; Ry Ml Rs 73t 5 Hy Cog b Bk sl i R BRI Cos itk

SN .

N N
LTy
RIERRER 8 Frid i vk, HEHMEET, YN N™ >N .

MRIEBHEER 8 Frid s, HAHMEAET,

Ry EH H 80N Cuybidh; Lk, RiEHH. W3, o3, EREE. R, BT
o RTEE MFTHEEURUT

L, Ry%EH H Bk C o5 tde; ik, RyEH H. ., 4%, IENESRN
3,

Ly, Q AFAEEN C, Whed; HEiLiEh, QkH W HEMIL L3
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Lk, X #EH H. Cp; Felboiofdt, "k, SREATER. Cu Mt Cus
Bedk. Cps KR I Cs Hid-SO-HUf.

11, ARIEBCRESKR 8 Frid ik, HAHEAT, Fridbatit 8 ARG I Frndirie ey

12.

PrE i IR £t N TTE 2N 511 R 7/ N/ ¥ 7/ Bl DR I E A L

|
N__O
X-Q |
~ N —
— 1 fq
N N/

Al
FrikzC 11,
Q N Cys WAk

X MRS, PR AR R s s, Cosbidk. Cos BEE AR Cos it
H-S0,-HUf K.

MRIBAEER 8 Frif sk, HARMEAT, FridfeaVits:

6-F He-4-(2-F 2-1-(4-(=ZF H ) R 28 - 1 H-BR L 3 [4,5-b | Atk 2 -6- 3% ) -1 H-IHE % 5[ 2.3 ¢
nk iE -7(6H)-1 ;

4-(1-(4-5 7 3£ )-2- F JE -1 H- B 4 JF:[4,5-b] P 182 -6- 2% )-6- Y B - TH- Itk 1 I [2,3 ¢ P i
-7(6H)-Ffd;

A-(1-(4- PP A B A By -2 - A BL T H-PK 1 3[4, 5-b] WR 192 -6- 3L )-6- F B - 1TH-RH g% 3 [2,3-c itk
g -7(6H)-fili ;

A-(1-(4- PP A B A By -2 - A BL T H-PK 1 3[4, 5-b] WR 192 -6- 3L )-6- F B - 1TH-RH g% 3 [2,3-c itk
g -7(6H)-fili ;

4-(1-7F 55 -2- FH L - TH-K M 3 [4,5-b | Uk 1 -6- 2% )-6- FH 26 - 1TH- ML P FF:[2,3-¢] P e -7(6H) -

=
=1

4-(1-(3- =% F 3L 75 3 )-2- F ZE- 1 H-BK M 5[4, 5-b] IR 182-6-3 )-6- FH B2 - 1H- N 52,3
ik iE -7(6H)-1 ;

4-(1-(2-98-5- = 0 F B 2 ) -2- HH B - TH- K 12 F [4,5-b ] Wk W5 -6- 25 )-6- FH 3 - T H- Lt % FF
[2,3-c] Mk e -7(6H)-fid;

4-(1-(3-98-5- = 8 FH B 7 2 )-2- HH B - TH- K 12 F [4,5-b ] Wk W5 -6- 25 )-6- FH 3 - T H- Lt % FF
[2,3-c] Mk e -7(6H)-fid;
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13.

14.

15.

4-(1-Q2-F-4-F T 3)-2- FF L1 H-PK B 3[4, 5 -b] WR 182 -6- 35 )-6- F 3 - TH- itk 1% 312, 3-c itk
g -7(6H)-fili ;

4-(1-(3- = F e 4- SR B8 )-2- PP L - TH- IR 4 F[4,5-b ] UIR 158 -6- 25 )-6- FF - 1H- Mk 1% 9F:
[2,3-c] Mt nE-7(6H)-fil ;

4-(1-(3-3-4- = 38 HH 2 A Bk )-2- FHY - TH-IK P FF[4,5-b] WK & -6- Jik )-6- FH B - TH- itk i -
[2,3-c] Mk e -7(6H)-fid;

4-(1-(3- 5 -4- =5 F B 2 ) -2- B - TH- K 18 F [4,5-b ] Wk W5 -6- 25 )-6- FH 3 - T H-LE % FF
[2,3-c] Mk e -7(6H)-fid;

4-(1-3-F % 3L )-2- FF JE - 1H-BK 14 H: [4,5-b] UK B2 -6- 3 )-6- FF 3L -1H-1Ek 7% 3 [2,3 -] At i
-7(6H)-Ffd;

4-(1-(2.,4- B F3L)-2- L 1H-BK M F: [4,5 bR B2 -6-E)-6- FF L - 1H-MH P 32, 3¢ Al i
-7(6H)-Ffd;

4-(1-(4-7R % 3L )-2- B JL - TH-BK 14 - [4,5-b] UK B2 -6- 3 )-6- FF 3L -1H-REk 7% 3 [2,3 -] At i
-7(6H)-Ffd;

6- P J-4-(2- P Bk 1 -(4-( TP Rt Mk 35 ) % 32 ) - L - K R 3[4, 5-b Pk B2 -6- 36 ) - 1H-PH % 52,3 ¢
Mt i -7 (6H) -l v (1) — b 522 ol 5

Rk, FriR L&Y 6-F F-4-(2-H Be-1-(4-(= 5 F 28 ) P 58)-1H-IK e 5[4, 5-b ] ik 8
-6-38)-1H-ME & I [2,3-c] i -7(6H) -

MRIGEHZR 8 Frif s, HAMEA T, FriR2iiid tdmiet

MRIEBHER 8 Frkfiid, HRHLAET, Irddiasiiknesds. N4, Bask
@Yy, BEY. NIRGAREMSZ.

MRIEBOREE K 8 Frk i 773%, HARMEE T, FridbaWnes 2575 &N 1~500me/ K, Lk
H, Fridfb &9 LAZ) 3mg/ K\ B Smg/ K BY 10mg/ K 5% 20mg/K . 5% 25mg/ K 5% 30mg/
R B 35mg/ R B 40mg/ K. B 45mg/ K. B 50mg/ K. B 55mg/ K. Bl 60mg/ K. BY
70mg/ A B 80mg/ K. B 90mg/ K. BY 100mg/ K. 3 150mg/ K. BY 200mg/ A M5 E 1
Pt FH o
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