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The present disclosure relates generally to compounds that bind to and act as degraders of an IKAROS
Family Zinc Finger (IKZF) protein, such as IKZF2 (Helios) and/or IKZF4 (Eos). The disclosure further

relates to the use of the compounds for the preparation of a medicament for the treatment of diseases and/
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or conditions through binding and degradation of an IKZF protein, such as IKZF2 and/or IKZF4, including

cancer.
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The present disclosure relates generally to compounds that bind to and act as
degraders of an IKAROS Family Zinc Finger (IKZF) protein, such as IKZF2
(Helios) and/or IKZF4 (Eos). The disclosure further relates to the use of the
compounds for the preparation of a medicament for the treatment of diseases and/or
conditions through binding and degradation of an IKZF protein, such as IKZF2
and/or IKZF4, including cancer.
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X EXCEEIHAE - @k - NEE
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-C(0)-Z'* ~ -C(0)O-Z'* + -C(0)-NH; * -C(0)-NH(Z'*) ~ -C(0)-N(Z'4), » -NH, ~ -
NH(Z'4) ~ -N(Z'*), ~ -NHC(0)-Z'* + -N(Z!*)C(0)-Z'* ~ -NHC(0)O-Z'* ~ -
N(Z'*)C(0)O-Z'* ~ -NHC(O)N(Z'4), ~ -N(Z'*)C(O)NH(Z'4) ~ -

NHC(O)NH(Z'4) ~ -N(Z')C(O)N(Z'4), ~ -NHS(0)(Z'4) ~ -N(Z')S(0)x(Z!*) ~ -
NHS(O):N(Z'4), ~ -NHS(O),NH(Z'4) ~ -N(Z'*)S(O),NH(Z'4) - -

N(Z'*)S(0):NH; ~ -N(Z'*)S(0)N(Z!*), + -NHS(0),0(Z'*) ~ -

N(Z'*)S(0),0(Z'*) ~ -OC(0)-Z'* + -0C(0)0-Z!* + -OC(0)-NH; * -OC(0)-
NH(Z'4) + -OC(O)-N(Z'); ~ -S-Z'A ~ -S(0)-Z!* + -S(O)(NH)-Z!* + -S(0),Z'* - -
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NH(Z'B) ~ -N(Z'®), ~ -NHC(0)-Z'® ~ -N(Z'®)C(0)-Z'® ~ -NHC(0)O-Z'® ~ -
N(Z'B)C(O)O-Z'® ~ -N(Z'B)C(O)N(Z'B), ~ -NHC(O)N(Z'®), ~ -
N(Z'BYC(O)NH(Z'B) ~ -NHS(0)2(Z'®) ~ -N(Z'®)S(0)o(Z'®) ~ -NHS(0),N(Z'®); ~ -
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N(Z'*)S(0),NH, ~ -N(Z'®)S(0),0(Z'®) ~ -NHS(0),O(Z'®) ~ -OC(0)Z'® ~ -
OC(0)O-Z'® ~ -OC(0)-N(Z'®), ~ -OC(0)-NH(Z'®) ~ -OC(0)-NH, -S-Z'® ~ -

S(O)Z™® ~ -S(O)YNH)Z'® ~ -S(0),Z'B ~ -S(0),N(Z'®), ~ -S(0).NH(Z'®) ~ -
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BELHRY) -

[0010] fE—EELEHHIT - AEERAEFEEHIKZFR2ER /M E IR
YRR 7% HEg R ER T EFANEN A HREZ e (B
(D ~ (Ta) ~ (IIa) ~ (1Ib) ~ (Ic) ~ (IId) ~ (IIe-1) ~ (IIe-2) ~ (If) ~ (IIg) ~ (Illa) ~
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TW-NP.xml » HAREZEA/NE2,56911 740 -

[0013] AHRAHERZXH 2R

[0014]  AHIEEZEE EHEH20214212 522 H HizE 2 RN SF] 5 S
63/292,6175% 2 (BFetE - HARHTYATH HEVE AR -

[0015] K{GETRANIKAROSZHEFHE(IKZEEY (FEMIKZF2
(Helios) ) 2 [fEH - A48Ea7 AT EIKZF2E O E B EIA BREVAER Y R 775 K
2 E LBV G R/ B TANIIKZR2 /M 8 2 95 FUOR A iR » AHSRE R
VAT R B TRN R B R < SHE B 0% R SARRY) R T A B FEIKZF2 2
A R Bl — S S AERR N AR 2 4 -

[0016) —fRHE(EBARLIKZF2 M8 7 i (GEUIREIE ROm B R )
A7 R AT 15 2 A TK ZF 288 [ P A e m] e st — B TR N AR VAT
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[0017)  DUT AL A B AR S BR i R FTaa iy <l M ey - B
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[0018) FadkiaA s » & HIACS R BT B il R R e R L
BB B b U B IR — AR BB - MR AR
BT s R TR A Yt T —(afan) | R T #(the) | BrELEEHIINSS
> BedE E T AR « B > BIOFER, T 3%{E & (the compound)
EFEEBIFIE (LAY - THER T (the assay) | E1HEHE R B fh 2t
HEEEE RS TR R SR R SRS -

[0019)  OARIBE AR  THIRER R EE s A A T
iy &3 RIS F T AR T -

[0020]  FAERIES RIS RATRARSE ( T ) FIRE I
F3EBE - (A » -CONHLIBMTRIR T-0t - (LA sk BT 5
TR ; (L R R RS TR e S R
% o BB U RS T R - R (LR B
ok - TSR EER GBI T SR i - B L
o B TALTS. b I AN BB T (L TER R T DI - AEDL T sh
b RTT AR T [E— B RR T B S (A T2 &,

'S

Ra

[0021] EAIATER ' Cuv, FENERIEE B A uE vEERIET - Hld
" Croliiks ) FEmi R A1 26(ERE T - B > H:E "xEy& K-y
membered) ; 3 - Hrx Ry RE(EEE (50 3212858 E, ) > Ri5&H
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xZyEEF (P32 12{E ) 238 » Hf £ Z80% u[{%54IN ~ O ~ S ~ P Ff[H
¥ HERE (%X -

(0022  JEAh > B]fsE AT AT A (5 B i P (U B2 - (D - s& 40
TAE Tk, -~ B TO5E ) FEEEINAI SRR i A
(alkylene/alkylenyl/alkylyl) | ~ T {§i35 % (arylene/arylenyl/arylyl) | ©

[0023] " AfETRALEY) ) BT ABE L ALEY) ) BT AR 2
E&Y) ) BT ASRTI 2 AEEY) ) %5200 ~ (Ta) ~ (Ta) ~ (IIb) ~ (Ilc) ~ (T1d) -
(Ile-1) ~ (le-2) ~ (IIf) ~ (IIg) ~ (IIla) ~ (IITb) ~ (Illc) ~ (IId) ~ E(Ille).Z (L2247 -
IVEFEA SR BN 298 K E(LEY)

[0024] ASGRK " &(about) | HESEEE (ML) stHZENS
BARBHIERY) - ALFELERAIF - FHEE " &J(about) , BFEFERES 10% < 1L
HAE A F - 55 T 4J(about) | HIEfETREL 5% o AEFEEHMEHAIF -
ot | &J(about) | EIEFETRES 1%  IEAL - BHEE T 4UX (about X) ; & "X
R o pEAL - BBEP T —(@) ) R T #&(the) , B EIEEBEVIEH - BRIE LT
AR o JI - G K Tz EEY) ) EEEEEEIEEY) - mid
K UEAgE | EFER KB s B AR AR O R — SR E K

[0025] " hefk(alkyl) | f5FEFR B A - QA S Tl
A AR 1 220ME0RIE+ (JREIC20feks ) ~ 20l 28{#bk/F - (JREIC sk
&)~ 126ffFE T (FREICeiA) ~ 124ERFEF (JREICaf7E ) ~ =l

Z3ERE T (JREICIsiR) - Wi EREEHE - 25 - WA - ZENE
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TETE Y R TE S BTE =87 E - R 208 2IE - ikE
B 2-TE - 3-CE - K3-HEKE - BB ARERBIVGEREN LR
A A ECH TR HEERS - ol B ZREHIRTA (L B0 =Y - I - fia
"TE L BFEIET & (JREI-(CH):CH; ) ~ 48K T A (JRA[-
CH(CH;)CH.CH;) ~ T #: (JREI-CH,CH(CH:3),) ~ R=4KT £ (JREp-
C(CH3);) ; H "WA , BFEENE (JRRI-(CHy),CH; ) FERNE (JRE[-
CH(CH:),) °

[0026]  sOASCHFREEA » " kA (haloalkyl) | (RHEUIA ST EH 2 It
o Hora s —s S E SR TR AR (AR E) &
Mo BN CrLaBfEEHC I afiE > HipC iy — S E SR T E R
REER - itE C EHEEEARNERE fEFE - “HSHE - &8
HE - ZgHE - L2828 RASE -

[0027]  "f&E(alkenyl) | AF5EH 2 /0 —(EhR-TREEHE H BA2%20H
IEFEF (TRRIC 2005 ) ~ 22 8RR (JREIC sfhE) ~ 22 6(Rhx[F+
(IRRIC el )~ BREMENRIF T (IREICJHE) ZAEREE « WA 2 B
BFELRGE: - IR - T 2R (BFEL2-T AR T ZME) -

[0028]  "irE(alkynyl) | i &H 20 —(BiR-ik 248 HEA2%20(H
B (TRRIC0R ) ~ 22 8RR (JREIC oA ) ~ 22 6(Rlhx[F+
(IRBICefREs )~ BREAERIFET (JREICRE) ZAEEEE - FRE T HRE
(alkynyl) | FREIFEELTT—(F S5 R — (e g > L/ -
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[0029] ' HEEE(acyD) | (RIEEE-C(=O)R - HHFR(AE - fikk ~ Bbe
BL o~ RREREL ~ 0T - FRbEE ~ BUMST A HLE B A DURTBEREEERAC - A0SR
EF - A EOEMEPRAE - J8E - IMOERE  BOEHEE - K
A FH B -

[0030] ' MgEi(amino) , {AFE-NRR* » HPRY KRR (GBS T 5]
Fslpl 2 BR4H © &~ ik ~ Bk ~ I7 5 ~ MEOTE: - IRhEE - BOMIRE  HE
B AT DART R AC A, @

[0031] ' oofEAk(imino) , fRfE & A tR-EkEE H B AL T 451 2 B E

R1
X=N-R

R R R RGBT T IR B ¢ - b
B A R HEUTEE « BB SRR | B B WL TR ¢
R!~ R« RO (E— 2 T (PR B85 -

[0032) TGyl (s BAEEE (IS S EE (plok
PSSR S RRIEAE - ARG 2 - LR BB - I
U SRR+ R0 ERELT - 65 14ERET - 565 12(H

5 LR - SRR R O E 20T (B9 1614
BET) Y SHERAG (P52 3 SUEEYBRG) - b E
[ERR (5 P AR AT (S e i REIRSR) - IS BATEA
ol SR TS T — S (B0 + 1 2 ~ S
BISEE - R - SR EE T RE B (P 651085
) B TR GG R S ERECT - G » 6B RO EEE
5 T10B G BIEEE R 1 23 4 TUEEHE - 3545 SR B e (R
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cﬁ#

 FABREEE - 28T > S5 AR
A LU N E 72 Z FET BB LM T U B 35— B (77 AR AR
& AfREIRER RS EFE T

[0033] T & XE(cyano) | Bk " HH & (carbonitrile) | {4+5EE-CN -

[0034] " ERfEE(cycloalkyl) | {4f5 57 B FERE S (IR 2 BERI=RET 7>
BAIERINGE R - ZERREERG - Bl - RIBIRAY - sk T BiA , BiEE
Wk (JRRIEA 2D —(H5 R 2 BRAE ) - ASCRRTER - BGEEAS
F20{EIRIR R T (JFRICs 0B e )~ 3R 12(EFRIRIE T (JRRICs 3R )
3ZE10(EFRMRE T (JRRICs 108852, )~ 3ES(EFRIRIE T (JRRICs s RfAR) ~ B¢
3ZEOMERIIE T (IRIC . ERNiE ) - IRk C EPIRIEIRNE: - IR T 5~ 1R
JHs ~ RERCHE -

[0035]  "#E&(fused) ) AFEEES EHMERAVIR - fE—SLEFHEHIT - 13
CIRAGRHIRE - L —HEHEPIT - WERAGGEMERCHE - £ —5EF

FEBIT > TSR AR Vj \%‘

[0036] ' #&Hk(bridged) ; (5P B ZIEMADER T8 th —_(ERUE
(FEAREE: ~ B A — B (R R T 2 (e ~ SRE—FERT) REaHVIRM
o BEMEEL K mMIGE R AR RSt E P - AE—EEEHERT - AR ER

feAs (PIAEEIR L1 0GE: ) ~ BEREEAL (FIANEEER(2.2. 11585 ~ BIR([3.1.1]5%
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) BEEReEE (PIER(2.2.213R5 ) o AE—EEHEAIT - BIR

% S 3
ARSI O

[0037] ' #&(spiro) , 45#E HAEAE FINRIR T 5 < R (ESERE S HYERAUA

B o #BEL(spiro group) ” ERIEREL - ZEIRIGE « THIE- TSR - 4R A
-4-FHALIRIE > FLAPEROE R IRIE 73 BRI AL A » AE— L E I - BREAE
IR (RlablicE) ~ HBCE « IRPEE: - 18apA (PIAER[2.5]3F5) - 12
T (PIAMRB.SIEE) - B35 (PIIIR4.51RE) ~ BUR+—hik (fI4

S

BE[5.5] A ) o E—EHHIT » BECE A .
% % %,

s O ]O e jC |

[0038] " ZE(halogen) = " K#(halo) ) EIIEREE - T4~ 8E - K
[0039] %55 Ak(heteroaryl) , (RFEIRT B £/ 0 —(ERR T 25 A
» HEMmE AT RS EEYEILRG R - BARE[R - 2(ER - B (EH
BIRZAEME - ZHEEAERT EAYIR6ERE T R Z4HEEE R
B MERATEE Z BRHAVRER T L BE— 718 - BRI TN LB A7
£ > FHEEIRFITIE « IR EREE AR EE - ek - IS

(oxazolyl) ~ BRBRIREE: o 5% FHRE/NEIE IR A8 (PIANRE2EGIR IR AM)
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Hrp il BESR TR Bl — B MR TT B (PIHRRDERL) ~ iER (B
5,6,7,8-THGIEMREL ) ~ BOFEE (PIanngmess ) & LUP iR - ISR
AR E AR S ER  RER N 0 E &S —ECEAE (il ~ 2 ~ B3R ) HIE AL
o FEFRARAN FIE SR < FEDT A LR L N RER IR < (R B - EFEIR 56
JiAk ~ IR~ BUREREN Y o BITRMEREST B AR AR A e A DRI AL - NEEO
Ex(pyrazinyl) ~ BEUEEL ~ RS A(pyridazinyl) ~ TEMEAL - WEWD AL ~ 5|ILRAL ~ BRI
HL -~ SREL - mgENREL - BRI EL ~ IS T EL(oxadiazolyl) ~ MEMREL  HENHREL -

FLEOMEL ~ HEEIEIREL « I IEIREL (benzoxazolyl) ~ N3[MASEL - mEsPEEL

B

(quinoxalyl) ~ EEVEEE + 5,6,7,8- VU FUEIREL A FHIRIEEL - SEIFBRIEL « 098
R i E(thianaphthenyl) = {E—E5BF R+ » HEFTHE M

N %

g o RS EL A TR S -

[0040] T #EEEE(heterocyclyl) | B¢ T 8 (heterocyclic
ring/heterocycle) | {4 BB {EAIRISEHT 53 R BIRITRS S TR A4 - 3% FIah e (rFE
oh BV 491 SRR T R 40 3 AR T B — RIS 5 R BRI (4
3-4-5-6-TEB)  AERETHEEMEA - F - RN B -
PETTAC— B0 (BIA01 - 2 - BO3MF) FISAEEUL ELA R R TR LU 4 (b
AT AE o HEHREUHE (AR IR UEJ - TOSBEIA: - SRURIER: « FE/NE
EATISIBAN (P23 Y BAY) - L miBEE (N EEs) o
BB (AR (B ERTER) ~ TR (01,23 4-POGPRDER ) -
B (BIHEEE) BT E IR T (HeRE) - R
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PR R TIR C M RER AR LR E - BEIR CFER RO 9T
» BRBREREN 7y o BURMAER EFRE A PRI S NEE: « MYIEEL ~ BEISnEEL ~ Ik
GEES - FHURDEES ~ NRDRREL - BRAONRINES  DROFES - TUGRIgA: - Ereng
B PUGEIRIEE: « PUGMERTEL - 1,2,3,4-PUGEEEIEL « ZEHFISIEEL - —Erang

s

=

B WAL - 12- T EIEE A ~ 2,3- ERHRIRA 135 I RIEAS - R 1.4-

VA« G S TR e (R TR

©@ oo O O o oo
o T O O O O o

Nesg
LLy QFQJ@ ‘&%}L

[0041] " #EH(hydroxy/hydroxyl) ; f4f57&/E-OH -

[0042] T ffIEZ&(oxo0) 5 (HIGEE(=0)=(O) -

[0043] 'tk (sulfonyl) | fAFEEEE-S(O)R® » HARAGEA - FER
IRBEAR ~ TR - BOTA o R BRI
RO

[0044] FBRIESSATER > GAIBERAE CEP R RLIBERERR TR
I > ZEEIFOR-NHAE - J2{DMH > FRIELIHA A For > B ANRERRTBRT
H T B RSSO SR T BRI R By LA R A PAE E S
Bode R E

C252375PA.docx % 14 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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[0045] FiE ' W3R (optional) ; B " H]HEMHf (optionally) | HFERE &R T
B BCF A3 A s~ 34 - Haziti it E sz BB I % AR E I
AEERITEN - IEAD - FIRE T TR AEH R (optionally substituted) | EEHTE
EFRTEEE 2 A2 [ @SR T T B A PR AN B T B

[0046] FI&E " &EHUfU(substituted) | EFETEE R T8EEE 2 E—K%
(HRFE TSN — S HIAEER - flide M BBEERTZEEH -

Euohfiss - g - GeEERRE: - biEERES - 0ilE - IR - BCHsH S o R
PR AP 0. HATEUCE: (B0 » B SEHEURZE AR EERUR 2 775 - 5% 4EHL
RZIHEA S G ITARUR > ST A — 2 I i A
FHA) ERAEATER 2 B GV EGR DY IR G A B AL AL

B e BrRIES AR > BAASCRTIL Z L&Y HEVEER B KB H R = - B
20 > AR E A AL 55 A R A ORI AR AU T AR PR R A (R (R A2 57
EOMARZFFEDMAR Z 5 « At > DL FEE I SACEFE AR 3 o] 2 B AUS
o (B0 - ES{EmEUR L AR A W EMHA SRR T /555 ) - B

i o] Z AR R AT B o s B 1 A Y - & A Eaf bS5 E
R > FHEE T4V TR HCATSO T E 28 < HA(EEREEE - (D - FRE T AR

< F5 %5 (substituted aryl) | EFEEANIRY " Fe75E (alkylaryl) | < FRIESS A -
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5 A1 & B B et 2 Ry T BE M AL ARy 2 B AR AU AEA B B S R AU
iy -

[0047] FE—LFHEHIF > FsE T &RV Z e A (substituted alkyl) | {%f5
A MEUCE: (RFEAEEs ~ A& - Bk ~ Giss ~ BRbeE: - FEERE: - 55
B RHEOTE) ik o EINERERIT o " AU BRI A (substituted
cycloalkyl) ; f3f5 BA —BE(HEUAE: (BIFEGEA - Bbeks - BieAk - FER
B OTE  MEOTE  MA  GRRAE A - MIEE - RIRE) ZBRE S TK
HU Z 53R A (substituted heterocyclyl) | A5 HA— B EHUCE (BIEHE -
Rk ~ Bl - FEEREL - IRGEE: - OT Ak~ FiSTA - IiEE - & - HIEE - K
FeEL) 2R T AU 5T B (substituted aryl) | (REEA — B (EHUE

(ELFERAR ~ Gk ~ Bk ~ BIfeAs ~ BRIE: - IRAL ~ JRE7 R - IisdE - KA
) 25k UL T E (substituted heteroaryl) | {515 53 —2Z(HH
& (EfEEE ~ BE: - ik ~ Rbess ~ BRGEAEL ~ 775 ~ FEERAEL ~ JE7 R - b
A REE) ZROTE - H TR SRR A (substituted sulfonyl) | {(Af5%
E-S(O).R » HARBEE—BEMEUAE (Hiblid - A « FERAE - 754
KRR ) AU - AL HMERER T - — B M AUE T — 2 e A ~ ik
BIEEL ~ FEEL  BEE AR - BRI ~ FERA - T7EL - BGRETTELA HEEHK
U o AEEAMEREHI T - BRI — AR ~ ek ~ Rk, ~ ek ~ 5§
EL o~ IRGEES ~ FEEREL - 5T Ak~ BUMST AU - HE BRI -

[0048) fE—SEEHEMIF - SEHU R ~ SEHUUZFRERA: ~ &LHUT
ZI55s ~ R/BEERAZ ST A B B A NRE T B Z U CEAVERGEE - FEER
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B I~ R/ REIRT b IR R - 9 R
B I (LAY EARE Y - I » AELUTHR5r 2 » BRI AR AL
7

a2

[0049]  {EASCHR BRI 2 F RN B BIHEA SR E R < AF T
BT - IRAECEARIREA AL T Bt e - Wi - #ins
" Bl & (comprising) ; ~ " Eff(including) ; ~ " &7H(containing) ; FERET H.
TRt ARRE o thoh - ASCPTER A 2 FIRE R A AR A Rttt PR ) 2

» L B RS Rl R BB A R R it s e E L BT o B A T 2
XY (ERERE] - AT EE IR sl - BB LR TTAERY -

[0050] AfEFTE ALY ZE% iy B - FisE TE%E L
A[}#2 2 B8 (pharmaceutically acceptable salts) | {45 5 B 4% A #82 Z IE 25 1L iR
KB (BEREmREEEE R RmERL ) BE o ABE e 28
oz 2 o= o FRE T B8 I 0] $#~7 2 B (pharmaceutically acceptable
salts) ; 445 E B84 [ [ 2 2 B IEEEE (BRI A R )
B o ALAIEER A LEYE A — S AR MR AR BN T - AHEEE
IVE e B HE P ETREE PR o R B R
Rt - AR A58 A LG YA R H TR AR R
Branie: BE - et B E s B I o IR 2 R E G e iEaE - ¢
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- $5E8 - BEE - BNRECHEE (GEUOBIARE ~ JRERE - LR - Bk

Bz ~ SRPTEROloEi BRIl E A AL HAfle ) 288 o AlEEEH =
2t AR (RITE b BEE) AR Z(be) H aTiRE AR g DI
P IRER < IR P UEH - R BAIEFERLEE IR - iR -

i
MRz ~ ZKHEE ~ HER ~ Wik ~ =HE AR - 28 -

NRg -~ Tl BR
TR ROTIREE - IR BE - BERER - R ERhERR - AR - EiERL
FIRMmE - ZyNEEE - 5K - 8 - RATERrEs T B E R E T

R HAMEE -

[0051) EAGERE LGV T H ERF &AM gt EE > Bk T
A ke 2 24N AR/ MEiE e e (W) - SHIEEATHE
FFT R o B R R E R IR AR - PlaifEh s sEity
PRI BE B A B B oy B o 1 SRS T B LA B A T P2l SR RS
HETAH

[0052)] A/ EFEATGRE LGV ZATAE - EmVEEEMEEE
m-AEfEE o {F REEmnE - B RZRIE R EIN{EE S e 2 T s Y
FaRs2E Lz 288 o W EEGR(E SV B LI REE 28 F T2 28 (O
A B BRI IR ) 2 B Kl (A P Ry i B i A AT » 31
L - BERE (LY (IRIEREE ) BAEREE b2 28 2 ) AR AT S la<H
$5 B FE R L BRI R 40 Berge, at al. Journal of Pharmaceutical

Science, Jan. 1977 vol. 66, No.1 & HAth kR -
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[0053] 534b » RSB RZALGYI I #4E B REHES - (el
RISEn a4 O BRI S (BINERA-IATE G B RIS ) - @RI (B2

FIHNERE FIGIRE A ) & B AR AR R &Y S B AR 2 &lEA - I
FIREAN TR REY) - GRS GREY) - H/EEY) - JREGREY -
P REY) - DY) -

[0054] HHRE " PRe&EEs(protecting group) | (RIE(LEYIZ By » HAEEE
R E Y MBI LAY A - (LR R A RE LR 2 SRS
G FT B R fhrSEss rh B - 2 RL40Protective Groups in Organic Chemistry,
Theodora W. Greene, John Wiley & Sons, Inc., New York, 1991 - {28 5L % FH 1L

WEFEEREA L SENE - DIE BT EE R E 2R - GIPIA R oA s
< TR BLE RPFE(LER G - H5E T L fre&(deprotecting) | AR IRESR

[0055] Fri@ifigedit B SR aEE AR EZFEE
FEER R HLE B R B A SR R i 25 P A AR BB 2 B B - RS TR A
BRI BB E REE AR DB ERER S E S AU
YeEAEBENE -

[0056]  [t4h > AHEFE LGV LUREIEY) 2 FATFE - sEUE e
FEAEIEYIK - BEEEE [ REZ VARG SRS R 28 o TARE
Pi(solvate) | HFEHEEEUEEY) X HERZAL -

[0057] {EFLLEHEGIH - SRR ALEYIHILERREY) - VM
ey ~ SRHHAMDR SIS EEE [ MEIDRSY) - BRTE » wIFEEHAT
BRI P A 2 7% (BIUMRIERBHTE) Ko BEREY) o A2 S+
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AFEHS B e R EGE h i AR iR R YRR REY) (AR
AL o PRy TR R BB RITAKSER - sEAETF B T 48 » B
{5 BN Z M = B R AR JE T A (HPLCY B A Tt

[0058) ' ILAGEEMEY)(sterecisomer) | {5F5 HIHH FI# P 4s < tHE R 7
AR AR E =4S EEY)  ZFEaWBRA T oy o ARHEARE
IR REY R EY HETE | $RGE MY (enantiomer) ; - HAFEMH(H 174G
RIEYIHI T T AL AT EBREER - | IFRGEEEY)(diastereomer) | (REH
2/ VHEFEE TR T - (AR R iR TR MY - BRIESATEN - bl
EAEAEERITT A BEY FOREY) « TR LEE 2 HIE 1A ROT AR RS 2 oy
JEAERT B B R AN (2 RH140 > Chapter 4 of Advanced Organic
Chemistry, 4th ed., J. March, John Wiley and Sons, New York, 1992 ) -

[0059) ASCFRfa R bEY) R L BE%E b pez 2 By — e E ha (] m]
EFE AL o R EARGREY) - JERG MY - KA
AR - HFEREH TR ER HR)-2US)- - et HARER R
(D)-E4(L)- - —ELEFhi (I EIFERTA M T REHYREY) « LU HANHlE Kot 4t
oz o JEELEMEH) B () ~ (R)-F(S)- ~ BUD)-Fe(L)- B Al i FEME S AE T
(synthon) B MEEATIRUMA - BUE RGN BHTIE K oy BR4s i 2 B R Tt - F
B {5/ BE (5155 (B SR AR 3 AR BLFE(E R BT E M= BR R AR fE@ &
(high-pressure liquid chromatography, HPLC) » F-& @Ay Y22 4 piERY T 2 M
EREEEITINE Y (BESTAEYIRVINEREY)) - BEASIZ bE&EYIER
I e g B LA 2 A B LT BRIESS T - SRIEREZF(haass
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ERZZTRIBYINE - Rk - INERERETE 22 E P - E(taPlHE
EMIPAFoRE - JEE AT F i G & BN RN E IR G R R R R
RBEEP - EFEMREEEFR - EHEAENE EH ORI ERIRR &
REFEGEEEERP tE (D) e INEREGH NHESY) -
AR - T IRINHIER &) (scalemic mixture) ; fR17AE BAEYLZEEH
L ZREY) -

[0060] ELFEASCHTHLZ (LW e Ee%E Falhz 2 8 - BEY) - B0R
BV AR Y A EFRINEIER EY) - SNEHIEGEMERE L —THE
REEYSE—JEREREYEOREGEEESY RS - BELaW 2T
AHILHAEBED SRS A - WFE Sk SRR ED 2 B B
RIS -

[0061] AZCATéG H (A EEERINERT M EEY ZAREE R 2P
ALARE RN R R ZIEA - &R R R A EEYIEA A P T 2 A 4E
RHYEERE > B T — B R TR E AR T EEEER AT ER - 1]
ARG A LEYTHEI R ZEFEMES % &> f o W &5 KEZ
FIfrE - FEMEARRRH (7R D) ~°H (7)) ~MC~PC~BC~ PN~ BF
SP PP PSS CT s J T o AAREE L BEKRE R R A LEY)  PlaE
FEABUMEEZZER (F540°H ~ PC ~ &1C) & - IR E R~ ZAEEYH]
ARG ~ ROEBIIEFE - (RNEGER T (GENIRE T eGSR
(PET)ECED e T34 BRSBTS R2(SPECT) )~ BLFREEV)EZ B iR E
SRS ST ER - AR KR RmT R AL GV R LRI EEE T A4

N‘
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HUELT MU B E B R B T e s < A2 Fe - MG i AT 2 B S Ay &L [EIfir
IR Z AR U CUR AL [F U R R Z SR B A -

[0062]  A4EEE/NEHE L EnfllfH2 2R F T < SR E R A S FTE™
ZAEEYHY T REER{UY)(deuterated analog) | > Hrfnfrir TR EHIVEH © T
{baYral R A < st i > BRI IER 2O 2 EEY R T 2
FFLENY) (BIOAKR) BFHYFEEE] - 2 R PI40Foster, " Deuterium Isotope
Effects in Studies of Drug Metabolism, ; Trends Pharmacol.Sci. 5(12):524-527
(1984) - AL EYGFE I FTBR i S I FEE &R - PIFEhEREHE
F—BZ(E R ORI EIR AR -

[0063] AfFFe 2 TR B BRI L EY T B A A L #R
4§ T 524} 722 (drug metabolism and pharmacokinetic, DMPK)ME » 35 14
Bt ~ AR~ KPR (ADMEMHERR « FECEFEIR (FEAM) ETHUTUHE
HE LTS ETR E AT B RS - PRS- = - HIEFH K
BV~ RIBUERFERINE o KPR AL &Y I PETE(SPECTIAFE -

[0064] JEEEEFETER (ARMNE M) JREFREREURERNT
EFE o AEAERE A bEYT  REREE M ERIR MR FEARRRZ
FF ZAEMIRERR - FRIESAML - SAIEH —EUERSEER "H)
5T & o U EGHEBR LD E RASRENURENEAS - FHIL - /24
w2 beyd > BRsisE RmO) B[R T EART -
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[0065] 534 AfGEiRALEEAHNY) - HEEREE (LeY) - H
RIZE(LEY) - SEEEEE oy 2 MSURTI S YIE Ry Bk p oy FABE 82 o2
R o

[0066] ' E&&E4HpA/)(pharmaceutical composition) | J&f5— =S AHE M
Aoy~ RERGER  — AR MRy - DAREE T SR SRR o 2 S A
EE ~ B - B AER RRE ~ B— B AER T 2 HA R R G
AT HAF T E R R E A (BRI EY) o I - AHEEE 2 BEEHY Tk EHE
HURE 2/ —EAGE 2 LaY R B8 P ol ~ S P e (ET4E R -

[0067)  WUASCHFREERA - " EEEE B Rz # Kl (pharmaceutically
acceptable carrier) | BB HIECEH i~ ALY H RIS ~ 858 - 3
AR ~ MR - S ECE -~ B - IR RIEER - R RRWGEER] -
KR o IR R SR A B B B R M) 2 AH R R iR (R P B e
SESk BRI (22 RF40Remington's Pharmaceutical Sciences, Mace Publishing
Co., Philadelphia, PA 17th Ed.(1985) ; JModern Pharmaceutics, Marcel Dekker,
Inc. 3rd Ed.(G.S.Banker & C.T.Rhodes, Eds.) -

[0068]  "ICsoy B¢ "ECso, AFEZERIAFTANE 2 S0%FT TR H I E
o AL ZEFE BN - S RFTACUERIKZI2E HREAR © R e AT
HIKZF2%E H 2 R AR RaIS /ME D E M ie e (FEWHIBITE 0Bk
TRE) BH o " Dua, BIETEREFITIR e LEYRE THRAEAE

(BIANIKZE2EIKZF1 & ) [ -
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[0069] T i&ff(treatment/treating) | (5P /3 ELIERA AL H 2 T 2550
FRARSETR 3% o TR PR AR PR T BN T — 20 % a)lh
SR (B0 > FEEAEBR BRI — S (BRI © R/sR N R
BIRERE ) b)AE S I BB B AR — S R RS (f
0> BRI IS - LB SRS B SORE - R/ TR
BRI R (P #58) )  R/RoOREER » IR
B (D > B PERIREE - FEELPRR BRI 2 10 SRR - W — 5
T {ER - HEERR R IR« RUSUERTDEY] - R
5 FARE A (reatment/treating) | SEHEHITY I H ATIHET D - (Ta) -
(ITa) ~ (IIb) ~ (Ilc) ~ (1Id) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (Illa) ~ (IlIb) ~ (I1Ic) ~
(I1d) ~ B(lle) (L&Y B LT B2 7 B () AEEAR ~ BliG o et s
BRI IR T SRS TR AR © GRIBR /N EIIE L BRI R > 5
B 5 /oG R o B PR R R S AL B AR 2 S -

[0070] T FEli(prevention/preventing) , B IR ELH . 2 BRHIE
R BRI SR (EAH - AT - (e T LS
CEHE M) S B R AT PR SR 2 SR o -

(0071  ACepFREER - TIKZFHBISRsRS | (BIIIKZF28,
IKZFAEBZRER ) RASIKZFEE K% (PIIIKZR2SIKZFAZE H K% )
R TS BR SR o AL BT EIKZPAR B SR
IKZF2%E (5 R TT BE2 PRm SR IE - 75— eBRHalIe » {EIKZFHRIpR
FE  IKZF2EE f— RS EANKZFES (BINIKZFAER ) 2 i
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FIRIFEIRIE © A —SEEHAT - AEIKZPHEEIRFER LT - IKZF4EH Z
[ A% ] DAL R PRI B E ©

[0072] " ¥Z(subject) | RIEERAERILEIER « BIE - SERIE
HYEVENY) > SRR AL EIY) (CBLFEASRD) » ARt 2 U575 AT S NS4 R /2K
BREIEH o AE—ELE AT - HWRAERATY) - S EHAT > HREA

[0073) ARt ZAEEY) ~ BCHBE%E E iz 288 ~ G EEY) - I
FEREY) - IRREY OREY) - BUEE - BGUTERIY C FEE T IaFRANE
(therapeutically effective amount) ;| B¢ " A& (effective amount) | EFF(F [ ¥ H
el AR IR I AaR 00 (SENEGEEREUREE RIR R ) 2
2 - Pl - JEEANE IRy e LIRS IKZR2[# A2 K] BA S 2 BRI ER L
TRV E © JBFANE TSR L H R RRIAEREN ~ R ZISE KR
PRIR BRI < BT ~ g7 ARl E (b HarE S Rtk BA
WERHEAE -

[0074)  AWACCopRRER - " EEEE(degrader) | B¢ T &R HHE R
(protein degrader) | {A15REHI4E & £ EH B 1A E IR 2 (LA 2E8] - RELE
B (EE O RN E BRI Z R R EE < EH B R GE E
HIe B E AR o G0 > A0ASCRRTER o T IKZP2[EERA] ) 2R T IKZR2EH
FEARR  (riERESSS & £ IKZF2E H WA E HEAR 2 (B 2R - £ — S E i
B IKZF2[ZEFR| BIKZF2 B2 - £ —SEHMT - IKZF2[FER a5 E

IKZF2EH F—B S HEAINKZF2E Y (FIAIIKZFIEIKZF4 ) 2 [Zf# o IKZF2
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(J5H FyHelios ) {RIKAROSZIRSHEE kN T > — (5 AN B E Tregl
RERBIRTRR - FrAlE A3 R IR HERIET « L ABH - IKZF25(Helios & H

(RAIKZF2EAN 4wt - IKZF2 2 firtE25 51 (NCBIZRID : 22807 (A

F) 122779 (UNED) ) BFENCBIZEFFINP_001072994 ( NHEEH'E

) >

NP_035900 (/N@g&EHE ) ~ NM_001079526 ( AFEmRNA) ~ KNM_0011770

(/NEmRNA) - MEEZFENK E8FEIKZF1 (Ikaros ; NCBIERID : 10320 (A

$) 22778 (/INE,) ) KIKZF4 (Eos ; NCBIEFID : 64375 ( A¥H)

; 22781

(/N ) o IKZF ((INIKZE2 ) [l 2 s M al fE s Sl sl X0 5

SEHIE o AR SRR 5 | FH A Wang et al., 2021 Nature Chemical Biology 17,

TI-T170R% » fE—SEEHI o - IKZFE 5 A (4 A HIBITE B B iR #ie E

(Z&%Nano Glo® HiBiTHEYME I £:47(Promega) ) J & °

WERKEFEIEE
T RICE
Ac Vil
AcOH 2%
Boc T EEES
CBz FEHE
d EEEHIE
DCE 1,2- 8%
DCM CEHGE
dd e
DIPEA NN-_BNE LA
DMEA 12- " HEZ W
DMF AN

52575 docx 5526 B > It 344 E(EEHHERIHE)
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DMSO T

dtbbpy 4.4'- - =R T B2 2 - BRHENE

equiv 57 eq. FE)

ES/MS R REE A

Et 2

EtOH Mz

g 5T

glyme 1L2-“HEA K

H NMR H g R

h 2% hr NES
(1-[ 8 (- HH A AL FH EE - 1H-
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MrELES (FIA0AOCT (DAO1) ~ AOC2 ~ AOC3 (VAPI) ; NCBIEHKID : 26
314 ~ 8639) MM EZEE (AR ; NCBIERID : 367) ; {RIMEL£KE

( ANGPT1 - ANGPT2 ; NCBIEFID : 284 - 285) ; MASIEIEIZAEE 17
( AGTR1 ; NCBIERFID : 185) ; M&EIZEE (AGT ; NCBIEFID :

183) ; EAEEHAL (APOAL ; NCBIERID : 335) ; 4HAATSHER TR
#EfERAL (AIFMI ~ AIF ; NCBIENID : 9131) ; fEAVUGELERS-AENi DA LS

( ALOXS ; NCBIZFID : 240) ; KRAEaMS ( ASPG ; NCBIZFID :
374569) ; EARELEYI1 (ASTEL ; NCBIERID : 28990) ; ATM& RS/ dii
FLsls (ATM ; NCBIERID : 472) ; ATP&ESREH B IEBRKEL

( ABCBI ~ CD243 ~ GP170 ; NCBIEHID : 5243) ; ATP{HEM:ClpE G5
(CLPP ; NCBIZFID : 8192) ; ATR4HG/&rrie sl (ATR ; NCBIEF
D :545)  AXLAZAGHERER S (AXL 5 NCBIEAID : 558)  BETHEAH
FokERES (BTLA - CD272 ; NCBIZFEID : 151888) ; StiitimEIAPEEEH
( BIRC2 (cIAP1) ~ BIRC3 (cIAP2) - XIAP (BIRC4, IAP3) ~ BIRC5 (£FZ)

NCBIEFID : 329 ~ 330 ~ 331 ~ 332) ; basigin (Ok[fi#Y) (BSG - CD147 ;
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NCBIELFID : 682) ; BAAFTHMERE2 (BCL2 ; NCBIEFID : 596) ; BCL24E
&40453 (BBC3 ~ PUMA ; NCBIERID : 27113) ; BCL2#E ( ffl#40BCL2L1
(Bcl-x) ~ BCL2L2 (BIM) ; Bcl-x ; NCBIZHID : 598 ~ 10018) : P3-& gz
8% ( ADRB3 ; NCBIEFEID : 155) ; Bv-¥E8E%EE (BGLAP ; NCBI
EAEID : 632) ; HRIEESAEEHI0RCEE (BMPI0 ; NCBIEFID : 27302)
sl Bs (f41BDKRB1 ~ BDKRB2 ; NCBIEHFID : 623 - 624) ; B-RAF
(BRAF : NCBIAFID : 273) : BiEi#E (BCR : NCBIAFID : 613) : #i
PR K AN (BET) S8k E H ({fI41BRD2 ~ BRD3 ~ BRD4 ~ BRDT ;
NCBIEHID : 6046 - 8019 ~ 23476 ~ 676) ; Bruton[X Fisfefs 4l (BTK ;
NCBIEFID : 695) ; $5%& (HIACDH3 (p-£5%i% ) - CDH6 (k-#5%h

Z) : NCBIELFID : 1001 ~ 1004) ; SEE/Z AR (FIZCTAGIA
CTAGIB - CTAG2 ; NCBIEFID : 1485 ~ 30848 ~ 246100) : ARiZ= 28 ()
#ICNRI1 (CB1) ~ CNR2 (CB2) ; NCBIZFID : 1268 ~ 1269) ; WR/K{b&¥isst
Ef%E515 (CHSTI5 ; NCBIEREID : 51363)  IREAEFEE ( HIZ0ICAL ~ CA2 -
CA3 -~ CA4 ~ CASA ~ CASB ~ CA6 -~ CA7 ~ CA8 ~ CA9 ~ CAIO ~ CAIL -

CAI2 ~ CA13 - CAl4 ; NCBIEHID : 759 ~ 760 ~ 761 ~ 762 ~ 763 ~ 765 ~ 766 -
767 ~ 768 ~ 770 ~ 771 ~ 11238 ~ 23632 ~ 56934 ~ 377677) ; JEMHEAERI4HM
5T (FIAICEACAMS3 (CD66d) ~ CEACAMS (CD66e) ~ CEACAMG
(CD66¢) ; NCBIELKID : 1048 ~ 1084 ~ 4680) ; &% ()4l (FIAICSNKIAL
(CK1) ~ CSNK2A1 (CK2) ; NCBIERFID : 1452 ~ 1457) ; ATEAH (Hla

CASP3 ~ CASP7 ~ CASPS8 ; NCBIEA[ID : 836 ~ 840 ~ 841 ~ 864 ) ; HIREH
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B1 (CTNNBI ; NCBIEFID : 1499) ; 4H44ZE HEEG (CTSG ; NCBIERID :
1511) ; CbIEZEEEAB (CBLB - Cbl-b : NCBIEAID : 868) : C-CiEif&iy
{E#ERCAE21 (CCL21 ; NCBIEHID : 6366) ; C-CHEERSHE{LIZEZAS2
(CCR2 ; NCBIEAID : 729230) ; C-CHEREB(E%ZE2R (HI41CCR3
(CD193) ~ CCR4 (CD194) ~ CCR5 (CD195) ~ CCR8 (CDw198) : NCBIESFID :
1232 ~ 1233 ~ 1234 ~ 1237) : CCAATH ¥ T-454E Ho (CEBPA - CEBP ;
NCBIEFID : 1050)  4HBEELKT 4> 71 (CADMI ; NCBIEFID : 23705)
MR r3EE7 (CDC7 ; NCBLEHID - 8317) A ERAGEER 2

(CCN2 ; NCBIZFID : 1490) : ZE&#if% (CRBN ; NCBIERID

51185) : M BhEfs ({HI4ICHEKI (CHK1) + CHEK2 (CHK?2) : NCBIE:[A
ID: 1111~ 11200) : JEBEUT4EZB 24 (CCKBR : NCBIEFID : 887) : &
EREERAZERME (CSHI ; NCBIARKRID : 1442) ; %EEH (fld0
CLDN6 ~ CLDN18 ; NCBIEEKID : 9074 ~ 51208) : 4{LFEtEsr ({4l
CDIA - CDIC - CDID - CDIE - CD2 - CD30 (TRA) ~ CDB (TRB) * CDy
(TRG) ~ CD$ (TRD) ~ CD4 - CD8A - CDS8B ~ CD19 ~ CD20 (MS4Al) ~ CD22 -
CD24 - CD25 (IL2RA, TCGFR) + CD28 ~ CD33 (SIGLEC3) * CD37 ~ CD38 -
CD39 (ENTPD1) ~ CD40 (TNFRSF5) + CD44 (MIC4, PGP1) ~ CD47 (IAP) -
CD48 (BLASTI1) ~ CD52 -~ CD55 (DAF) ~ CD58 (LFA3) ~ CD74 + CD79a
CD79b ~ CD80 (B7-1) ~ CD84 ~ CD86 (B7-2) ~ CD96 (TACTILE) ~ CD99
(MIC2) ~ CD115 (CSFIR) ~ CD116 (GMCSFR, CSF2RA) ~ CD122 (IL2RB)

CD123 (IL3RA) ~ CD128 (IL8R1) ~ CD132 (IL2RG) ~ CD135 (FLT3) ~ CD137
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(TNFRSF9, 4-1BB) - CD142 (TF, TFA) ~ CD152 (CTLA4) - CD160 ~ CD182
(IL8R2) - CD193 (CCR3) ~ CD194 (CCR4) ~ CD195 (CCR5) ~ CD207 ~ CD221
(IGF1R) - CD222 (IGF2R) ~ CD223 (LAG3) ~ CD226 (DNAM1) - CD244 -
CD247 -~ CD248 ~ CD276 (B7-H3) ~ CD331 (FGFR1) - CD332 (FGFR2) ~ CD333
(FGFR3) ~ CD334 (FGFR4) ; NCBIELFID : 909 ~ 911 ~ 912 ~ 913 ~ 914 ~ 919 -
920 ~ 923 ~ 925 ~ 926 ~ 930 ~ 931 ~ 933 ~ 940 ~ 941 ~ 942 - 945 ~ 951 ~ 952 -
953 ~ 958 ~ 960 ~ 961 ~ 962 ~ 965 ~ 972 ~ 973 ~ 974 ~ 1043 ~ 1232 ~ 1233 ~

1234 ~ 1237 ~ 1436 ~ 1438 ~ 1493 ~ 1604 ~ 2152 ~ 2260 ~ 2261 ~ 2263 ~ 2322 -
3480 ~ 3482 ~ 3559 ~ 3560 -~ 3561 ~ 3563 ~ 3577 ~ 3579 ~ 3604 ~ 3902 - 4267 -
6955 ~ 6957 ~ 6964 ~ 6965 ~ 8832 ~ 10666 ~ 11126 ~ 50489 ~ 51744 ~ 80381 -
100133941) : #EH (CLU : NCBIEFEID : 1191) : BMEF (FI40F7 -
FXA : NCBIERFID : 2155 ~ 2159) : BEEESIVEagE (FI41COL4AL -
COL4A2 ~ COL4A3 ~ COL4A4 ~ COL4A5 ; NCBIELAID : 1282 ~ 1284 -

1285 ~ 1286 ~ 1287) ; BB&EZRacxIxERE10 (COLECIO0 ; NCBIEAID :
10584 ) : BEEHIEAF ({f41CSF1 (MCSF) ~ CSF2 (GMCSF) ~ CSF3
(GCSF) ; NCBIEL[FID : 1435 ~ 1437 ~ 1440) : #@EEEF (#40C3 ~ C5 ;
NCBIELFID : 718 ~ 727) ; COPY(=%E/N& B85 ( COPS5 ; NCBIELFID :
10987) ; CHRISFEZIMZFIERE (HI4ICLEC4C (CD303) ~ CLEC9A

(CD370) ~ CLECI2A (CD371) ; CD371; NCBIZFID : 160364 ~ 170482 -
283420) ; C-X-CHEfe# (L =R8212 (CXCL12 ; NCBIELFID : 6387) ; C-

X-CtEggtg bz zfe (CXCRI1 (IL8RI1, CD128) ~ CXCR2 (IL8R2, CD182) ~
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CXCR3 (CD182, CD183, IP-10R) - CXCR4 (CD184) ; NCBIEFID : 2833 -
3577 ~ 3579 ~ 7852) ; HEEAE D1 (CCNDI ~ BCLI ; NCBIERFID : 595) ;
FEEAE AR SEs (F41CDKI1 ~ CDK2 ~ CDK3 - CDK4 ~ CDKS5 ~ CDKG6 -
CDK7 ~ CDK8 - CDK9 -~ CDK10 ~ CDK12 ; NCBIEL[RID : 983 ~ 1017 ~ 1018 -
1019 ~ 1020 ~ 1021 ~ 1022 ~ 1024 ~ 1025 ~ 8558 ~ 51755) ; HEAEHGI
(CCNGI ; NCBIA[FID : 900) ; 4iiEEEP450FERN S (HUCYP2D6 -
CYP3A4 - CYP11A1 - CYP11B2 - CYP17A1 ~ CYP19A1 ~ CYP51A1 ; NCBIXE
RIID @ 1565 ~ 1576 ~ 1583 ~ 1585 ~ 1586 ~ 1588 ~ 1595) ; 4HfIZEP4S0E (LB
JElS (POR ; NCBIELRID : 5447 ) ; &g/ r 2% EM:SH2E T (CISH ;
NCBIERID : 1154) ; dfsEETHREMAEIERIE E4 (CTLA4 ~ CD152 ;
NCBIEHID : 1493) ; LT &fEiEHERS (40DDXS » DDX6 - DDX58 ; NCBI
FLAID : 1655 ~ 1656 ~ 23586 ) otk HAUNotchfi#E (HIZIDLL3 ~ DLL4 ;
NCBIEAID : 10683 ~ 54567 ) ; diablo IAP4E & fir4rfeEH (DIABLO -~
SMAC : NCBIEFID : 56616) ; _EEEarsls (HIZ0DGKA - DGKZ ;
NCBIEHID : 1606 ~ 8525 ) ; dickkopf WNTE A EINEE] (FIZIDKKI -
DKK3 ; NCBIEHID : 22943 - 27122) ; —F R =R (DHFR ; NCBIEKF
ID : 1719) ; —gmigtgfigs (DPYD ; NCBIAFID : 1806) ; kAL NG4
(DPP4 ; NCBIEAID : 1803 ) ; #&EL & Mz folkheBt sl ({fI20DDRI
(CD167) ~ DDR2 ; CD167; NCBIELHID : 780 ~ 4921) ; DNA{KHEM:ZE (7 4G
(PRKDC ; NCBIERID : 5591) :; DNAFGEEEFRENS (TOP1 - TOP2A -

TOP2B ~ TOP3A ~ TOP3B ; NCBIEKID : 7150 ~ 7153 ~ 7155 ~ 7156 ~
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8940) ; ZEEEREEREN (DCT ; NCBLEAID : 1638) : ZEMZAD2
(DRD2 ; NCBIEIAID : 1318) : DOT1k4HE H #E Bz H A E o1

(DOTIL ; NCBIEFID : 84444 ) ; YMZHE IS EREIEN/BERE —FElE3

&

( ENPP3 ~ CD203c ; NCBIZKID : 5169) ; EMAPEE4 (EML4 ; NCBIEH
ID :27436) ; NZHEEH (ENG ; NCBIERID : 2022) ; N'EEEILEE ({1
4IERAPI ~ ERAP2 ; NCBIZKID : 51752 ~ 64167) ; zeste 2% 45 E &I
SRR E T 2 M58 (EZH2 5 NCBIERKNID : 2146) ; $%&ZF 788 (0
EPHAI - EPHA2EPHA3 - EPHA4 « EPHAS « EPHA7 ~ EPHB4 ; NCBIEFID :
1969 ~ 2041 ~ 2042 ~ 2043 ~ 2044 ~ 2045 ~ 2050) ; #:% ({H4IEFNAL
EFNA4 - EFNB2 ; NCBIEFID : 1942 ~ 1945 ~ 1948) : # 4 ER T2

( HI4IERBB1 (HER1, EGFR) - ERBB 144111 (EGFRVIII) - ERBB2 (HER2,
NEU, CD340) + ERBB3 (HER3)  ERBB4 (HER4) ; NCBIZKID : 1956
2064 ~ 2065 ~ 2066) ; b RZ4RIEELN S F (EPCAM ; NCBIERID : 4072)
FRZEEYE (EPGN ; NCBIERID : 255324 ) ; AMAEEMREAT (Fld0
EEF1A2 - EEF2 : NCBEEKID : 1917 ~ 1938)  ELIZEEEMEA T (HI4D
EIF4A1 - EIFSA ; NCBIEAID : 1973 ~ 1984) ; 4M&AZEHE1 (XPO1 ; NCBIE:
RID : 7514) ; MEAEEXZE (NR1H4 ~ FXR ; NCBIERKID : 9971)  Fas
filf% (FASLG - FASL - CD95L - CD178 ~ TNFSF6 : NCBIEAID : 356) ; fS
Wil R 7K AElS (FAAH ; NCBIEAID : 2166) ; Hafifk& s (FASN ;
FAS ; NCBIEHID : 2194) ; Ig’Zf% > Fcl X ({fI40FCERIA ~ FCGRT -

FCGR3A (CD16) ; NCBIELHID : 2205 ~ 2214 ~ 2217) ; Fo'2B&kE5 ( FCRLS -
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CD307 ; NCBIERFID : 83416) ; &&4RI4HMEE(EE Ha (FAP ; NCBIER
ID :2191) ; @ERMERRT2Z88 (HIZFGFRI (CD331) ~ FGFR2
(CD332) ~ FGFR3 (CD333) ~ FGFR4 (CD334) ; NCBIELKID : 2260 - 2261 -
2263 ~ 2264) @I ERTF (FIA0FGFI (FGF o) ~ FGF2 (FGF B)
FGF4 ~ FGF5 ; NCBIEFEID : 2246 ~ 2247 ~ 2249 ~ 2250) ; &4EELEEH1
(FNI ~ MSF ; NCBIEFID : 2335) ; fmsMHRAZAGREREEL RS (FI%0FLT1
(VEGFR1) - FLT3 (STK1, CD135) ~ FLT4 (VEGFR2) ; NCBIEHFID : 2321 -
2322 ~ 2324) ; fmsHHEH~ZBE MR IE e 3ECAS ( FLT3LG ; NCBIERKID :
2323)  [FEREREMIE2 (PTK2 ~ FAK1 ; NCBIEKID : 5747) ; ERE/KiERG
1 (FOLHI - PSMA ; NCBIZFID : 2346) : %7821 (FOLRI1 ; NCBIEH
ID : 2348) ; YEEEZEHEMI (FOXMI ; NCBIEFID : 2305) ; MBS
(FURIN - PACE ; NCBIEKID : 5045) ; FYNFE&REEE%ES (FYN ~ SYN ;
NCBIERID : 2534) ; PFAMEEEER (HIMLGALS3 - LGALS8 (PCTAL)
LGALS9 ; NCBIEKHID : 3958 ~ 3964 ~ 3965) ; #j&jflifyE &2 (NR3CI ~
GR ; NCBIERFID : 2908) ; &EFEEHANESS (GUSB ; NCBIEFID :
2990) ; ZAREREGHAYSZAS1 (GRMI ; NCBIEAID : 2911) ; BARGHZEETS
(GLS ; NCBIZFID : 2744) ; ZEBHALS#ESn (GSTPI1 ; NCBIEFID :
2950) ; AFREEREEIE3B (GSK3B 5 NCBIEAID : 2932)  WiASALAZEHES
(GPC3 : NCBIERID : 2719) : {eM:I g E = ing%=1 (GNRHI1 ;| NCBIER
ID : 2796) ; {EMRRMEREUSRZE 288 (GNRHR ; NCBIARID : 2798)

GPNMBjE&E Hnmb (GPNMB -~ ‘F/EZ ; NCBIERKID : 10457) ; £ &57{EH
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+2 (GDF2 ~ BMP9 ; NCBIAERKID : 2658) ; £ ERTZHREESEH2
(GRB2 - ASH ; NCBIEFID : 2885) ; EEMEIE({EEF2C (GUCY2C -

STAR ~ MECIL - MUCIL > NCBIEKID : 2984 ) ; H19R} & I IREsE )
(H19 ; NCBIAAID : 283120) ; HCKIFEFEA - SrcZRME Rl G
(HCK ; NCBIERFID : 3055) : ZYA=ZEH (HIZIHSPAS (HSP70, BIP,

GRP78) - HSPB1 (HSP27) - HSP90B1 (GP96) ; NCBIEL[AID : 3309 ~ 3315 -

7184) ; MEAEMENS (FIZOHMOXI1 (HO1) ~ HMOX2 (HO1) ; NCBIELH

ID : 3162 - 3163) ; Z[EFFZEs (HPSE ; NCBIEFID : 10855) ; ARIEFRIHK

FHAMAEM 2842 (HAVCR2 - TIM3 - CD366 ; NCBIELAID : 84868) ; FT4MAE

4 BT (HGF ; NCBIZFID : 3082) ; HERV-H LTREEEL2 (HHLA2 - B7-

H7 ; NCBIELFID : 11148) ; 4H4%M#78&H2 (HRH2 ; NCBIEFID :

3274)  4HEE S LGNS (FIZIHDACI ~ HDAC7 ~ HDACY ; NCBIEFID :

3065 ~ 9734 ~ 51564) ; HRas/REUEEA (GTPH§) (HRAS ; NCBIEFID :

3265)  EhEEEEMRT (HIAIHIF1A ~ HIF2A (EPAS1) ; NCBIERID :

2034 ~ 3091) ; I--B3%fi§ (IKK B ; NCBIEHFID : 3551 ~ 3553) ; IKAROS%

SRS (IKZF1 (LYF1) ~ IKZF3 ; NCBIEFID : 10320 - 22806) ; @EFREH

HERFEEE1D (IGSFI1 ; NCBIARID : 152404 ) ; N5|Leiz2,3- " fiiEMNg (HI40

IDOI -~ IDO2 ; NCBIERKID : 3620 ~ 169355) ; FEEM:THRRELL L%+
(ICOS -~ CD278 ; NCBIAFID : 29851) A& M TR R FBlAs
(ICOSLG - B7-H2 ; NCBIEHID : 23308) ; MEEE 4 ERTZ8E (flu

IGFIR ~ IGF2R ; NCBIEHID : 3480 ~ 3482) ; ARREZ4LERRT (Hla0
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IGF1 - IGF2 : NCBIEFID : 3479 - 3481) : fEEZ 78 (INSR - CD220 ;
NCBIEFID : 3643) ; BESZERETT (FHIZIITGAS (CD49e) ~ ITGAV
(CD51) ~ ITGB1 (CD29) ~ ITGB2 (CD18, LFA1, MAC1) ~ ITGB7 ; NCBIEH
ID : 3678 ~ 3685 ~ 3688 ~ 3695 ~ 3698 ) : 4HFEFEELHT 4> F1 (ICAMI ~ CD54 ;
NCBIERFID : 3383) ; /0 ZE IZEEMARL%E4 (IRAK4 ; NCBIERID :
51135) : /T E28 (FI40IL2RA (TCGFR, CD25) ~ IL2RB (CD122) - IL2RG
(CD132) ~ IL3RA - IL6R - IL13RA2 (CD213A2) ~ IL22RA1 ; NCBIEFID :
3598 ~ 3559 ~ 3560 ~ 3561 ~ 3563 ~ 3570 ~ 58985) ; /1HZE (HAILIA -
IL1B ~ IL2 ~ IL3 ~ IL6 (HGF) ~ IL7 ~ IL8 (CXCLS) ~ IL10 (TGIF) - IL12A -
IL12B - IL15 ~ IL17A (CTLAS) ~ IL18 ~ IL23A -~ IL24 ~ IL-29 (IFNL1) : NCBI&:
RID : 3552 ~ 3553 ~ 3558 ~ 3562 ~ 3565 ~ 3569 ~ 3574 ~ 3586 ~ 3592 ~ 3593 -
3600 ~ 3605 ~ 3606 ~ 11009 ~ 51561 ~ 282618) : EMEfEfE L EHE(NADP(+)1)
(ffI40IDHI ~ IDH2 ;: NCBIELFID : 3417 ~ 3418) : JanusiElg ( H40JAKL ~
JAK2 ~ JAK3 ; NCBIERFID : 3716 ~ 3717 ~ 3718) ; [(MAF4T45 = RIIATE3
(KLK3 ; NCBIERID : 354) ; &4l EikE O 2ae -~ 1g - KR
FERE (fI40KIR2DL1 (CD158A) ~ KIR2DL2 (CD158B1) ~ KIR2DL3
(CD158B) ~ KIR2DL4 (CD158D) ~ KIR2DL5A (CD158F) ~ KIR2DL5B -
KIR3DL1 (CD158E1) ~ KIR3DL2 (CD158K) ~ KIR3DP1 (CD158c) + KIR2DS2
(CD158T) ; NCBIELAID : 3802 ~ 3803 ~ 3804 ~ 3805 ~ 3811 ~ 3812 ~ 57292
553128 ~ 548594 ~ 100132285) ; #xFHAEAEEEERG 2R (FIWKLRCI

(CD159A) ~ KLRC2 (CD159c) ~ KLRC3 » KLRRC4 ~ KLRDI1 (CD9%4) -
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KLRG1 * KLRK1 (NKG2D, CD314) : NCBIELAID : 3821 - 3822 ~ 3823 -

3824 ~ 8302 ~ 10219 ~ 22914) ; MWEHE AJ*Z#E (KDR - CD309 + VEGFR2 ;
NCBIEFID : 3791) ; BBEIEAZFEK A1 (KIF11 ; NCBIERID :

3832) : KiSS-1EfEHIHIA T (KISS1 : NCBEEAID : 3814) ; KITHEEEE:
» 7 BERKERL %S (KIT » C-KIT ~ CD117 ; NCBIA[NID : 3815) : KRAS
2GRN (GTPEE) (KRAS @ NCBIEAID : 3845) : FL#EESD (LTF
NCBIERAID - 4057)  LCKREEREEN - SrexRGERshe il (LCK : NCBIE
PRID : 3932) ; LDLAZE&4HRAZE 1 (LRPI ~ CD91 ~ IGFBP3R ; NCBIAR

ID : 4035) : &EHMFEEELS (LRRC15 ; NCBEERFID : 131578) : [ImEk
RIEERE A28 (FIAILILRB1 (ILT2, CD85J) ~ LILRB2 (ILT4, CD85D) :
NCBIERID : 10288 ~ 10859) ; H =}#HA4/Kf#EES (LTA4H ; NCBIEKID :
4048 )  JE(LTHHAEZ ERF T (LAT : NCBIERID © 27040)  &BERLEME/
SRR MRS 288 (LHCGR ; NCBIEFID : 3973) 1 &LY6/PLAURE3
(LYPD3 ;: NCBIERID : 27076 ) ; #EERE(E3 (LAG3 ; CD223; NCBIER
ID :3902) ; MEERHUE (FIAILY9 (CD229) ~ LY75 (CD205) : NCBIE[A]

ID : 4063 ~ 17076) : LYNJEREUEEN » SR iERshRs & (LYN ; NCBI%&
RID : 4067)  MEEKREEREHE2 (LCP2 : NCBIEERFID : 3937)  #ffafs
J:HEfE1A (KDMIA : NCBIEKID : 23028) : /AR 21

(LPARI  EDG2 * LPA1 * GPR26 ; NCBIANID : 1902) : Bl (L
(LOX : NCBIEAID : 4015) : BfalfiEts (blsHE2 (LOXL2 ; NCBIEH

ID : 4017 ) ; EwpuZEll&EIR+ (MIF ~ GIF ; NCBIEFID : 4282) ; B
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UEAHPEH 15288 (MSTIR ~ CD136 ; NCBIELFID : 4486) : MAGEZ RS
( FIEIMAGEA1 ~ MAGEA2 - MAGEA2B  MAGEA3 » MAGEA4 -

MAGEAS ~ MAGEA6 - MAGEA10,MAGEAI11 ~ MAGEC] -

MAGEC2,MAGED1 - MAGED? ; NCBIZFID : 4100 ~ 4101 ~ 4102 ~ 4103 -

4104 ~ 4105 ~ 4109 ~ 4110 ~ 9500 ~ 9947 ~ 10916 ~ 51438 ~ 266740) ; T EE4H4%

MM SR (FI4IHLA-A ~ HLA-E ~ HLA-F » HLA-G ; NCBIEFID :

3105 ~ 3133 ~ 3134 ~ 3135)  &SEETFEH (MVP - VAULTI ; NCBIER

ID : 9961) : MALTI#H AT ZEHE (MALT1 ; NCBIEKID : 10892)

MAPKSE(EE 5472 (MAPKAPK? ;: NCBIERID : 9261) : MAPKAZ H{EFA

LA TR AR I e (IIMKNK] ~ MKNK?2 ; NCBIELFID : 2872 - 8569)

BEESEES (FH4IMMP1 ~ MMP2 ~ MMP3 ~ MMP7 ~ MMPS + MMP9 -

MMP10  MMP11 - MMP12 - MMP13 ~ MMP14 - MMP15 + MMPI16 -

MMP17 ~ MMP19 - MMP20 + MMP21 ~ MMP24 - MMP25 + MMP26 -

MMP27 ~ MMP28 ;: NCBIELFID : 4312 ~ 4313 ~ 4314 ~ 4316 ~ 4317 ~ 4318 ~

4319 ~ 4320 ~ 4321 ~ 4322 ~ 4323 ~ 4324 ~ 4325 ~ 4326 ~ 4327 ~ 9313 ~ 10893 -

56547 ~ 64066 ~ 64386 ~ 79148 ~ 118856) ; MCLI4HRE T S8 F » BCL2% )5

FYE (MCL1 : NCBIERID : 4170) : MDM2EREELR (MDM?2 ; NCBIEL
RID : 4193) : p53MDM4FEEFF (MDM4 ;: BMFS6; NCBIELFID :

4194 )  EiHEE N 2 B (MTOR - FRAP1 ; NCBIEAID :

2475) ; melan-A (MLANA ; NCBIEFID : 2315) : BrEEome

(MCIR ~» MC2R ; NCBIEHID : 4157 ~ 4148 ) ; MERJEZEELR 0 BgRERE
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% (MERTK : NCBIERKID : 10461) : &2 (MSLN ; NCBIERKID :
10232 ) ; MET[EEUERA @ ZHelgiFRE 58 (MET ~ c-Met ~ HGFR ; NCBIA:
NID : 4233) ; HERREEREREIAES2 (METAP2 ~ MAP2 ; NCBIESFID :
10988) ; MHCEIRIZ ARG (FIZOMICA ~ MICB ; NCBIEFID :

4277 ~ 100507436 ) ; B3WrE B {EEE S (#HAIMAPKI1 (ERK2) - MAPK3
(ERK1) - MAPKS (JNK1) * MAPK9 (JNK2) + MAPK10 (JNK3) - MAPK11 (p38
B) ~ MAPK12 ; NCBIERFID : 5594 + 5595 ~ 5599 ~ 5600 ~ 5601 ~ 5602 -
819251) ; FEWE B(bE QBB HERHEE (FIWIMAP3KS (ASK1) - MAP3KS
(TPL2, AURA2) ; NCBIERID : 4217 ~ 1326) ; ECYYEE(LE SERHES
Bl (MAP4K1 ~ HPK1 ; NCBIANID : 11184) ; £(3HY)/E/E(LE QS
e (HIAIMAP2K1 (MEK1) ~ MAP2K2 (MEK?2) - MAP2K7 (MEK?7) ; NCBIZE
RID : 5604 ~ 5605 ~ 5609) : MPLEZEER » M1/ MEAEKZE 28 (MPL ;
NCBIERID : 4352) ; $iRE (FIWIMUC] (EFEHLFIREE (Flanass
MUCI/A~C-D-~X-YZ~ &REP) ) ~ MUC5AC - MUC16 (CA125) ;
NCBIZEFID : 4582 ~ 4586 ~ 94025) ; MYCEZUEELA » bHLHEESE R T
(MYC ; NCBIEFID : 4609) ; AL RI%Z (MSTN « GDFS ; NCBIE
RID : 2660) ; &Nkl LNEEE T HIECZE (MARCKS ; NCBIE:
[RID : 4082) ; FIFRENAKZHE3 (NPR3 ; NCBIANID : 4883) ; HIAZF-4H
REdip 2 fe3liae1 (NCR3LGI1 ~ B7-H6 ; NCBIAL[RID : 374383 ) ; fifigk
AR A RAIHIRF » MAGEZER S (NDN ; NCBIARFID : 4692 ) ; H#EE

H&HRERSH T (BFIZONECTIN2 (CD112, PVRL2) ~ NECTIN4 (PVRL4) ; NCBI
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EPRID : 5819 ~ 81607 ) ; FHARAHREELHT 4771 (NCAMI ~ CD56 ; NCBIELHR
ID : 4684) : MKW EE S (FIZINRPI (CD304, VEGF165R) - NRP2
(VEGF165R2) ; NCBIEAID : 8828 ~ 8829) ; fializa rachshai sl (]
#INTRK1 (TRKA) ~ NTRK2 (TRKB) + NTRK3 (TRKC) : NCBIZFID : 4914 ~
4915 ~ 4916 ) : NFKB;E{LZEH (NKAP ; NCBIEFID : 79576) ; NIMAFHE
59 (NEK9 ; NCBIEFID : 91754) ; &NLRFEREZH3 (NLRP3 -
NALP3 ; NCBIZFID : 114548) : notchZ#% ( {§#INOTCH1 ~ NOTCH2 -
NOTCH3 ~ NOTCH4 ; NCBIEL[AID : 4851 ~ 4853 ~ 4854 ~ 4855) : NRASHEL
JEELR (GTPES) (NRAS ; NCBIERFEID : 4893) : %A F«B (NFKBI -
NFKB2 ; NCBIERID : 4790 ~ 4791) ; AT » HE4LMmEk2E2 (NFE2L2 ;
NRF2; NCBIEFID : 4780) : {Z2f8uisi iz A4HRVE1 (NR4AL ; NCBIEH
ID : 3164) ; #%{=% (NCL ; NCBIEKID : 4691) ; #Z{_HifeE 1

(NPMI ; NCBIEFID : 4869) : S E4ESE %2 (NOD2 : NCBIEH
ID : 64127) ; nudix7KfZE#lE1 (NUDTI1 : NCBIEFEID : 4521) ; O-6-HE S
15-DNAF EL##20 (MGMT ; NCBIEFID : 4255)  ERF 2BEs1
(OPRDI1 ; NCBIEFID : 4985) ; EisL#4M1 (ODCI ; NCBIEFID :
4953)  MIEX _FL =l (OGDH ; NCBIERID : 4967 ) ; RIFHIRREE
(PTH : NCBIEFID : 5741) : PD-L1 (CD274 : NCBIEFID : 29126) : &
fEZE (POSTN ; NCBIERAID : 10631) ; iEFE(CEEMIEE(LZE (Fla
PPARA (PPAR «) ~ PPARD (PPAR §) » PPARG (PPAR v) ;: NCBIEHFID :

5465 ~ 5467 ~ 5468 ) ; wEMEZEE K GESIEHERY) (PTEN ; NCBIERID :
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5728)  BEASHEREE-4,5- BB EE3- 50 ( PIK3CA (PI3K o) ~ PIK3CB (PI3K
B) ~ PIK3CD (PI3K &) ~ PIK3CG (PI3K v) ; NCBIEHFID : 5290 - 5291 ~ 5293 -
5294) : WEfSES ({IA0PLA2GIB ~ PLA2G2A ~ PLA2G2D - PLA2G3 -
PLA2G4A ~ PLA2G5 - PLA2G7 ~ PLA2G10 ~ PLA2GI12A -~ PLA2G12B -
PLA2G15 ; NCBIELFID : 5319 ~ 5320 ~ 5321 ~ 5322 ~ 7941 ~ 8399 ~ 50487 ~
23659 ~ 26279 ~ 81579 ~ 84647 ) ; Pim[FREGREEA - &ML/ Rl s (fl
PIMI - PIM2 - PIM3 ;: NCBIEFID : 5292 ~ 11040 - 415116) : o 4=ERTF
(PGF ; NCBIEHID : 5228) ; @4EHSIRE(EY) > FREES (PLAU - u-
PA ~ ATF ; NCBIERHID : 5328) : M/MRETEMEER T2 (Fl0
PDGFRA (CD140A, PDGFR2) ~ FDGFRB (CD140B, PDGFR1) ;: NCBIELFID :
5156 ~ 5159) ; &S EEB] (PLXNBI : NCBIERFID : 5364) : ABEKH
B ¥ IEE TR PVRANEELK 4 F (PVR ~ CD155 ; NCBIERKID : 5817)
polofE il (PLK1 ; NCBIERID : 5347) ; T (ADP-iZf)F &l (4
PARP1 ~ PARP2 - PARP3 ;: NCBIZ[FID : 142 ~ 10038 ~ 10039) : %HEH
EED (EED : NCBIERID : 8726) : ZZFEO-fiELi#i2lE (PORCN : NCBIERH
ID : 64840) ; PRAMERZB&#5% 38557 (PRAME ; NCBIERFID :

23532)  EiE@ZE/NEEH (PMEL ; NCBIEFEID : 6490) ; B
(PGR ; NCBIENID : 5241) ; #2FEM:4HFE4ET"1 (PDCDI1 ~ PD-1 ~ CD279 ;
NCBIELFID : 5133) ; f2HE4HRESE T 1fidaE2 (PDCDILG2 - CD273 ~ PD-
L2 ; NCBIZFID : 80380) : [4Z1 (PROMI - CD133 : NCBIERFID :

8842)  EUEEEAIAZAMYH (PML ; NCBIEHNID : 5371) | $iERUEEHR
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(PSAP : NCBIE[FID : 5660) : Hii¥IfRZEZ 84 (PTGER4 ; NCBIEAID :
5734) : AIFIBRZREG RS (PTGES : NCBIENID : 9536) : miFlIERZR-NiE
S(EPIEENE (PTGS1 (COX1) ~ PTGS2 (COX2) : NCBIEAID : 5742
5743)  EABEFE20SWELTTR 9 (PSMBY : NCBEEAID : 5698) & (HiffH
B FH B RS WS (BI40PRMTI1 ~ PRMTS ; NCBIEAID : 3276 ~ 10419) : EH
N3 (PKN3 ; NCBIERID : 29941) ; ZEHBEEEHG2A (PPP2CA ; NCBI
NID = 5515) © EHEEkEREms7 (JE&E!ME) (PTK7 ; NCBIEAID :

5754)  EAFMRERLEE 788 (PTPRB (PTPB) » PTPRC (CD45R) ; NCBIE:

RID : 5787 ~ 5788) : HilfwffZa (PTMA ; NCBIEANID © 5757)  IERSH%H
W% (Ll (PNP : NCBIE[RID : 4860) ; IEHS7E8P2X 7 (P2RX7 ; NCBIEH
ID : 5027) ; &PVRIHEAGEERE G, (PVRIG » CD112R ; NCBIERID :
79037) : Raf-1JREUREN » «xRefk/frigiosilis (RAFL ~ c-Raf : NCBIZ[A
ID : 5894) : RARAHRETL5ZA%y (RORC : NCBIEKNID : 6097) : ras[EJF#)
FIERLEC (RHOC) : NCBIEAID : 389) : Ras[EJf#) > mTORCI4E4

(RHEB ; NCBIERID : 6009) ; RBIE#F#EHFHAIT1 (RB1 ; NCBIEFID :
5925)  ZRER HFR &R/ ar i E B3 (RIPKI : NCBIEAID -
8737) : retfREUEEIA (RET : NCBIERNID : 5979) : W=t iR sd)

( BIZIRAETIE ~ RAETIG  RAETIL ; NCBIEAID : 135250 ~ 154064
353091) : fEfE 2880 (HIXIRARA - RARG : NCBIEXID : 5914 -

5916) ; MEREEXZE (FIMIRXRA + RXRB * RXRG ; NCBEERID :

6256 ~ 6257 ~ 6258 ) ; S RhofHEAEHHIZEE HEEE (F2IROCKI ~ ROCK?2 ;
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NCBIELFID : 6093 - 9475)  fZMEEEE HS6EEB1 (RPS6KBI ~ S6K-B 1 :
NCBIEFID : 6198) ; FEf5ZE 128 (RNFI128 + GRAIL ;: NCBIELFID :
79589) ; ROSJREREAN » ZRSHESRZEL SIS (ROSI 5 NCBIARID :

6098) ; EIBF=|Z7884 (ROBO4 ; NCBIERFID : 54538) ; RUNXZ? EES%
RF3 (RUNX3 ; NCBIELFID : 864)  S10055454EHA9 (S100A9 : NCBI
FNID : 6280) ; /e M EH2 (SFRP2 ; NCBIEAID @ 6423) ; 43
BEEE1 (SPP1 ; NCBIERFID : 6696) S EREEFEIARKE]
(SCGB1A1 ;: NCBIEFID : 7356) ; 2% ({fI#1SELE ~ SELL (CD62L) ~
SELP (CD62) ; NCBIZHFID : 6401 ~ 6402 ~ 6403) ; {Z%5Z(semaphorin) 4D

( SEMA4D ; CD100; NCBIEFID : 10507) : EERIEGESIgE SRS

( SIGLEC7 (CD328) - SIGLEC9 (CD329) ~ SIGLEC10 ; NCBIZHKID : 27036 ~
27180 ~ 89790) ; {Z¥EEHEFZE Ha (SIRPA ~ CD172A ; NCBIEFID :

140885 )  (E5tiEF RiEstE{LF (FIOSTATI ~ STAT3 ~ STATSA »
STAT5B ; NCBIERFEID : 6772 ~ 6774 ~ 6776 ~ 6777) ; EEZEH3 (SIRT3 ;
NCBIEFID : 23410) ; FHHUMEERMIE{E > FSLAMZIER S (HiI
SLAMF1 (CD150) ~ SLAMF6 (CD352) ~ SLAMF7 (CD319) ~ SLAMFS

(CD353) ~ SLAMF9 ; NCBIZHFID : 56833 - 57823 - 89886 - 114836) ; SLIT
FENTRKEEF R 26 (SLITRKG ; NCBIEKID : 84189) ; SFiE{LisHpEm
B2 (SMO ; NCBIEKID : 6608) : MBS (LY /KAi#ENG2 (EPHX2 ; NCBI
EIRID : 2053) : AEEEFER S (FIA0SLC3A2 (CD9S) ~ SLC5AS

SLC6A2 ~ SLC10A3 ~ SLC34A2 ~ SLC39A6 ~ SLC43A2 (LAT4) ~ SLC44A4 ;
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NCBIZEAFID : 6520 ~ 6528 ~ 6530 * 8273 ~ 10568 ~ 25800 ~ 80736 * 124935) :
BEHIZ 788 (HI4ISSTRI » SSTR2 + SSTR3 + SSTR4 ~ SSTRS5 : NCBIELKID :
6751 ~ 6752 ~ 6753 ~ 6754 ~ 6755) : EEHRMEE 5 #:H5>T (SHH ; NCBI%
NID © 6469)  SpliEEKIAT- (SP1: NCBIERNID : 6667)  fHAERZEZF NS

(F40SPHK1 ~ SPHK2 ; NCBIEHID : 8877 ~ 56848 ) ; fHIZK - 1-hgk ka7

<

#21 (S1PR1 ~ CD363 ; NCBIENID : 1901 ) ; PR fsfHRalSizmg 2lg (SYK ;
NCBIELFID : 6850) ; BiHAF3BETF1 (SF3BI ; NCBIAFID : 23451)
SRCFEEAN - FRZRclshz Bl (SRC ; NCBIEAID : 6714) ;5 fREERI

(STABI1 ~ CLEVER-1 ; NCBIZFID : 23166) : STEAPFERKE]

(STEAP1 : NCBIA[NID : 26872) : EMEIRERG SN (STS ; NCBIENID !
412) ; HEZNIECGAMPE/EE TR TF1 (STING1 ; NCBIEKID :
340061 ) ; BEAEYIEA{ERF (SODI1 ~ ALS1 ; NCBIZ[RID : 6647) 5 4HAEA
ZEEAHIEIR T (SOCSI (CISH1) ~ SOCS3 (CISH3) ; NCBIAFID : 8651 -
9021) ; ZEfBEE 3 (SYN3 ; NCBIAFID : 8224) ; Fh4EZE 5 HEL

(SDC1 ~ CD138 ~ #i45EH T HE ; NCBIEKID : 6382) ; LiZEHa

(SNCA - PARKI1 ; NCBIE[FID : 6622) ; &THHfE R EERE 0 K E6HKE =14

( TIMD4 ~ SMUCKLER ; NCBIEFID : 91937) ; Elg&ITIMIS ” T4HHE R
=784 (TIGIT ; NCBIERFID : 201633) ; #HMAZ 8 (HI40TACRI -

TACR3 ; NCBIELFID : 6869 - 6870) ; TANK&E & #§1 (TBKI ; NCBIEHF
ID : 29110) ; UEsHEE&NlE (TNKS ; NCBIEKID : 8658) ; TATAG4E S

HAEBARN T~ > RNAZEGBEIXEL LB (TAFIB : NCBEEAID © 9014) : TZi#zk
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RFT (TBXT ; NCBIE[RID : 6862) ; TCDDEEE M5 (ADP-1ZH) B 4Tk

( TIPARP - PAPR7 ; NCBIERID : 25976) ; tecZE A& Es s ( TEC ;
NCBIEFID : 7006) ; TEKSZEER&HERS % ( TEK ~ CD202B -~ TIE2 ; NCBI
ERID : 7010) ; ikl i#5%hS (TERT ; NCBIELKID : 7015) ; BEAEEE
C (TNC ; NCBIEFID : 3371) ; =FHBEIMIZEENE (HIZTREXI -
TREX2 ; NCBIEFID : 11277 ~ 11219) ; %tiE§sAETZ (THBD ~ CDI141 ;
NCBIEFID : 7056)  BIEHgds (FI40TK1 ~ TK2 ; NCBIZFID : 7083 -
7084 ) ; Wy REL{LES (TYMP ; NCBIEAID : 1890)  RHEE & hHlE
(TYMS ; NCBIEFID : 7298) ; HikfEZ 78 (THRA ~ THRB ; NCBIEH
D : 7606 ~ 7608) ; {EERIEZE 28 (TSHR ; NCBIEKID : 7253) ; TNF#E
FEKE (FILITNFSF4 (OX40L, CD252) ~ TNFSF5 (CD40L) ~ TNFSF7
(CD70) ~ TNFSF8 (CD153, CD30L) - TNFSF9 (4-1BB-L, CD137L) » TNFSF10
(TRAIL, CD253, APO2L) - TNFSF11 (CD254, RANKL2, TRANCE) - TNFSF13
(APRIL, CD256, TRAIL2) ~ TNFSF13b (BAFF, BLYS, CD257) - TNFSF14
(CD258, LIGHT) - TNFSF18 (GITRL) ; NCBIZHID : 944 - 959 ~ 970 ~ 7292 -
8600 ~ 8740 ~ 8741 ~ 8743 ~ 8744 ~ 8995) ; kFEE & ({HI40TLR1 (CD281) ~
TLR2 (CD282) ~ TLR3 (CD283) ~ TLR4 (CD284) ~ TLR5 + TLR6 (CD286) -
TLR7 ~ TLR8 (CD288) - TLR9 (CD289) ~ TLR10 (CD290) ; NCBIERID :

7096 ~ 7097 ~ 7098 ~ 7099 ~ 10333 ~ 51284 ~ 51311 ~ 54106 ~ 81793 ) ; fHERZE
5 (TF : NCBIEFID : 7018) : ##EE 78 (TFRC » CD71 ; NCBIEH

D :7037) ; #EB{EARRAT (FIMITGFA ~ TGFBI ; NCBIEKID : 7039 -

(C252375PA. docx % 114 E ’ #\: 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

7040) ; (L4 ERT-28 (H40TGFBR1 ~ TGFBR2 » TGFBR3 ; NCBIEH
ID : 7046 ~ 7048 ~ 7049) ; EFSEHET (E7 ; NCBIERFID : 1489079 ) ; f#ifk
B zhgsS (TGMS ; NCBIERID : 9333) ; B 7R &AL [50E T B i R
VE;E1 (TRPVI ~ VRI ; NCBIERID : 7442) ; SIERE R GEERE (52

(TMIGD2 ~ CD28H - IGPRI ; NCBIERID : 126259) ; EBE4HHTFE > i5as
=88 (HI4ITREMI (CD354) ~ TREM2 ; NCBIEAID : 54209 « 54210) ; &
ZEf (TRO ~ MAGED3 ; NCBIERID : 7216) ; #EEHES (TPBG ;
NCBLENID : 7162) ; taf#lz2,3-—hi&ls (TDO2 ; NCBIAEFID : 6999) ;
BRI LR (FIZ0TPHL ~ TPH2 ; NCBIEAID : 7166 ~ 121278 ) ; HEREME R
$E(=YEgEE 72 (TACSTD2  TROP2 « EGP1 ; NCBIELFID : 4070) ; g
SERF (TNF ; NCBIERID : 7124)  fEBEFEIERF(TNF)Z i X IEK &

( HI4ITNFRSF1A (CD120a) ~ TNFRSF1B (CD120b) + TNFRSF4 (OX40) -
TNFRSF5 (CD40) « TNFRSF6 (CD95 + FAS 8% ) - TNFRSF7 (CD27) ~
TNFRSF8 (CD30) « TNFRSF9 (CD137, 4-1BB)  TNFRSF10A (CD261)
TNFRSF10B (TRAIL, DR5, CD262) ~ TNFRSF10C + TNFRSF10D -

TNFRSF11A + TNFRSF11B (OPG) » TNFRSF12A - TNFRSF13B + TNFR13C
(CD268, BAFFR) ~ TNFRSF14 (CD270, LIGHTR) « TNFRSF16 + TNFRSF17
(CD269, BCMA) - TNFRSF18 (GITR, CD357) * TNFRSF19 » TNFRSF21 -
TNFRSF25 ; NCBIESFID : 355 ~ 608 ~ 939 ~ 943 ~ 958 ~ 3604 + 4804 ~ 4982
7132 ~ 7133 ~ 7293 ~ 8718 ~ 8764 ~ 8784 ~ 8792 ~ 8793 ~ 8794 ~ 8795 ~ 8797 -

23495 ~ 27242 ~ 51330 ~ 55504 ) ; PEREEHPS3 (TP53 ; NCBIERFID :
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7157) ¢ BEREHIHIN T2 - ArERAESS T (TUSC2 : NCBIERAID -

11334) : TYRO3ZE (fikfaRz 4l (TYRO3 : BYK : NCBIEKNID : 7301)
fehzBelg (TYR : NCBIENID : 7299)  FgigEg7E(ERs (TH ; NCBEERAID -
7054)  BBfEERE B R MEGFESESRE IS (BIZ0TIEL ~ TIEL ; NCBIZ
RID : 7075)  BsfeRE2E A mifeiEdE 7881180 (PTPNI11 » SHP2 ; NCBIZ[A
ID : 5781) : ;Z&E#AHEE21 (UBE2I ~ UBCY ; NCBIAFID : 7329) : jZZC
it /K f#BELS (UCHLS ; NCBEERID : 51377) iz R4 EMEAKES7 (USPT :
NCBIEFID : 7874) ; iz EHNEENE(EES1 (UBAL ; NCBIERID :

7317) : UL16&54EH (FIZIULBPL ~ ULBP2 ~ ULBP3 ; NCBIAID :
79465 ~ 80328 ~ 80328 ) ; SXAFLAIAEE (VCP » CDC48 ; NCBIEHKID :
7415)  MAEAHAERENTST1 (VCAMI ~ CD106 : NCBIEAID : 7412) [
EWNERRNT (HIZIVEGFA ~ VEGFB : NCBIEKID : 7422 ~ 7423) : iHIE
EH (VIM : NCBIZFID : 7431) 44 EDZ4E (VDR ; NCBIERFID :
7421) & V-setE TR EEHH] 71 (TCN1 ~ B7-H4 ; NCBIEFID
79679) : V-set®fZ 578 (VSIR » VISTA ~ B7-H5 : NCBEEAID :
64115) : WEEI G2f & 5% (WEEL : NCBIEAID : 7465) : WRNJH
RecQfi#tZiels (WRN ; RECQ3; NCBIEAID : 7486 ) ; WTIHEEEAF

(WT1 : NCBIERID : 7490) : S WWIski#E5:HET 71 (WWTRL : TAZ ;
NCBIEFID : 25937) : X-CiEgEH# (LM ZER RSl (XCLI1 « ATAC : NCBIEA

ID : 6375) ; X-CEfE#{LEEZ#El (XCR1 ~ GPRS5 ~ CCXCRI1 ; NCBIEH
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ID : 2829) ; YeslfHEA#E sk (YAP1 ; NCBIZRID : 10413 ) ; s FEHE
BH2E H e 70 (ZAP70 ; NCBIERID : 7535) -

[0196] fE—SLEHEG|T » —SRESMBERIN G| ELFEBIAIEE =) 51 2 8
i © BESNS-IZE RGNS (NTSEE(CDT3 § NCBLERID © 4907)  lHAnZhe
( ADORA2A ; NCBIEFID : 135) ; IEH Axzfa (ADORA2B ; NCBIEH
ID : 136) ; C-CIEfSHILMZEZHE8 (CCRS ~ CDw198 ; NCBIELIFID :
1237) ; S4RENZ5AE M SH2EH (CISH ; NCBIEHFID : 1154) ; _FEE
o ESa ( DGKA ~ DAGK ~ DAGKI1 ~ 2¢DGK-a ; NCBIE[FID : 1606)
fmstxfgfEz R N3 (FLT3 ~ CD135 ; NCBEERID © 2322)  BEEMHAED
(IAP ~ CD47 ; NCBIEFID : 961) ; f/irHZ2 (IL2 ; NCBIEFID :
3558)  frHZE2ZEE (IL2RA ~ IL2RB - IL2RG ; NCBIA[RID : 3559 -
3560 ~ 3561 ) : Kirsten K& AR F T ( KRAS ; NCBIERID : 3845 ; GFE2=

» SEAIKRAS G12C=(G12D ) 2XRYIEE(EE B e i e

)QEU
AN

(MAP4K1) (7 By & mtHAHASES 1 (HPK1) » NCBIEFID : 11184) ; H#5
ARG A s e 1 LAHAEE T3R8+ (MCLIL 5 NCBIEFID : 4170) i ASARAN
f5-4,5-LEBREL ER3-50E - B LMo (PIK3CD ; NCBIEAID : 5293)
ERFMSETHECEED (PD-L1 ~ CD274 ; NCBIERKID : 29126) ; f2fFE4HAEsET
ZEH1 (PD-1 - CD279 : NCBIEFID : 5133) : EE0EEEAc-KIT (KIT -
CD117 ; NCBIEAID : 3815) ; (Z¥E:HEZE Ho (SIRPA ~ CD172A : NCBIE:
[RID : 140885) ; TCDD:AE V5 (ADP-1%##)85 &7 ( TIPARP - PARP7 :

NCBIERHID : 25976 ) ; HIgkITIMIE, ~ T4 ~Z88 (TIGIT ; NCBIEKH
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ID : 201633) ; FREAHAEARIE 2 st 2881 (TREMI ; NCBIERHID :

54210) ; FEEAIRUZRIR 2 fiE28~< 7882 (TREM2 ; NCBIEKID : 54209) ; f&EjE
THEASS(E 5 ZE 12 (TACSTD2 ~ TROP2 ~ EGP1 ; NCBIEKID : 4070) ; f&
IR IEIR T2 B8 5 ek B4 ( TNFRSF4 - CD134 ~ OX40 ; NCBIEFID :
7293) ; FEEEIEAER T2 ReEFE R 29 (TNFRSF9 ~ 4-1BB ~ CD137 ; NCBI
ZAID : 3604) ; fEEEIER T2 RafE xR & 18 (TNFRSF18 ~ CD357 ~
GITR ; NCBIEHID : 8784 ) ; WRN#HRecQfZIZ gl (WRN ; NCBIEHFID :

7486 ) ; BFFtEE HHelios (IKZF2 ; NCBIEFID : 22807 ) -

B PE(E R
i B R AR

(0197 FHE—8EHHF - AGeH =D ~ da) ~ (1) ~ (1Ib) ~ (IIc) »
(I1d) ~ (ITe-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IlTa) ~ (I1Ib) ~ (ITlc) ~ (IT1Id) ~ B (Ille). L
ey~ RS EE E A7 B R BUI RV R e ARG B B BG 2 — B TEfE
BT AT AR e/ Bl B — B S AR M e e B BRER B2 g < — B AR
B~ JEARR] ~ BB e T o M s hn AR < FH B I w1 a5 2
THAEENK AR E (EILR 1 R VR N Z SR R e ki JE (BRI RE M
I i AR B O S e BRI R SR o U A — ST
B e AR E B BRI TN E (BIANGRIL X, et al., J Exp Clin
Cancer Res.(2018) 37:110) -~ fE—EEHER|F - R ite AEE H BCZARHHETNK
MRE S fE (PlangEat s Davis, et al., Semin Immunol (2017) 31:64 - 75 &

Chiossone, et al., Nat Rev Immunol.(2018) 18(11):671-688 ) - GITANAE(Treg).”
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HIH 2 Tregh 55 T JBCRE L7 A RE 0% S e AL L R A i iE Ui (B4n]e]
EE Plitas and Rudensky, Annu.Rev. Cancer Biol. (2020) 4:459-77 ; Tanaka and
Sakaguchi, Fur.J. Immunol.(2019) 49:1140-1146) -

[0198]  wJBLASCIRMt 2 (L&) ~ sRHEEEE [ olhiss 2B & 2 iEin
HEE R EECZER Z EHIEECD27 (NCBIAFID : 939) - CD70 (NCBIERH
ID : 970) ; CD40 (NCBIEKID : 958) -~ CD40LG (NCBIEXID : 959)
CD47 (NCBIERFID : 961 ) ~ SIRPA (NCBIEKID : 140885) ; CD48

(SLAMF2 ; NCBIEFID : 962) ~ SiEHE Kk E R E2 (TMIGD2 -
CD28H ; NCBIE[AID : 126259 ) -~ CD84 (LY9B ~ SLAMF5 ; NCBIERKID :
8832) ~ CD96 (NCBIEKID : 10225) ~ CD160 (NCBIENID : 11126) -
MS4A1 (CD20 ; NCBIERKID : 931) -~ CD244 (SLAMF4 ; NCBIEKID :
51744 ) ; CD276 (B7H3 ; NCBIEHID : 80381 ) ; =V-setds TAHRE &1L
+1 (VTCNI, B7TH4) ; V-settr iz 6i5z88 (VSIR ~ B7HS ~ VISTA ; NCBIER
ID : 64115) ; REEREHEZERE11 (IGSF11 ~ VSIG3 ; NCBIEHFID :
152404) BTS2 AE3ACAG1 (NCR3LGI ~ B7H6 ; NCBLEA
ID : 374383 ) ; HERV-H LTRE#H#2 (HHLA2 ~ B7H7 ; NCBIE[FID :

11148 ) ; FHEMTHHREILF% T (ICOS ~ CD278 ; NCBIERFID : 29851) ; &%
EETHIR LR FACRE (ICOSLG - B7H2 ; NCBIARID : 23308) ; TNFZ
B ER 54 (TNFRSF4 ~ OX40 ; NCBIEKRKID : 7293) ; TNFEFEL G4

( TNFSF4 ~ OX40L ; NCBIE[HID : 7292 ) ; TNFRSF8 (CD30 ; NCBIER

ID : 943) -~ TNFSF8 (CD30L ; NCBIAEHID : 944) ; TNFRSFI10A
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(CD261 ~ DR4 ~ TRAILRI ; NCBIEKID : 8797 ) ~ TNFRSF9 (CDI137 ;
NCBIEAID : 3604) ~ TNFSF9 (CDI137L ; NCBIERFID : 8744)
TNFRSFI10B (CD262 ~ DR5 ~ TRAILR2 ; NCBIEAID : 8795) -~ TNFRSF10

( TRAIL ; NCBIE[FID : 8743 ) ; TNFRSF14 (HVEM -~ CD270 ; NCBIEH
ID : 8764 ) ~ TNFSF14 (HVEML ; NCBIZEFID : 8740) ; CD272 (BKTHE
A FERER(BTLA) 3 NCBIEHID : 151888 ) ; TNFRSF17 (BCMA ~ CD269 ;
NCBIEHID : 608) -~ TNFSF13B (BAFF ; NCBIEFID : 10673 ) ;
TNFRSF18 (GITR ; NCBIEAID : 8784 ) -~ TNFSF18 ( GITRL ; NCBIE[H
ID : 8995) ; MHCZEIHIZAHEFFFIA (MICA ; NCBIEK]ID :

100507436 ) ; MHCEIRIZRLFHEI 5B (MICB ; NCBIERHFID : 4277 )
CD274 (CD274 ~ PDLI ~ PD-L1 ; NCBIERKID : 29126 ) ; f2FE4REstT1

(PDCD1 ~ PDI ~ PD-1 ; NCBIEAID : 5133) : iz THEAIAHEERES
4 (CTLA4 ~ CD152 ; NCBIEFID : 1493 ) ; CD80 (B7-1 ; NCBIEKFID :
941) ~ CD28 (NCBIERKID : 940) ; #HPEE A AHREREN5rF2 (NECTIN2 -
CD112 ; NCBIEKID : 5819) ; CD226 (DNAM-1 ; NCBIEIFID : 10666 ) ;
A K HE RIS AR PVRAIRERSHT 737 (PVR ~ CD155 : NCBIEAID :
5817) ; &PVRIHE R EERKEHE, (PVRIG ~ CD112R ; NCBIER]ID :
79037) ; HlIgkITIMIE ~ T4t e <z8s ( TIGIT ; NCBIEFID : 201633 )
ST EEREH kAR 24 (TIMD4; TIM4; NCBIEAID : 91937) ; A%l
A% imeEdiRE M z482 (HAVCR2 ~ TIMD3 ~ TIM3 ; NCBIEF]ID : 84868)

FHMREZR (LGALSY : NCBIZHID : 3965) : ME4IAE(E3 (LAGS
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CD223 ; NCBIERID : 3902) ; EUKEEKME Ly FRIEKE]

(SLAMFI1 ~ SLAM -~ CD150 ; NCBIEHFID : 6504)  HEERHFE9 (LY9 ~
CD229 - SLAMF3 ; NCBIZFID : 4063) ; SLAMZERK 86 (SLAMFG6 -
CD352 ; NCBIEEHID : 114836) : SLAMZFE R E7 (SLAMF7 ~ CD319 ;
NCBIEFID : 57823) : UL16454Z2 51 (ULBP1 ; NCBIEFID : 80329)
UL16554%E 52 (ULBP2 : NCBIERID : 80328) : ULIGAESEH3

(ULBP3 ; NCBIEFID : 79465) : i &s FHAMEs%Y1E (RAET1E; ULBP4;
NCBIELFID : 135250)  H&ls FHA %9716 (RAET1G; ULBP5; NCBIELA
ID : 353091) : {Hesfe B HAREs%)1L (RAETIL; ULBP6; NCBIELFID :
154064) ; &FHEREEREQEZRE - =(@lghl - AE4EER] (KIR -
CD158E1 ; NCBIEFID : 3811 » Hl40FFEEE EH (IPH-2102, IPH-4102)) ; #%
FUMREZEZHC1 (KLRC1 ~ NKG2A - CD159A ; NCBIEFID :

3821) : FAFAHPEEEE 1 28K] (KLRK] ~ NKG2D - CD314 ; NCBIELH
ID : 22914) ; TS EEEZHEC2 (KLRC2 ~ CD159¢ » NKG2C ; NCBI
RRID : 3822)  #FAREEE SRR 28 C3 (KLRC3 ~ NKG2E ; NCBIAH
ID : 3823) ; #FylfseEEE ZHEC4 (KLRC4 ~ NKG2F ; NCBIERID :
8302) ; A FHHREREIRE ORZE - lElghl - REMITERE]

(KIR2DL1 ; NCBIERFID : 3802) ; sxF4HREREIkE O 28 - (Elg
i~ REARTERE2 (KIR2DL2 ; NCBIEAID : 3803 ) ; fxF4HAEREIkEH
o . (Eig - R E4EERES3 (KIR2DL3 ; NCBIEFID : 3804) 7%

AMRERIEERE BB ae - =gl - KRAIAERELD (KIR3DL) | #F4HAgAe
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FEZRHZAED] (KLRDI ; NCBIAAID - 3824) - fx FHlfEAt SRR ZAEG]

(KLRGI : CLECI5A ~ MAFA - 2F1 : NCBIERID : 10219) ; BEERGLES]e
BEsEEEZRT (SIGLECT ; NCBIEAID : 27036) ; KiEREE4E Sl StEE 29

(SIGLECY : NCBIZKID : 27180) -

[0199] fe—&FHHIF » ASGeft 2D ~ da) ~ (a) ~ dIb) ~ (Ilc) ~

(IId) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (1lg) ~ (IIla) ~ (IIIb) ~ (IlIc) ~ (I1Id) ~ BY(IIle). {E
&)~ BB S F ez 2 B RE— B R TR AR M e e R B B2
AS 2 — B TR HER A SHIHIR—-ERT - PIrMETHHRAEHIFI M S e R E E
232 /5 E4HCD274 (CD274, PDLI, PD-L1) ; f2=CMEAAESE T 1ECAS2
(PDCDILG2, PD-L2, CD273) : A= M4HAE4ET"1 (PDCDL, PDIL, PD-1) ; 4%
METHEAHAEMERREE 94 (CTLA4, CD152) ; CD276 (B7H3) ; &V-sethi{ TAHAEE
{EHI#IT-1 (VTCN1, B7TH4) ; V-set% % 152 88(VSIR, BTHS, VISTA) © GyEER
E O R A 11 (IGSF11, VSIG3) : TNFRSF14 (HVEM, CD270) - TNFSF14
(HVEML) ; CD272 (B K THEMABHBAIBTLA)) + SPVRAHRA REEKRE I
(PVRIG, CD112R) ; HlIg RITIMI 2 THE &2 A5 (TIGIT) 5 S AHREIS(E3
(LAG3, CD223) : ARUFT % IR H4TAE M 7852 (HAVCR2, TIMD3, TIM3) : 27 f#
FEEEFRI (LGALSY) : AL TR Rk E AL 2hs - —(Flgh - RRAMERE]
(KIR, CD158E1) : #FHHIAERAFRE A2 « —Flghi « KEAERE]
(KIR2DLY) ; AR bk E Bk 28 ~ —(Flgh - R RMIEE2
(KIR2DL2) ; AR bk E AR 2 he ~ —Flght - R RMAERES
(KIR2DL3) © R FAiE R Bk E AR AZAS ~ = (Mlghk ~ R RMHEEE
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(KIR3DLI) « {E—SEFfuf|F - AR LG e EEE F i B (5l
— B TETHRR R SR e B 1 B2 B8~ — S R (e R BOE (BRI —E
T o PR TAHRERDS M: e e b A Bl EE 1 5o 8 B FE E R FRCD27 ~ CD70 ;
CD40 ~ CD40LG ; FHEMTAAEILREF(ICOS, CD278) ; FHE M TAAE LR
FACEE(ICOSLG, B7TH2) ; TNFZ 4B 57 ARk 514 (TNFRSF4, 0X40) ; TNFREZ
JERY E14 (TNFSF4, OX40L) ; TNFRSF9 (CD137) ~ TNFSF9 (CDI137L) ;
TNFRSF18 (GITR) - TNFSF18 (GITRL) ; CD80 (B7-1) ~ CD28 ; iEi# % (1 4
£ 4> F2 (NECTIN2, CD112) ; CD226 (DNAM-1) ; CD244 (2B4, SLAMF4) -
AR E B IR E B8 (PVRARERSHS 77+ (PVR, CD155) « REILIXu, et al., J
Exp Clin Cancer Res.(2018) 37:110 o

[0200] AE—EEFhapIH - AR (D ~ da) ~ (a) ~ (Ib) ~ (IIc)
(I1d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (Ilg) ~ (Illa) ~ (IIIb) ~ (Illc) ~ (IIId) - B (ITle).” 1k
Y~ BB EE BRI B (5B — B S TN KA O 1 o0 e i A B 2 1 B
2 RE < — B T E BRI SR —E T o B MENKARREHIHIM: 52 i Bh
EH R EER TR e EREO R - =Flg - REYHEERT (KIR,
CDI158E1) ; s T4l EikE O iRz ~ (Flgh - REAEREL
(KIR2DL1) ; #F4HREREERE O RZ8e - (#lghk - R EMIER2
(KIR2DL2) ; #&F4HREREERRE LR ZA ~ (Flghl - R EMHTERES
(KIR2DL3) ; # T4l REERE O RZ8e - =g - RRYER]
(KIR3DL1) ; #% F4HAmseeE EE288C1 (KLRC1, NKG2A, CD159A) 5 7 F-4HA

ERZEEZAED1 (KLRDI, CD94) ~ s F4HAEEE R R ZASG1 (KLRGI;
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CLECI5A, MAFA, 2F1) ; Iflzas &gk a8 387 (SIGLECT) © RIEER LS &g
fREEER9 (SIGLECY) « fE—SL &t » A HRHE AL &Y)BEEEE F

2 L BRI — B S TENK AR RIS M S P i A R 1 B2 8 . — B A e SR
BOEALE—EIE T o GIRENKARRIS M e ie BB E 0 22 88 EiECDI6
CD226 (DNAM-1) ; CD244 (2B4, SLAMF4) ; # F4Ii S E S ZEK]
(KLRK1, NKG2D, CD314) ; SLAMZIER 57 (SLAMF7) « L {fl#1Davis, et al.,
Semin Immunol.(2017) 31:64 - 75 ; Fang, et al., Semin Immunol.(2017) 31:37-54 ;
J Chiossone, et al., Nat Rev Immunol.(2018) 18(11):671-688 -

[0201) fE—ELEFfEpIT - —s SR i A R IGIE & & PD-L1
(CD274) ~ PD-1 (PDCDI1) - CTLA4 ~ S(TIGIT EHE (Hlabi et s B
ECHTRSHREY) ) HIFIHE] - fE— S EpI+ » —EE e EinE BRI T
PD-L1 (CD274) ~ PD-1 (PDCDI1) ~ CTLA4 ~ S{TIGIT . /NEI 5 #e 45 F- 1511751 o
L—Ehif > —HEEREREEFEEELAG  ELE (Fldis
BCH R B - BRSO ) IR -

[0202]  w]de4% 2 CTLA4Z HIIRIEIHYE FI EFE G TS ~ R -
BMS-986218 ~ AGEN1181 - E-F([5<Fl| B 37 (zalifrelimab) (AGEN1884) + BMS-
986249 ~ MK-1308 ~ REGN-4659 ~ ADU-1604 + CS-1002 ( {FUCEEH 4 Vpa(L
%)) ~ BCD-145 + APL-509 ~ JS-007 ~ BA-3071 ~ ONC-392 ~ AGEN-2041 -
HBM-4003 ~ JHL-1155 ~ KN-044 ~ CG-0161 - ATOR-1144 - PBI-5D3H5 - BPI-

002 ~ DL 24 B VEH|IEEIFPT-155 (CTLA4/PD-L1/CD28) ~ PF-06936308 (PD-1/
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CTLA4) ~ MGD-019 (PD-1/CTLA4) ~ KN-046 (PD-1/CTLA4) ~ MEDI-5752
(CTLA4/PD-1) ~ XmAb-20717 (PD-1/CTLA4) -~ [ AK-104 (CTLA4/PD-1) -

[0203] w4 2 PD-L1 (CD274)5¢PD-1 (PDCD1) Z HIfHIE(HY & F1 4
IR EE$T (pembrolizumab) ~ [E) K& B (nivolumab) ~ EK B fri(cemiplimab)
UCKEREE i (pidilizumab) ~ AMP-224 ~ MEDI0680 (AMP-514) ~ HrEE Z F| R EfR
(spartalizumab) ~ [A[45¥k Eif(atezolizumab) ~ 7 4EFK BEfr (avelumab) ~ {E F &5
$i(durvalumab) ~ BMS-936559 ~ fa[#5 4l B $77(cosibelimab) (CK-301) ~ fEZ=F]EE
Fri(sasanlimab) (PF-06801591) ~ & FI|¥k E&$1 (tislelizumab) (BGB-A317) ~ GLS-
010 (WBP-3055) ~ AK-103 (HX-008) ~ AK-105 ~ CS-1003 ~ HLX-10 ~ IgdBFI]E
Fri(retifanlimab) (MGA-012) ~ BI-754091 ~ EEHFI| BEfii(balstilimab) (AGEN-
2034) ~ AMG-404 ~ ¥ F B fr (toripalimab) (JS-001) ~ PHE B BT
(cetrelimab) (JNJ-63723283) ~ {ts5Ek B (genolimzumab) (CBT-501) ~ LZM-
009 ~ 1% F1 B8 (prolgolimab) (BCD-100) ~ ;& Z K| Eifr (lodapolimab) (LY-
3300054) ~ SHR-1201 ~ <5 F[¥E EHi(camrelizamab) (SHR-1210) ~ Sym-021 -
#ik&FIEE 7 (budigalimab) (ABBV-181) ~ PDI-PIK ~ BAT-1306 ~ Y 4ER& B
(avelumab) (MSB0010718C) ~ CX-072 ~ CBT-502 ~ 2Kl E&# (dostarlimab)
(TSR-042) ~ MSB-2311 ~ JTX-4014 ~ BGB-A333 ~ SHR-1316 ~ CS-1001 (WBP-
3155 ~ B IBF| B i (envafolimab) (KN-035) ~ {5 /| EE$7i(sintilimab) (IBI-308) -
HLX-20 ~ KL-A167 ~ STI-A1014 ~ STI-A1015 (IMC-001) ~ BCD-135 ~ FAZ-
053 ~ TQB-2450 ~ MDX1105-01 ~ GS-4224 ~ GS-4416 ~ INCB086550 ~

MAX10181 - EMHH] B3 (zimberelimab) (AB122) ~ HrE ZE Rk E T

252375PA.docx % 125 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

(spartalizumab) (PDR-001) ~ K#&RFAW02018195321 ~ W02020014643 -
W02019160882 ~ kWO02018195321 51 (L&) ~ DLK 245 B I HIFPT-155
(CTLA4/PD-L1/CD28) ~ PE-06936308 (PD-1/ CTLA4) - MGD-013 (PD-1/LAG-
3) ~ FS-118 (LAG-3/PD-L1) ~ RO-7247669 (PD-1/LAG-3) ~ MGD-019 (PD-
1/CTLA4) ~ KN-046 (PD-1/CTLA4) ~ MEDI-5752 (CTLA4/PD-1) ~ RO-7121661
(PD-1/TIM-3) ~ RG7769 (PD-1/TIM-3) ~ TAK-252 (PD-1/0X40L) ~ XmAb-20717
(PD-1/CTLA4) ~ AK-104 (CTLA4/PD-1) ~ FS-118 (LAG-3/PD-L1) ~ FPT-155
(CTLA4/PD-L1/CD28) ~ GEN-1046 (PD-L1/4-1BB) ~ j&ft#Ea (bintrafusp alpha)
(M7824 ; PD-L1/TGFB-ECi5; ) ~ CA-170 (PD-L1/VISTA) ~ CDX-527

(CD27/PD-L1) ~ LY-3415244 (TIM3/PDL1) ~ INBRX-105 (4-1BB/PDLI) « {f
—EFNE AT PD-LIIHIEI (BN TG - s50CA-170 ~ GS-4224 ~ GS-
4416 ~ K H1#E% & (lazertinib) (GNS-1480; PD-L1/EGFR) ©

[0204]  w]dL4e > TIGIT Z A & (1) & 45 B A L B i (tiragolumab)

(RG-6058) ~ #E1H K| EE$7 (vibostolimab) ~ 251X JE EE#i(domvanalimab)
(AB154) ~ AB308 ~ BMS-986207 ~ AGEN-1307 -

COM-902 ~ B(|UI = Al B (etigilimab) °

[0205]  w]dL4e 2 LAG3 ZHIHIEIHY E B 6115 S AR 1L B ST (leramilimab)
(LAGS525) -

[0206]  #0IAFEETTAAE(Treg) &1 B Treghn 25 n] B ELHHifE g R
FERTIE] B B AT ERE - B H¢0Plitas and Rudensky, Annu.Rev. Cancer Biol.

(2020) 4:459-77 ; Tanaka and Sakaguchi, Eur.J. Immunol.(2019) 49:1140-1146 - {f
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—EEHHIT - ASGEHZFD) ~ () ~ (a) ~ (Ib) ~ (lc) ~ (11d) ~ (Te-1) ~ (Ile-
2) ~ (1) ~ (Ig) ~ (a) ~ (IIb) ~ (c) ~ (11d) ~ BAle) Z(EEY) ~ BASZH L
HEsge b ATz 2 B (Rl — B il Treg S 2 HIIHI| S TregPraER — R T -

Treg IS0k T AT UK Se iz te B RGBT AR R 2 3 -

(0207 FE—SEHAT - ASGRE ALY ECHBEEE E a2 2 Bk
FA— B AE TreglIHIE— AL T o fE—EEHEH T TregillIFI R o] HlIF Tregts
B ERIET o AL —EHHET - TregflIHIR nle/b Treg 2 S HIIHIL)
fE © AE—SEEHEGIT  TreghlIHIR] o] FHEHATATRI KA B s RN R L E
7E © PRI TregfllIHIA &5 (HATRNCCR4 (NCBIENID © 1233) fEHIHIK T
B Z AR - Tkarosg¥HEEH ({4lkaros (IKZF1 ; NCBIZAID : 10320) ~
Helios (IKZF2 ; NCBIEAID : 22807 ) -~ Aiolos (IKZF3 ; NCBIEFID :
22806 ) ~ KEos (IKZF4 ; NCBIAL[AID : 64375) -

[0208] w445 2 Heliosfa il & B (I ELFE(H A RS

I-57 (Novartis) & 5~ W02019038717 ~ W02020012334 -
W020200117759 ~ &xWO02021101919F L&) -

[0209)] FE—SEHHT - AGRA ALY ECHBEEE F a2 2 Bk
FA—B i TreghR FM— AT o fE—ELEHHIT > TregfRIFERIARDARE - f£—
EEHHIT > Treghr BRI R A AR IFEMAIAEEE(ADCOYEN: - fE—%E
Fif 5 TreghrFfiaa (A& Fc TR UUE LR A HEBADCCEN: - f£—SL&EHu k]
10 TregPraR TR AIUAE- B2V = PI(ADC) © Treghr M| 2 P H IR EFE(HE

AFRFYCD25 (IL2RA ; NCBIEFID : 3559 ) ~ CTLA4 (CDI152 ; NCBIER
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ID : 1493) : GITR (TNFRSF18 : NCBIZ[A|ID : 8784) : 4-1BB (CD137 ;
NCBIERID : 3604) - 0X-40 (CD134 ; NCBIEKID : 7293) - LAG3
(CD223 : NCBIERID : 3902) -~ TIGIT (NCBIESFID : 201633) - CCR4
(NCBIEFID : 1233) - FCCR8 (NCBIZFID : 1237) -

[0210] fe—SEHEHIF - AT TregfllIHIR S Treghr R Bl & %
Medhas & £ 8 H i T YT < BEAE RSN R 2 fe < USSR IR &S &
Bz - C-CiEfRm (LR 254 (CCR4) ~ C-CERE@(LAZEZAET (CCRT) ~ C-CiH
et (LR 28 (CCRB) ~ C-X-CiEfgia (LM F 254 (CXCR4; CD184) »
TNFRSF4 (0X40) ~ TNFRSF18 (GITR, CD357) + TNFRSF9 (4-1BB, CD137) ~ 4
HEE I E TG ZE H4 (CTLA4, CD152) ~ 25U EARESE T (PDCDI, PD-
1) ~ iR E Lewis x (CD15s) ~ CD27 ~ BIyMZHE = hlk Bl K fAgh 1
(ENTPDI1; CD39) - & A iz Bta ikl <2 2 CHU (PTPRC; CDA45) ~ tHEEAIAERGHT
43 T-1 (NCAMI; CD56) - #Ef2ZL (SELL; CD62L) « B4 ZE R E jToE (ITGAE;

CD103) ~ /19 Z7Z#4(IL7R; CD127) « CD40J#4(CD40LG; CD154) - BEff 758

K

o (FOLRI) ~ Tl Z#GH (FOLR2) ~ &'&E HiF#LE 32 (LRRC32; GARP) »
IKAROSZ &§#152 (IKZF2; HELIOS) ~ &M ETHHREIL R T-(ICOS; CD278) »
MEAREE(E3 (LAG3; CD223) ~ #{LAERKTB1 (TGFBL) ~ ARIRT KA
2882 (HAVCR2; CD366; TIM3) + HIg K ITIMIs, > TAIH %% 2 #4(TIGIT) ~
TNFZB8#8 52 55k 2 1B (CD120b; TNFR2) ~ IL2RA (CD25) ~ s{HAHE -
[0211]  H#eT 2 Treghp FHICCR3FIAS < B HIRLFEHEARIRITX-1811

(GS-1811) (Jounce Therapeutics, Gilead Sciences) ~ BMS-986340 (Bristol Meyers
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Squibb) + S-531011 (Shionogi) + FPA157 (Five Prime Therapeutics) ~ SRF-114
(Surface Oncology) + HBM1022 (Harbor BioMed) ~ 10-1 (Oncurious) » Ff&7RpY
WO02021163064 ~ WO02020138489 + FrW02021152186H1 7 Fi#4

[0212]  O[#ET 2 Tregh Sl i CCRAFBS  H I EFEELAEFIEREE IR -

(0213] ] ~ PRk - KEHRIZRER MR T Z IR S e =T
WEHEIE R E (2 ABI40Binnewies ef al., Nat. Med. (2018) 24(5): 541-
550 1 WO2016049641) - FARFRaEEECEE TR IERIEIE B BadAE ~ Pt H AR
BEE RIS 2 58 7R TREM-1 (CD354 » NCBIEID : 54210)
TREM-2 (NCBIEKID : 54209) -« fE—ESEHuIF » Az 2 baPrsiE
B4 bz Z BRIl e A R PR e E R A A R T S A

$ATREM-15i88 ({HI4IPY159 ; R W02019032624h 7 £ 88 ) =¢

IATREM-2fi88 (BFI2IPY314 ; $E--AWO02019118513h “ frife ) -

BRI BGE{ET

[0214] fe—EFHHIF > ASGeft 2D ~ da) ~ (a) ~ dIb) ~ () ~
(IId) ~ (Ie-1) ~ (Ie-2) ~ (IIf) ~ (IIg) ~ (ITTa) ~ (IIIb) ~ (Ilc) ~ (IId) ~ B¢ (IMle)” {k
G~ LR %R bl 2 B R0 R (B (CDRRC Z B8R —ief T - wk
2 PR MECDIRELEE (=] B (H A PRI A6 ~ AD-IL24 ~ ZCHE fE (neratinib)
B~ 2 (tucatinib) (ONT 380) + BL}5%5 /T (mobocertinib) (TAK-788) ~ 3t F &
fE (tesevatinib) ~ Hfi ZEk BE §i (trastuzumab) (HERCEPTIN®) ~ Hfi %2k B A 44
{LP)(HLX-02) ~ 1% 45 B ffi(margetuximab) ~ BAT-8001 - 2R B

(pertuzumab) (Perjeta) ~ B5ZJE 5| = (pegfilgrastim) ~ RG6264 ~ JZC BT
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(zanidatamab) (ZW25) ~ | F &% (cavatak) ~ AIC-100 ~ $EFEZ K (tagraxofusp)
(SL-401) ~ HLA-A2402/HLA-AO201FR#I =M FAEE - 208 & (dasatinib) ~ {7
& B (imatinib) ~ [EZEELE (nilotinib) ~ ZEFIIE/E(sorafenib) ~ LEFEE
(Ienvatinib) FHisfig g - BLIL K (ofranergene obadenovec) ~ RHEE
(cabozantinib)FE - BEEE « AL-8326 ~ ZLJ-33 ~ KBP-7018 - £7JE% JE (sunitinib)$&
RECE ~ THMAHIT (pazopanib)fT4Y) ~ AGX-73 ~ B2 /T (rebastinib) ~ NMS-
088 * EPHEE(lucitanib)EBFZEE « Sk I-ZMR(midostaurin) ~ PEIN[ES
(cediranib) -~ ZEEE(dovitinib) ~ Hi4FE [E (sitravatinib) ~ E)LELE

(tivozanib) - FEEEFES e (masitinib) ~ ¥ K JEC (regorafenib) ~ HIGEEE
(olverembatinib) — FHEREES(HQP-1351) ~ REET - 49T (ponatinib) ~ Kk
SKESF B (famitinib) L-55 R FEES - CX-2029 (ABBV-2029) ~ SCB-313 ~ CA-170 -
COM-701 ~ CDX-301 ~ GS-3583 -~ [a[&fr& L (asunercept) (APG-101) ~ APO-010 -
MIETIN NA T ZAEEY) - W02016196388 ~ W02016033570 ~
WO02015157386 ~ W0O199203459 ~ W0O199221766 ~ W0O2004080462 ~
WO02005020921 ~ W0O2006009755 ~ W02007078034 ~ W02007092403 -
WO02007127317 ~ W0O2008005877 ~ W02012154480 ~ W02014100620 -
WO02014039714 ~ W0O2015134536 ~ W0O2017167182 ~ W0O2018112136 -
WO02018112140 ~ W0O2019155067 ~ W02020076105 ~ PCT/US2019/063091 -~
WO19173692 ~ W0O2016179517 ~ W0O2017096179 ~ W0O2017096182 ~
WO02017096281 ~ W02018089628 ~ W0O2017096179 ~ W0O2018089628 -

WO02018195321 ~ W02020014643 ~ W02019160882 ~ WO2018195321 -
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W0200140307 ~ W02002092784 ~ WO2007133811 ~ W02009046541 -

WO02010083253 ~ W0O2011076781 ~ W02013056352 ~ WO2015138600 -
WO02016179399 ~ W02016205042 ~ W0O2017178653 ~ W0O2018026600 -
WO02018057669 ~ W0O2018107058 ~ W02018190719 ~ W0O2018210793 -
W02019023347 ~ W02019042470 ~ W0O2019175218 ~ WO2019183266 -

W02020013170 ~ W02020068752 ~ Cancer Discov.2019 Jan 9(1):8 ; Kz Gariepy J.,

et al. 106th Annu Meet Am Assoc Immunologists (AAI) (May 9-13, San Diego,
2019, Abst 71.5)

[0215) AE—SEHuG|S > o]die ~ COMERCHE Bl &as/ N oy T
SBUIPBF-1662 ~ BLZ-945 ~ 55 4% [E(pemigatinib) (INCB-054828) ~ Z&{IIEF T
(rogaratinib) (BAY-1163877) ~ AZD4547 ~ ZEXI[% JC.(roblitinib) (FGF-401) ~ HEEX
Z B (quizartinib) _ESREZEE « SX-682 - AZD-5069 ~ PLX-9486 -~ [ LT
(avapritinib) (BLU-285) ~ JJE& [ (ripretinib) (DCC-2618) ~ {5 & Hhmfg
fig ~ JSP-191 ~ BLU-263 ~ CD117-ADC ~ AZD3229 ~ ZhI & C(telatinib) ~ jK &
fiIJE&(vorolanib) ~ GO-203-2C ~ AB-680 ~ PSB-12379 ~ PSB-12441 - PSB-
12425 ~ CB-708 - HM-30181A ~ 5#2/b1EZ= (motixafortide) (BL-8040) ~
LY2510924 ~ fi#l];/b#&(burixafor) (TG-0054) ~ X4P-002 ~ B X% /DR
(mavorixafor) (X4P-001-10) ~ 4/ h1E (plerixafor) ~ CTX-5861 - JXREGN-5678
(PSMA/CD28) o

[0216] FE—EFHEWI - o[ A% 2 COMERCHE = Bl fLiE/ N (e 580k -
sE ST H R 2ZEE R E I Ty ~ SLHU fH(eltrombopag) ~ Fifth B4 F (rintatolimod)

BX_ICLC (NSC-301463) ~ Riboxxon ~ [H{3¥(Apoxxim)  RIBOXXIM® - MCT-
C252375PA.docx % 131 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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465 ~ MCT-475 ~ G100 ~ PEPA-10 ~ & 2% 550 (eftozanermin alfa) (ABBV-
621) ~ E-6887 ~ B FL B (motolimod) ~ T PHIEE R (resiquimod) ~ B/ HfLEE
(selgantolimod) (GS-9688) ~ VTX-1463 - NKTR-262 + AST-008 - CMP-001 ~ [&&
EEEL{E (cobitolimod) ~ FZE E & (tilsotolimod) ~ FIjfE 54 (litenimod) ~ MGN-
1601 ~ BB-006 ~ IMO-8400 ~ IMO-9200 - . 5E4%F (agatolimod) ~ DIMS-9054 -
DV-1079 ~ EjFt5{E (lefitolimod) (MGN-1703) ~ CYT-003 - ZPUL-042 -
[0217] FE—FHEGIF - o] 8% 2 COERCHE m B ELFE RS - sE0ftA
At B (tafasitamab) (MOR208; MorphoSys AG) ~ [RIELFIEEfi(Inebilizumab)
(MEDI-551) ~ [u[#E¥REE i (obinutuzumab) ~ IGN-002 ~ FI[ZZE B F{(rituximab)4
YRl (PF-05280586) ~ F.EE ANEE$(varlilumab) (CDX-1127) ~ AFM-13
(CD16/CD30) ~ AMG330 ~ FE4F5) - ¥E B (otlertuzumab) (TRU-016) ~ />34
B} (isatuximab) - JE/EE$ (felzartamab) (MOR-202) ~ TAK-079 ~ TAK573 ~ 72
1B 5 (daratumumab) (DARZALEX®) ~ TTX-030 - ZETT & B $i(selicrelumab)
(RG7876) -~ APX-005M - ABBV-428 - ABBV-927 ~ JKk{&FI|EE#{(mitazalimab)
(JNJ-64457107) ~ AHE&EIE(lenziluma) - figEE Bk (alemtuzuma) ~ Y IEE EHT
(emactuzumab) - AMG-820 - FPA-008 ( FLEb#7EEFi(cabiralizumab) ) -~ PRS-343
(CD-137/Her2) ~ AFM-13 (CD16/CD30) -~ HEEH {58, ] (belantamab
mafodotin) (GSK-2857916) ~ AFM26 (BCMA/CD16A) ~ 3%# - (simlukafusp
alfa) (RG7461) - EXg& EHi(urelumab) ~ EE|/KEHT (utomilumab) (PF-
05082566) ~ AGEN2373 ~ ADG-106 ~ BT-7480 ~ PRS-343 (CD-137/HER2) ~

FAP-4-1BBL (4-1BB/FAP) ~ & E & E i (ramucirumab) - CDX-0158 - CDX-0159
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S FSI-174 ~ Ig$i1 B fi(relatlimab) (ONO-4482) ~ LAG-525 - MK-4280 ~ R FI[EE
fri(fianlimab) (REGN-3767) ~ INCAGN2385 -~ E HTE i (encelimab) (TSR-033) ~
B Yk B i (atipotuzumab) ~ BrevaRex (Mab-AR-20.5) - MEDI-9447 ( &
fri(oleclumab) ) ~ CPX-006 ~ IPH-53 ~ BMS-986179 ~ NZV-930 - CPI-006 ~
PAT-SC1 ~ 77& Efi(lirilumab) (IPH-2102) ~ $17[E5 EE$i7(lacutamab) (IPH-4102) ~
LA PR BT (monalizumab) ~ BAY-1834942 - NEO-201 (CEACAM 5/6) ~ H#(1311)
FaiiH > BE 7 (apamistamab) (1311-BC8 (lomab-B)) ~ MEDIO562 (#2{AFIFEEET
(tavolixizumab) ) ~ GSK-3174998 ~ INCAGN1949 - BMS-986178 + GBR-8383 ~
ABBV-368 ~ 3 Eif7(denosumab) ~ BION-1301 - MK-4166 - INCAGN-1876 -
TRX-518 ~ BMS-986156 ~ MK-1248 ~ GWN-323 ~ CTB-006 ~ INBRX-109 ~
GEN-1029 ~ 5 5B fri(pepinemab) (VX-15) ~ jK & EE i (vopratelimab) (JTX-
2011) ~ GSK3359609 - {5 F/|E$i(cobolimab) (TSR-022) - MBG-453 -
INCAGN-2390 ~ K ~AW02017096179 ~ W02017096276 ~ W02017096189 ~
K& W02018089628 5 7 (L&) -

[0218) fE—ELFhufd » nJ4tf 2 CORERCEE R B e FEdiRER L - 3540
CD19-ARTEMIS -~ TBI-1501 ~ CTL-119 huCART-19 T4{f ~ 1iso-cel ~ F|EE &
# (lisocabtagene maraleucel) (JCAR-017) ~ 75+ E & (axicabtagene ciloleucel)
(KTE-C19, Yescarta®) ~ 5B ZE(KTE-X19) ~ US7741465 ~ US6319494 -
UCART-19 ~ ik H & ZE (tabelecleucel) (EBV-CTL) ~ &k B AREZE-T
(tisagenlecleucel-T) (CTLO19) ~ CD19CAR-CD28-CD3(-EGFRt-F A T4HAT

CD19/4-1BBLEZECAR T4fE#% % ~ C-CAR-011 ~ CIK-CAR.CD19 -

252375PA.docx % 133 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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CD19CAR-28-{ T4fiifg ~ PCAR-019 ~ MatchCART ~ DSCAR-01 ~ IM19 CAR-T -
TC-110 ~ $iCD19 CAR THHAE L ( BT MM AHRE E 9% - Universiti
Kebangsaan Malaysia ) ~ $iCD19 CAR THHAEEE (MM FRARAEM: B s/
JEE AT S K MESE - University Hospital Heidelberg ) ~ $1CD19 CAR TR £
(FFERIL-672EH ~ J&9iE » Shanghai Unicar-Therapy Bio-medicine Technology ) ~
MB-CART2019.1 (CD19/CD20) ~ GC-197 (CD19/CD7) + CLIC-1901 ~ ET-
019003 ~ #71CD19-STAR-T4HE - AVA-001 - BCMA-CD19 cCAR
(CD19/APRIL) ~ ICG-134 ~ ICG-132 (CD19/CD20) ~ CTA-101 ~ WZTL-002 ~ &&
EH1CD19/41CD20 CAR TAHAE (& M-pREmEk M B /BRI ERE ) ~ HY-
001 ~ ET-019002 ~ YTB-323 ~ GC-012 (CD19/APRIL) ~ GC-022 (CD19/CD22) ~
CD19CAR-CD28-CD3(-EGFRtZ&¥H Tn/mem ~ UCAR-011 ~ ICTCAR-014 ~ GC-
007F ~ PTG-01 ~ CC-97540 ~ GC-007G ~ TC-310 ~ GC-197 ~ FEEFKEZE-T -
CART-19 ~ EpE EKEZE(CTL-019)) ~ $1CD20 CAR TAHAEHE L (FFET RN
WERE) ~ MB-CART2019.1 (CD19/CD20) ~ WZTL-002&£5$7CD19/477CD20
CAR-T4HAE ~ ICG-132 (CD19/CD20) ~ ACTR707 ATTCK-20 ~ PBCAR-20A -
LB-1905 + CIK-CAR.CD33 ~ CD33CART -~ # & BCMA/{7CD38 CAR T4} E
7%~ CART-ddBCMA ~ MB-102 ~ IM-23 ~ JEZ-567 ~ UCART-123 ~ PD-1E: R 5|
bR T4OAERE A (Bi#EE/NSCLC) ~ ICTCAR-052 ~ Tn MUC-1 CAR-T -
ICTCAR-053 ~ PD-1ERXFf# Tl £ (8EE/NSCLC) ~ AUTO-2 ~ §i
BCMA CAR T#4HRE#E L ~ Descartes-011 ~ $TBCMA/$7CD38 CAR T4HAEE £ -

CART-ddBCMA ~ BCMA-CS1 ¢cCAR ~ CYAD-01 ( NKG2DfiLgsEHEm%]) ~ KD-
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045 ~ PD-L1 t-haNK » BCMA-CS1 cCAR -~ MEDI5083 ~ $;{CD276 CART ~ K15

SRFAWO020120790005; WO02017049166 5 2 52

THEE47 (CD47 5
H—EEHH T > ASGRHE 2D ~ (a) ~ (Ia) ~ (Ib) ~ (Ic) »

(I1d) ~ (ITe-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IlTa) ~ (I1Ib) ~ (ITlc) ~ (IT1Id) ~ B (Ille). L

[0219]

&)~ BHEREE FuREs2 2 B HREL N 2 HIRIE—EE R T+ CD47 (TAP -
MERG6 ~ OA3 ; NCBIEFID : 961) - CD47HIFHIE EHEF5EF1CD47 mAb
(Vx-1004) ~ Hii AZECD47 mAb (CNTO-7108) ~ CC-90002 ~ CC-90002-ST-001 ~
NEE{EITCD4 741 A8 5cCD47fHER % ~ NI-1701 ~ NI-1801 ~ RCT-1938 -

ALX148 ~ SG-404 ~ SRF-231 ~ X TTI-621 - ZE4MyI7R M CD4 74 fe B i CC-
90002 ~ FEFEEE B (magrolimab) (Hu5F9-G4) ~ AO-176 (Vx-1004) ~ a5 KB
#ii(letaplimab) (IBI-188) (&L &L ) ~ AffEiHEHi(lemzoparlimab) (TJIC-
4) ~ SHR-1603 ~ HLX-24 ~ LQ-001 ~ IMC-002 ~ ZL-1201 ~ IMM-01 -~ B6H12 -
GenSci-059 ~ TAY-018 ~ PT-240 ~ 1F8-GMCSF ~ SY-102 ~ KD-015 ~ ALX-148 ~
AK-117 ~ TTI-621 ~ TTI-622 ~ S5 xFAW0199727873 ~ W0199940940 -

W02002092784 ~ W02005044857 ~ W02009046541 ~ WO2010070047 -

111149135

W02011143624

WO02014087248

W02016024021

W02016188449

WO02017121771

(C252375PA. docx

~ W02012170250 -

~ W02015191861 -

~ W02016081423 -

~ W02017027422 -

~ W02017194634 -

WO02013109752 -

W02016022971

WO02016109415 -

W02017049251

WO02017196793

W02013119714 ~

~ W02016023040 -

WO02016141328 -

~ W02017053423 -

~ WO2017215585 ~

135 B > 3t 344 EH(SEHEEREEE)
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WO2018075857

WO2018137705

W02019042119

WO02019108733

WO02019179366

W02019238012

~ W02018075960

~ W02018233575

~ W02019042285

~ W02019138367

~ W02019184912

~ W02019241732

~ W02018089508 -

~ W02019027903

~ W02019042470 ~

~ W02019144895 -

~ WO2019185717 ~

~ W02020019135 ~

WO02018095428 -

~ W02019034895 -

W02019086573 -

WO02019157843 -

W02019201236 -

W02020036977 -

W02020043188 ~ FzW02020009725F 2 L&Y - fE—LSEHEf|+ - CDATH|IE]

{%RRx-001 ~ DSP-107 ~ VT-1021 ~ IMM-02 + SGN-CD47M -~ 5SIRPa-Fc-

CDA40L (SL-172154) » f£—2E @ » CDA7HIHIE % BB E DT
S EHEHI > CDATHIHIEI (I [RICDA7 2 555

sHU1IBI-322 (CD47/PD

[0220] EMPLES
-L1) ~ IMM-0306 (CD47/CD20) ~ TJ-L1C4 (CD47/PD-
L1) ~ HX-009 (CD47/PD-1) ~ PMC-122 (CD47/PD-L1) ~ PT-217 -
(CD47/DLL3) ~ IMM-26011 (CD47/FLT3) ~ IMM-0207 (CD47/VEGF) ~ IMM-
2902 (CD47/HER2) ~ BH29xx (CD47/PD-L1) ~ IMM-03 (CD47/CD20) ~ IMM-
2502 (CD47/PD-L1) ~ HMBD-004B (CD47/BCMA) - HMBD-004A

(CD47/CD33) ~ TG-1801 (NI-1701) ~ B¢NI-1801 -

SIRPa#E o] |
[0221] fE—SEHHT - AR (D) ~ (Ta) ~ (1) ~ (1Ib) ~ (lc) »

(I1d) ~ (ITe-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IlTa) ~ (I1Ib) ~ (ITlc) ~ (IT1Id) ~ B (Ille). L

G~ RS b2 Z B RBL T AR T ¢ SIRPa#ljEH| (NCBIEA
D : 140885 : UniProt P78324) - G344~ SIRPa#fl[F 7] & 5 U fESIR Paillifk]

5 136 H » 3 344 HEEHHREAE)

(C252375PA. docx
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7| > SE4NAL-008 ~ RRx-001
0189) ~ ES-004 - BI-765063 ~ ADU1805 -

{5 F - AT/ NSIR Poel (]l {4 £t

WO02007133811
WO02013056352
WO2017178653
WO02018190719

WO02019175218

FLT3R{e50H

[0222]

» W02009046541

~ W02015138600

~ W02018026600

~ W02018210793

~ W02019183266

+ }CTX-5861 > K $iSIRPafifs

CC-95251

~ W02010083253

~ W02016179399 -

~ W0O2018057669 -

~ W02019023347 ~

~ W02020013170 ~

SEUIFSI-189 (GS-

~ Q-1801 (SIRPa/PD-L1) -
A FIAOW0200140307 ~ W02002092784 -

~ W02011076781 -

W02016205042 -
WO02018107058 -
w02019042470 -

K W02020068752 -

H—EEHH T > ASGRHE 2D ~ (a) ~ (Ia) ~ (Ib) ~ (Ic) »

(11d) ~ (Tle-1) ~ (Ile-2) ~ (IIf) ~ (Ig) ~ (ITa) ~ (ITIb) ~ (Ilc) ~ (IT1d) ~ B%(1Te)Z (L

V)~ BB EE F A7 2 B R BAFL T3R(E B —ile i T « fE—
At ey~ B

~, @,—L—uq—
EER

FEgI > ASGRM 2 G ~ B
W02020263830 Z FLT3L-Fegf = H—ile i T « AL —EH BT > AR

Zbay) -~ BEH E

2 EalRERz 2

EE G -

BRAEAFLT3ACAE —iER T - fi—5&8
HEGEE R 2 B R BRI A

A==

g b ulhE 2 B EAGS-35838(CDX-301 —jEf& T » f£—1E

BHaIT » ASGRME ALY » BB EE B2 2 B (R HLGS-3583—tE ik

¥ o

TNF*Z

(C252375PA. docx

%137 H

FEHESE A0202
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(0223] fe—&FHHIF > ASGeft 2D ~ da) ~ (a) ~ dIb) ~ () ~
(11d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IIa) ~ (IIIb) ~ (Illc) ~ (11Id) ~ B(Ille) {L:
G~ RS BTz B (R B TNFZ RS R R(TNFRSF)Rk & 2 fie
SR —H#efe T > PI TYI—2 3 2 (esfl - TNFRSFIA (NCBIEAID :
7132 ~ TNFRSF1B (NCBIZ[AID : 7133) - TNFRSF4 (0X40 - CD134 : NCBI
ELAID : 7293) ~ TNFRSF5 (CD40 : NCBIELNID : 958) - TNFRSF6

(FAS » NCBIESAID : 355) ~ TNFRSF7 (CD27 + NCBIEAID : 939) -
TNFRSF8 (CD30 » NCBIZ[NID : 943) - TNFRSF9 (4-1BB - CD137 ~ NCBI
ELAID : 3604) - TNFRSF10A (CD261 * DR4 ~ TRAILRI + NCBIZEE[AID :
8797) - TNFRSF10B (CD262 - DR5 ~ TRAILR2 + NCBIEA|ID : 8795) -
TNFRSF10C (CD263 + TRAILR3 * NCBIEL[KNID : 8794) - TNFRSF10D

(CD264 ~ TRAILR4 + NCBIE[A|ID : 8793) - TNFRSF11A (CD265
RANK - NCBIZNID : 8792) -~ TNFRSF11B (NCBIE[AID : 4982) -
TNFRSF12A (CD266 ~ NCBIESKID : 51330) ~ TNFRSF13B (CD267 * NCBI
ELAID : 23495) - TNFRSF13C (CD268 ~ NCBIE[AID : 115650) -
TNFRSF16 (NGFR - CD271  NCBIE[AID : 4804) - TNFRSF17 (BCMA -
CD269 + NCBIZEAID : 608) - TNFRSF18 (GITR - CD357 » NCBIE[AID :
8784) - TNFRSF19 (NCBIZ[AID : 55504) - TNFRSF21 (CD358 - DR6
NCBIE[AID : 27242) - K TNFRSF25 (DR3 - NCBIE[XID : 8718) -

[0224] T34~ H{TNFRSF4 (OX40)5i A4~ & 1 FEMEDI6469

MEDI6383 ~ R F[PE EEFHT(MEDI0562) ~ MOXR0916 ~ PF-04518600 ~ RG-
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7888 ~ GSK-3174998 - INCAGN1949 - BMS-986178 - GBR-8383 - ABBV-368 -
o R A WO02016179517 ~ WO02017096179 ~ WO2017096182 -
WO02017096281 ~ Kz WO02018089628 1% o

[0225)  A[3L3GFHYHTNFRSFS (CD40) {1 > B {8 $ERG7876 ~ SEA-
CD40 - APX-005M ~ FzABBV-428 -

[0226] A{F—EFifd » HLTNFRSF7 (CD27)#iA8 FLEKE DL
(varlilumab) (CDX-1127){& 0] L35 -

[0227) TOJ4L3&FH9HTNFRSFO (4-1BB, CDI137)ii e EHAEE « Bl
HE B i (urelumab) ~ EE/KEH{(utomilumab) (PF-05082566) -+ AGEN-2373 ~ Hi
ADG-106 -

[0228] fr—iLFhifl4 - L& TFHITNFRSF17 (BCMA)$1AEGSK-
2857916 o

[0229] EJ4L$EFAY$LTNFRSF18 (GITR)#iBE . & & FEMEDI1873
FPA-154 ~ INCAGN-1876 - TRX-518 - BMS-986156 ~ MK-1248 ~ GWN-323 »
DA Rz 3% Be3 0 AW 02017096179 ~ WO2017096276 ~ WO2017096189 ~ F7
WO02018089628F% o fF—LbE i+ » IL¥ 5 TNFRSF4 (OX40) 5z TNFRSF18
(GITR) Z 8B 1 ERaS 4G T o HERHRS (R W 02017096179 K
WO02018089628 -

[0230]  wJ4LH% 2 8 a TNFRSFZERL 8B 2 BEFF TS FLFEPRS-343
(CD-137/HER2) ~ AFM26 (BCMA/CD16A) ~ AFM-13 (CD16/CD30) - B[R s

FT(REGN-1979; CD20/CD3) ~ AMG-420 (BCMA/CD3) - INHIBRX-105 (4-
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1BB/PDLI1) ~ FAP-4-IBBL (4-1BB/FAP) ~ 1 Z B {1 (plamotamab) (XmAb-
13676; CD3/CD20) ~ RG-7828 (CD20/CD3) ~ CC-93269 (CD3/BCMA) ~ REGN-

5458 (CD3/BCMA) ~ IMM-0306 (CD47/CD20) -

TGFbi& A
(0231] fE—&EF/HEHF > A5G Z20D ~ da) ~ (1) ~ dIb) ~ (o) »
(I1d) ~ (Tle-1) ~ (Tle-2) ~ (IIf) ~ (IIg) ~ (ITa) ~ (ITIb) ~ (Illc) ~ (I11d) ~ B(1Mle) 1k
G~ LR R b2 LB R TGRS il — e T - AE— L HHuf+
TGFPIEIAIATGER R IENAS - TGFRFF R IEHUAS 1 (E A PTE Eir FH AR
R R E TR AR R R 5B

2018/1293295% K =B A 559,518, 11257 g - £ —EEHEHIS - TR

%

L FAPCTIEY 4 HH %QA\%?E%WO

TUEIsE & Z TGFR/ERARRHIR(LAP) » SI40TGFB 1-LAP © TGFB 1 LAPFFE M4
A% H {58 F P s S fla <esk o B 1 R aRE LR 2 RS Rk B B Ie% B0
E B F 58,198,411 257 5L B HF55 10,017,567 5% R E o A— LB HE (]

1 TCFRFE TR LIRSS IR MR 20 (I (K TR BAL R E AH 4 s B
T 22 SEEETGF (HIAITGER 1) - fe—EEHEHF - TGFRIEFIAILIAR
EHoEE R SE & £ TGFR (FIZITGER 1)« AE—ESFHERIT - TGFRIEHTRIH
BT i L SRS MR G40 A < SE S sk < TEIRTGEB. (/B (R TGEB 1)
HYE(E  fE—EEHEAIT - TCFRIEHIRIFHE I P HIRR - MESS - BUEEMIR
5 (PIaEEAERES ) 2 BRTGEB (FIAIVERTGFS 1) HYE(L -
HE—EEHT - TCFRIEFTAHE H/BRTGFR4E & 2 H (LTBP)IHENE R TGFB

(PIAOERTGER 1) HYE(L - AE—EEHa It - TGRRHEHUEFE B a0z
252375PA.docx % 140 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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EEIHA]5510,000,5725% 5 ZEEH-AEHE EEH(GARPIHETERTGFR ({1
WVEIRTGFB 1) BY/E(L » AE—SEEHIF - TCFRIEFTAIHRARGX-115 - fE—L
BHepI - TCGFBIEHTIRIASK-181 o fE—LLEHEHIT - TCFRIEHTA ARy B4
B ZLAP-TGFRE GV Z FUBIARRAIR(LAPYIUAS « AE—SEHEFIT > HiLAPHT
AT RS o 2 AR NMEE (ECM) B ERT B < 54 <0 4% T Z LAP-TGFB &
ey - E—EEH AT - FILAPHURGHr RIS & £ PR MERE T 2 Fi
AR (FEARITAIRE(Treg) ~ FEREAHRN ENGAIAE - 508 Rl
HdHAE ) BYRE L ZLAP-TGFRE &) - AL —EEHEHT - FILAPHIAR{ATLS-
O - AE—EEEHEMIT - JILAPHURRRF RIS & EAEIAREE T ZLAP-
TGFREEY) - fE—EEHHIT - JILAPHIRR(ATLS-025188 » fE—SEHE
1> TGRS & TCGFRZAG « A —LEH BT > TCFRHETIEATGFRZAG-
FeRtaEH o AE—SEHEAIT - TCRREATUEIAIE - HESTGFRZAE - AT H
AR I Z SHRP K A 2 A1 2 TGFRZ A8 < TGFBIEH TR 5 I 4IPCTEY

PEAFEFETWO 2019/113123 A1 WO 2019/113464 A1 -

B B TARE (i as

(0232] fe—5&FHHF > ASGeft 2D ~ da) ~ (a) ~ dIb) ~ () ~
(IId) ~ (Ie-1) ~ (Ie-2) ~ (IIf) ~ (IIg) ~ (ITTa) ~ (IIIb) ~ (Ilc) ~ (IId) ~ B¢ (IMle)” {k
G~ SCHEEE E a7 BRI R R TR ks (PI0FRBAFe) 5
TICD3ERR MRS (BIAEAFe) —fEfT - I 2 fRMEICD3 %R 52
Vi B st BITE AL FEH X £ BEFi(duvortuxizumab) (JNJ-64052781; CD19/CD3)

AMG-211 (CEA/CD3) ~ AMG-160 (PSMA/CD3) ~ RG7802 (CEA/CD3) ~ ERY-
C252375PA.docx % 141 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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974 (CD3/GPC3) ~ PF-06671008 ( #5%5Z/CD3) -~ APVO0436 (CD123/CD3) ~ #
B2k B fri(flotetuzumab) (CD123/CD3) ~ B & JE B (REGN-1979; CD20/CD3) ~
MCLA-117 (CD3/CLEC12A) ~ INJ-0819 ([mEE/CD3) -~ INJ-7564 (CD3/Mn#:
'H) ~ AMG-757 (DLL3-CD3) - AMG-330 (CD33/CD3) ~ AMG-420
(BCMA/CD3) ~ AMG-427 (FLT3/CD3) ~ AMG-562 (CD19/CD3) ~ AMG-596
(EGFRVIII/CD3) ~ AMG-673 (CD33/CD3) ~ AMG-701 (BCMA/CD3) ~ AMG-757
(DLL3/CD3) - AMG-211 (CEA/CD3) -~ Ff#E B (blinatumomab)

(CD19/CD3) ~ huGD2-BsAb (CD3/GD2) ~ ERY974 (GPC3/CD3) ~ GEMoab
(CD3/PSCA) ~ RG6026 (CD20/CD3) ~ RG6194 (HER2/CD3) ~ PF-06863135
(BCMA/CD3) ~ SAR440234 (CD3/CDw123) ~ JNJ-9383 (MGD-015) ~ AMG-424
(CD38/CD3) ~ & & B (tidutamab) (XmAb-18087 (SSTR2/CD3)) ~ INJ-63709178
(CD123/CD3) ~ MGD-007 (CD3/gpA33) ~ MGD-009 (CD3/B7H3) ~ IMCgp100
(CD3/gp100) ~ XmAb-14045 (CD123/CD3) ~ XmAb-13676 (CD3/CD20) -~ EJE
F1(XmAb-18087; SSTR2/CD3) ~ KILE P EH(CD3/EpCAM) ~ REGN-4018
(MUC16/CD3) ~ Bk [E| EE 77 (mosunetuzumab) (RG-7828; CD20/CD3) -~ CC-
93269 (CD3/BCMA) ~ REGN-5458 (CD3/BCMA) ~ GRB-1302 (CD3/Erbb2) ~
GRB-1342 (CD38/CD3) ~ GEM-333 (CD3/CD33) - g/ » HiCD3%E &2 2
Mo+ BAEGRA B Fe o G Ay I M s =M TR Rt s # )
CD3 R AIAS it FEREtHRA TR - EFEHIAICD19 (FIaIRE 2 =8 ht)
CD33 ({X1AMG330) : CEA ({I4IMEDI-565)  ZAGHsH B sletR Il 72

#21 (ROR1) (Gohil, et al., Oncoimmunology.(2017) May 17; 6(7):€1326437) ; PD-
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L1 (Horn, et al., Oncotarget.2017 Aug 3; 8(35):57964-57980) ; EGFRVIII (Yang,

et al., Cancer Lett.2017 Sep 10; 403:224-230) -

BERF SR R = M B AR T(NK) A Rt es
[0233] fE—EFhafld » AR ) ~ (Ta) ~ (Ta) ~ (Ib) ~ (Ic)

(I1d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (Illa) ~ (IlIb) ~ (IlIc) ~ (IIId) ~ E(Ille).” (L
e~ BHEEEE [ REsz 2 B REIRT T 512 R RMENK YA 577225 (BiKE)
=R MENKAHAE #REe5(TrKE) (a0~ BAFe) R RS (PlnE
HFc) &7 * NKAMDE(EZAE (FIOCDI6A ) ~ CHIEGHERZh

( CD94/NKG2C -~ NKG2D - NKG2E/H ~ FzNKG2F) -~ RIR4HpEE M a

(NKp30 ~ NKp44 - FtNKp46) ~ @& F4RECAIGEERR 28 (NKp6S -
NKp80) ~ FeizfgFeyR (M EIRS(REMEAMEN: ) ~ SLAMZKEZEG ({7
412B4 ~ SLAM6 - SLAM7) - i F4AlEREEE G ZE(KIR) (KIR-2DS
JKIR-3DS) ~ DNAM-1 + F2CD137 (41BB) » A[4L4& FRIzRIFMH1CD 1 6845 2
MEHi B ~ BiKE - st TriKEfFEAFM26 (BCMA/CD16A) 5z AFM-13

(CD16/CD30) - fi1F N » HiCD164h & ERF £ 77+ i AA B A B AFc « AldL
5T AR B MR ey M ENK A A 7R as BE (R CD 16 K A1 AN SCRfT it~ — B 2 T e
MRIHUR - BFEFIZICDI9 ~ CD20 ~ CD22 ~ CD30 ~ CD33 ~ CDI123 - EGFR -
EpCAM - #IFEfTFESGD2 ~ HER2/neu ~ HLASEIIAY « FFFOLRI o BiKE & TriKE
&t A 4D Felices, et al., Methods Mol Biol. (2016) 1441:333 - 346 ; Fang, et

al., Semin Immunol.(2017) 31:37-54 -
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MCLIHREATHEET T > BCL2ZRAA(MCLL 7]

[0234] fe—&FHHF > ASGeft 2D ~ Ja) ~ (a) ~ dIb) ~ () ~
(11d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IIa) ~ (IIIb) ~ (Illc) ~ (11Id) ~ B(Ille) {L:
G~ LR g E T2 BRI A 2 AIRIA—#ERe T - MCLIGHAE A TR
§iF > BCL25g#ERY S (MCL1 ~ TM ; EAT ; MCLIL; MCLIS; Mcl-1 ;
BCL2L3; MCL1-ES; bcl2-L-3 ; mcll/EAT : NCBIZEA]ID : 4170) © MCL1HI#]
Bl B U T 72 B W (tapotoclax) (AMG-176) ~ AMG-397 ~ S-64315 ~ AZD-
5991 ~ 483-LM + A-1210477 ~ UMI-77 » JKY-5-037 » PRT-1419 + GS-9716 ~ K%

22 A WO02018183418 ~ W0O2016033486 ~ FzWO020171474105% -

SHP 241151

[0235] AE—EFhafpls - AR (D ~ da) ~ (a) ~ (Ib) ~ (IIc)
(11d) ~ (Tle-1) ~ (Ie-2) ~ (1If) ~ (Ig) ~ (Ila) ~ (IIb) ~ (IIc) ~ (I11d) ~ B(IMle)~ {E
&)~ BCHESSE Rz 2 B REL N 2 HIGIE—E T+ O R BTG
JE<ZE811%! (PTPN11 ; BPTP3 « CFC » IMML - METCDS - NSI « PTP-ID -
PTP2C ~ SH-PTP2 + SH-PTP3 ~ SHP2 ; NCBIEAID : 5781) o SHP2H[I%I7]
EHEFETNO155 (SHP-099) ~ RMC-4550 ~ JAB-3068 ~ RMC-4630 ~ F 3% 24

FAWO02018172984 ;2 WO2017211303 3 -

S M AHANAEREE 1 (HPK 1 )HUIHIER] K [ A
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[0236] {E—EFHEHIF - AR 2 (D ~ (Ta) ~ (ITa) ~ (Ib) ~ (Ic)
(I1d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (Ilg) ~ (Ila) ~ (IIIb) ~ (Illc) ~ (I1Id) ~ B (IMe) {k
iy~ SNBSS RO B R T RIS T - B EE(REH
B HE1 (MAP4K] ~ HPK1 ; NCBIERID : 11184) - 75 tHAHAM
i1 (HPK DRI 2 & AR IS {EA PR W02020092621 ~ WO2018183956
WO02018183964 ~ W0O2018167147 ~ WO2018049152 ~ W02020092528
W02016205942 ~ W0O2016090300 ~ WO2018049214 ~ WO2018049200 -

WO02018049191 ~ W02018102366 ~ WO2018049152 ~ &ZWO02016090300 7 Ay #it

& o

AHREH C (E SR SR (ASK )R

[0237] fE—&EF/HEHF > A5G 220D ~ da) ~ (1) ~ (Ib) ~ (o) »
(I1d) ~ (Tle-1) ~ (Tle-2) ~ (IIf) ~ (IIg) ~ (ITa) ~ (ITIb) ~ (Illc) ~ (I11d) ~ B(1Mle) 1k
G~ BB EE a2 C B R BASKHIFIR —E i T - PInEEE(LE
NSNS (MAP3KS ;5 ASKI ~ MAPKKKS + MEKKS ; NCBIERID :
4217) = ASK T B FEHEZ% LR AU WO2011008709 (Gilead Sciences)

WO 2013112741 (Gilead Sciences) 3 ©

Bruton (X R s BTK)SIIHIE
[0238] fE—&FTHEHIF > AR Z0D ~ da) ~ (1a) ~ (Ib) ~ (o) »
(I1d) ~ (Tle-1) ~ (Tle-2) ~ (IIf) ~ (IIg) ~ (ITa) ~ (ITIb) ~ (Illc) ~ (I11d) ~ B(1Mle) 1k

&Yy~ BCHEEE ey B G HI Z HlIHIE—#EE T - Bruton KBS R
252375PA.docx % 145 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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B§ (BTK - AGMXI1 ~ AT ~ ATK ~ BPK ~ IGHD3 - IMD1 - PSCTK1 ~ XLA ;
NCBIEHID : 695)  BTKH|IHIE] 2 EHIEFE(S)-6-FA%-9-(1-(T -2- R A) LI
TE-3-55)-7-(4- K E FHFKE)-TH-EIS-§(9H)-HF ~ [ JE (acalabrutinib) (ACP-
196) ~ JE1H [T (zanubrutinib) (BGB-3111) ~ CB988 - HM71224 ~ {K & B
(ibrutinib) ~ M-2951 (X% [S(evobrutinib) ) ~ M7583 ~ EH1% [E(tirabrutinib)
(ONO-4059) ~ PRN-1008 - 5]#%% & (spebrutinib) (CC-292) ~ TAK-020 ~ 4%
J&(vecabrutinib) ~ ARQ-531 ~ SHR-1459 - DTRMWXHS-12 ~ PCI-32765 ~ K

TAS-5315 -

JHIZE (5 (R L B CDK )i
[0239) £ —SEEFHEHIE » ASHREEZ 2D ~ (Ta) ~ (a) ~ (ITb) ~ (ITc) »
(I1d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (ITIg) ~ (IITa) ~ (I1Ib) ~ (ITIc) ~ (IIId) ~ B (I1le)” {E
&) - S TR B T T T B ey
it (CDK1 ~ CDC2 ; CDC28A; P34CDC2; NCBIE[AID : 983 ) ; EHAE H{(cHE
M2 (CDK2 ~ CDKN2 ; p33(CDK2) ; NCBIERFID : 1017) ; #HHAIEA{K
#IEMEE3 (CDK3 : NCBIERID : 1018) 5 JHIZE (4 I #Ng4 (CDK4 -
CMM3 ; PSK-J3; NCBIEFID : 1019) ; FHHAE G {csEM:54l6 (CDKG6 -
MCPHI12 ; PLSTIRE ; NCBIEHID : 1021) ; #EHAE O e85 lis7
(CDK7 ~ CAK ; CAKI1; HCAK ; MOI15; STK1; CDKN7; p39MO15; NCBIE A
2 1022) -~ sAHAE H RSS9 (CDK9 ~ TAK ; C-2k ; CTK1; CDC214;

PITALRE ; NCBIEFID : 1025) - CDK1+2~3-~4+6~7 ~ F/39 7 {IF]%

FIFER H EE 4 (abemaciclib) ~ [ R P (alvocidib)(HMR-1275 ~ £HISERE
C252375PA docx 5146 B o It 344 H(3EHHEREAE)
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(flavopiridol) ) ~ AT-7519 ~ #HAREFl|(dinaciclib) ~ Y {HEEHr(ibrance) ~ FLX-
925 ~ LEE0O1 ~ tH{&EPE[E(palbociclib) ~ [LI#HEAfi(samuraciclib) ~ i EAf
(ribociclib) ~ ¥ B ffi(rigosertib) ~ FEFA{H (selinexor) ~ UCN-01 ~ SY1365 ~ CT-
7001 ~ SY-1365 ~ GI1T38 ~ >KPHPE/C (milciclib) ~ gL PEF(trilaciclib) ~ B H &%

(simurosertib) 7K &%)(TAK931) ~ TG-02 -

H3 HL 2 B2 S (D DRI

[0240] AFE—SEHET » ASERA (D) ~ (Ta) ~ (Ta) ~ (1Ib) ~ (lc) »
(I1d) ~ (ITe-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IlTa) ~ (I1Ib) ~ (ITlc) ~ (IT1Id) ~ B (Ille). L
ey~ R EE E ez Z BRI T Y 2 HIHIRIsH & - ARG iRl
Wl 1 (DDRI1 ~ CAK ~ CD167 ~ DDR ~ EDDRI » HGK2 ~ MCK10 ~ NEP -
NTRK4 - PTK3 ~ PTK3A - RTK6 ~ TRKE ; NCBIERKID : 780) ; K&/ExEE
H 382 Ae g R mE2 (DDR2 ~ MIG20a ~ NTRKR3 ~ TKT ~ TYROIO -
WRCN : NCBIEAID : 4921) - DDRH:NHIM] 2 & HIE G/ E Kz S8R
AW02014/047624 (Gilead Sciences) ~ US 2009-0142345 (Takeda
Pharmaceutical) ~ US 2011-0287011 (Oncomed Pharmaceuticals) ~ WO

2013/027802 (Chugai Pharmaceutical) ~ &z W02013/034933 (Imperial Innovations)

hE -

HIE E3RE e ig AR e E )
[0241] fE—SEHHT - AGeH =D ~ da) ~ (1) ~ (1Ib) ~ (IIc) »

(I1d) ~ (Ie-1) ~ (Ile-2) ~ (IIf) ~ (Ig) ~ (IITa) ~ (ITIb) ~ (Illc) ~ (ITId) ~ B (Ile) {k:
252375PA.docx % 147 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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Gy~ EHEEE R B A B3R S TRELIS R Y — IR T - AR
GYEA BEEQE Gy RE3HAIE G S (FHNAHARE TE g%
(IAP) ( BIZIXIAP - c-IAP1 ~ c-IAP2 -~ NIL-IAP - Bruce * B {#E ) B33 &4
Bg45 &8l ~ Von Hippel-Lindau E3)Z Z#: &H8(VHL&E G ENMy - ZZEMHFEEZ
ZRAMBEET Y - /NE RS 2[EEYI(MDM2) E3)Z £ SRS &8 )
H O] BInaE o2 2R A A B hiAS i m B O 2 [ R - fE—LeEhaf+ -
SR B3 S TACA G Y B S B S A S ATl 2 B VB 2 B A 8BS & B
KE3REGTERC RS EAE G Ely - (E— R Ehap - e E3RSTEI R aa S
HREAE SR T2 B HE 2 R EE G a7 - ColREUEENB (CBLB ;
Cbl-b ~ Nbla00127 ~ RNF56 ; NCBIEFID : 868) FitEsAE AT 1XE Ta
(HIFIA ; NCBIERFID : 3091) - fE—LLEhaf+ - B3RS RES
YL EEEHIRIR] (BIIBTK L B0, Ny eI B R E3 9 S RB AL AR s &
i) - REIIWO02018098280 - L —LbE i HIF - HME3 B AEACAE RS
BERERREGEN TR AL- D)4 IRAK-4) ; PS4 A g
(RAF > 5%1c-RAF -~ A-RAF - F/5{B-RAF) - c-Met/p38 - E{BRDEH 2454
By RE3REGTRACASEAE G BNy o R AIWO02019099926 -
W02018226542 ~ WO2018119448 ~ W02018223909 ~ W02019079701 o T LLH%
M A B3R S BEAURS BE G AR I P20 W 02018237026 -
W02019084026 ~ WO2019084030 ~ W0O2019067733 ~ W02019043217 -

W02019043208 ~ &zW020181446493 -

SHEE 1A LERES(HDAC)HIHIE]
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[0242] fE—SEHHT - ASERA 22D ~ (Ta) ~ (Ta) ~ (1Ib) ~ (lc) »

(I1d) ~ (ITe-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IlTa) ~ (I1Ib) ~ (ITlc) ~ (IT1Id) ~ B (Ille). L

=,

G~ BHESEE Bz 2 BRI MY AR T - (ER A LGRS
BIan4HE 52 ZEEEE9 (HDACY ~ HD7 ~ HD7b ~ HD9 ~ HDAC - HDAC7
HDAC7B + HDACYB + HDACYFL - HDRP ~ MITR : #:FID : 9734) - HDAC
IR 2 B ERER HEf - ACY-241 ~ AR-42 ~ BEBT-908 ~ HAREI -
CKD-581 ~ CS-055 (HBI-8000) - CUDC-907 (FEKEM) ~ BEss=Eh -

s fih ~ BLFESEAL ~ IHELEIME ~ HIEEAD - ZEPHaMINI-26481585) ~ BoKGH
fifl ~ FrFteafi - SHP-141 ~ NIXEZ(VAL-001) ~ {RITEEM « BEainT ~ EoRE
i ~ RJEUEGEIM -

5| Effe -IEERE - 2, 3- NS l&(IDO1 )7

[0243] fE—EFHHF > ASGeft 2D ~ da) ~ (a) ~ (Ib) ~ () ~
(11d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IIa) ~ (IIIb) ~ (Illc) ~ (11Id) ~ B(Ille) {L:
G~ BHEEE E ARz ZB R MY 2 AR R T - 05|02, 3- g
fif1 (IDO1 ; NCBIELAID : 3620) - IDO1IIH > B B FEBLV-0801 ~ {{i
Hi7fth(epacadostat) ~ W% 2 fit(linrodostat) (F-001287, BMS-986205) + GBV-
1012 ~ GBV-1028 + GDC-0919 ~ 15| I:EL{#(indoximod) ~ NKTR-218 + EANLG-
9197 f&5 i ~ PF-06840003 ~ IRIHZEMRSTA M)(SN-35837) ~ B KB
(resminostat) ~ SBLK-200802 + FshIDO-ST + EOS-200271 ~ KHK-2455 ~ KLY-

3381916 -
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Janus FE(JAK) S5 E]
[0244] AfE—EFhapIH - ASGRE 2D ~ da) ~ (a) ~ (Ib) ~ (IIc)

(I1d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (ITIg) ~ (IITa) ~ (I1Ib) ~ (ITIc) ~ (IIId) ~ B (I1le)” {E
ey~ SR EE F R BRI T Y 2RI — R T ¢ JanusiEligl

(JAK1 ~ JAKI1A ~ JAKIB -~ JTK3 ; NCBIEKID : 3716) ; Janus)&lig2

(JAK2 ~ JTK10 ~ THCYT3 ; NCBIERID : 3717) ; K/2Janus k3

(JAK3 ~ JAK-3 ~ JAK3_HUMAN -~ JAKL - L-JAK ~ LJAK ; NCBIEKID :
3718) o JAKH|IFE 2 EHIEFEATI283 ~ AZD1480 ~ EEGES [T (baricitinib) ~
BMS-911543 ~ J3%5 2 (fedratinib) ~ ZXEE(GLPG0634) ~ HZEE
(gandotinib) (LY2784544) ~ INCB039110 (& E(itacitinib) ) ~ KM E
(lestaurtinib) ~ FZE%EF T (momelotinib) (CYTO0387) ~ &% [E(ilginatinib)IH T /&

EEE(NS-018) ~ 1HIHES B (pacritinib) (SB1518) ~ F7IERS JE (peficitinib)

4

(ASPO15K) ~ F£2ZZE [E (ruxolitinib) ~ LA E (tofacitinib) ( ELIEREE

(tasocitinib) ) ~ INCB052793 ~ k7 XL019 -

PR AL = (ERS R E 5 (LOXL )]

[0245] fE—&EFT/HEHIF > A5G 20D ~ da) ~ (1) ~ (Ib) ~ (o) »
(I1d) ~ (Tle-1) ~ (Tle-2) ~ (IIf) ~ (IIg) ~ (ITa) ~ (ITIb) ~ (Illc) ~ (I11d) ~ B(1Mle) 1k
G~ BHESEE BTz 2 BRI A AR T« LOXLEH » fld
LOXL1 (NCBIEHID : 4016) ~ LOXL2 (NCBIEAID : 4017) ~ LOXL3

(NCBIZAID : 84695 ) ~ LOXL4 (NCBIEFID : 84171) ~ K/sKLOX
252375PA.docx % 150 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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(NCBIENRID : 4015) - LOXL2HJI#EH| 2 FHIEFEWO 2009017833 (Arresto

Biosciences) ~ WO 2009035791 (Arresto Biosciences) ~ &z WO 2011097513 (Gilead

Biologics)fi#ll ~ fifs °

EE - BECBMMP)HIHE
[0246] AE—EEFhafpIH - AR 2 (D ~ da) ~ (a) ~ (IIb) ~ (IIc)

(I1d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (ITIg) ~ (IITa) ~ (I1Ib) ~ (ITIc) ~ (IIId) ~ B (I1le)” {E
e ~ BHEREE [ REs2 2 IR ELEVE & B IR (MMP)  HIHIE—iE T - B
YO NAZ f{IEE] - MMP1 (NCBIESRID : 4312) ~ MMP2 (NCBIA[RID :
4313 ) ~ MMP3 (NCBIELKID : 4314) ~ MMP7 (NCBIEFID : 4316) -~
MMP8 ( NCBIEKID : 4317) ~ MMP9 ( NCBIELKXID : 4318) ; MMP10
(NCBIEFID : 4319) ; MMP11 (NCBIERKID : 4320) ; MMP12 ( NCBIE:
[NID : 4321 ) ~ MMP13 (NCBIEKID : 4322) -~ MMP14 (NCBIEIAFID :
4323 ) ~ MMP15 (NCBIERKID : 4324) -~ MMP16 (NCBIEFID : 4325) -
MMP17 (NCBIEFID : 4326) ~ MMP19 (NCBIEFID : 4327 ) ~ MMP20
(NCBIEFID : 9313) ~ MMP21 (NCBIERID : 118856) -~ MMP24 (NCBI
FNID : 10893 ) ~ MMP25 (NCBIEKID : 64386) - MMP26 ( NCBIEKR
ID : 56547 ) ~ MMP27 (NCBIEFID : 64066) -~ kz/EiMMP28 ( NCBIE:[A
ID : 79148 ) - MMPOH|IEE| ~ FHIE+E E 17 B 5]t (marimastat) (BB-2516) ~ 7
F& 5]t (cipemastat) (Ro 32-3555) ~ GS-5745 ( ZZ{E P i(andecaliximab) ) ~ k&

SZ BB WO 2012027721 (Gilead Biologics)H13 -

(C252375PA. docx % 151 E ’ #\: 344 E(”é&‘?%%ﬁ%%)
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RAS K RASES TSI

[0247] fe—EFHHIF > ASGeft 20D ~ da) ~ (a) ~ dIb) ~ () ~
(11d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IIa) ~ (IIIb) ~ (Illc) ~ (11Id) ~ B(Ille) {L:
G~ RS EE E TRz C BRI T 2 IR T - KRASJREURE A
» GTPfi§ (KRAS : SZ4NS : NS3; CFC2; RALD ; K-Ras ; KRASI; KRAS2;
RASK2; KI-RAS ; C-K-RAS : K-RAS2A; K-RAS2B; K-RAS4A; K-RAS4B; c-Ki-
ras2 ; NCBIE[NID : 3845) : NRASHEUERN (GTPHE) (NRAS: X4
NS6 : CMNS ; NCMS ; ALPS4; N-ras : NRAS1; NCBIEAID : 4893 ) E(HRAS
JFREFIR - GTPE§ (HRAS : X CTLO : KRAS : HAMSV : HRASI;
KRAS2; RASH1; RASK2; Ki-Ras ; p21ras; C-H-RAS : c-K-ras ; H-RASIDX : ¢-
Ki-ras : C-BAS/HAS ; C-HA-RAS1; NCBIZENID : 3265) - RasflIFIH a4 %
tE R (PIOEsRIHIR ) Bk (PIGTPRIIHIR] ) fEek EilifRas - 1£
—EFHHIF - MIEEEL R Ras B E 2 —NZfEEH » PILHIIHIEGER
Ras - Raf (A-Raf + B-Raf + C-Raf) * MEK (MEK1 + MEK?2) * ERK - PI3K -
AKT » FmTORA Z —Bi%% o o[ 7 PRt K-RaslIHIH B R S LA A
(sotorasib) (AMG-510) + COTI-219 + ARS-3248 + WDB-178 - BI-3406 - BI-
1701963 ~ SML-8-73-1 (G12C) ~ [ ZEf&$iI 54t (adagrasib) (MRTX-849) + ARS-
1620 (G12C) ~ SML-8-73-1 (G12C) ~ {E&%3144 (G12D) + Kobe0065/2602 (Ras
GTP) » RT11 » MRTX-849 (G12C) + k;K-Ras(G12D)EEfZMANHIIL - FfE
KRpep-2J:KRpep-2d - 7RI KRAS mRNAFIHIFI B FETIKRAS Ul #EH

AZD-4785 ~ siG12D-LODER™ ~ K siG12DH4ME o B 4E5% il 151 MEKSI&17]
C252375PA.docx % 152 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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BFEERCET - FIWEE ~ PD-0325901 ~ JRIGEE - RG-7304 ~ 5=E)C ~
FEEC ~ REZEAH LU RS o a7 fRtRaf B AG 15 A &
#£BGB-283 ~ HM-95573 » LXH-254 ~ LY-3009120 ~ RG7304 ~ }x TAK-580 - A]
3G FIRMHEERKHIE B EFELTT-462 ~ LY-3214996 ~ MK-8353 ~ H) KT
(ravoxertinib) ~ K {B17%5 /S (ulixertinib) o 0] 4G 7 fl7RM:Ras GTPEGHIIHI] EL1E
B AT o A4S 2GR PIBKHIHI B A5 S E i (idelalisib) (Zydelig®) ~ 32
FeEEr At (alpelisib) ~ AiHE 1 (buparlisib) ~ 752 E 4 (pictilisib) ~ SKE A
(inavolisib) (RG6114) ~ ASN-003 - F]2L35% > FlRMEAK THIGIEI ISR LM &
GSK2141795 © A48 il PI3K/mTORH &I 1 557 %841 (dactolisib) ~ B4
>l i (omipalisib) - EAfi(voxtalisib) ~ F5i% & /1 (gedatolisib) ~
GSK2141795 ~ GSK-2126458 ~ HKE1(RG6114) ~ FE 557 (sapanisertib) -
ME-344 ~ puggsas] (LRZRIESECTT » FBRE) ~ FiIZEK=F (racemetyrosine)
(TYME-88 ( mTOR/&[ffitZ2P450 3A4 ) ) -~ tHEZES S (temsirolimus)
(TORISEL®, CCI-779) ~ CC-115 - 22355 (onatasertib) (CC-223) ~ SF-1126 ~ &
PQR-309 (WiokEAfi(bimiralisib)) - £ —ELF I - A CDKN2AZESE
Ras§BEEEAE (FIAOINSCLC) HIHE LA MEKHIIHIE] =] 578 o ke CDK4/64]I#]
BN TEPE R A% o BLBI40Zhou, et al., Cancer Lett.2017 Nov 1; 408:130-137 -
EEAN > K-RAS K 2255 8GN-RAS 0] FE 1A 0] ZTER BB 1/ 2/4 {15 B A AR e AR

/> o EF40Booth, et al., Cancer Biol Ther.2018 Feb 1; 19(2):132-137 -

BERYVE TR B E I MEK )R]
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[0248] fE—&EFTHEHIF > A5G 220D ~ da) ~ (1) ~ (Ib) ~ (o) »
(11d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (Illa) ~ (IIIb) ~ (IIIc) ~ (I1Id) ~ B¢ (IIe) 2 (E
G~ LR g Bz Z BRI T IR T BEYEE(RES
% EE7 (MAP2K7 ~ INKK2 + MAPKK7 + MEK - MEK 7 » MKK7 -
PRKMK?7 ~ SAPKK-4 + SAPKK4 ; NCBIZAID : 5609) - MEKH|IHI7H]> &
BfEZERGE -~ #FEEE - FILEE(GDC-0973, XL-518) ~ MT-144 ~ FXE[E
(AZD6244) ~ ZHIIEIE ~ HIRET(GSK1120212) ~ fEE B+ [E ~ PD-

0325901 ~ JRMEEES - LTT462 ~ AS703988 -~ CC-90003 ~ KIm A E -

BT L3-8 PI3K {0

[0249)  {E—ELEFHERIT » ASHREEZ KD ~ (Ta) ~ (ITa)  (ITb) ~ (IT) ~
(IId(ITe-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IMTa) ~ (IlIb) ~ (III¢) ~ (I1Id) ~ B(Ile) (b &
Py~ LB b AT ROT Y BB T BT ¢ DR A4, 5- e
T3-S (I RLTT » IR E-4,5- S B 3 - N (L M
B ra (PIK3CA ~ CLAPO ~ CLOVE ~ CWS5 » MCAP ~ MCM ~ MCMTC -
PI3K -~ PI3K-o ~ p110-0 ; NCBIEFID : 5290) ; GhEASHEALEE-4,5- 2R EE3-%
Bl b2 B rp (PIK3CB ~ P110BETA - PI3K - PI3KBETA -~ PIK3C1 ;
NCBUARID © 5291) 5 GASHAAEE-4,5- S 3- S e L1 2 B Ty
(PIK3CG -~ PI3CG - PI3K - PI3Ky ~ PIK3 ~ p110y ~ p120-PI3K ; Z[F]ID :
S494) 5 /ST -4, S A 3 OGN (LI 2R TS (PIK3CD »
APDS -~ IMD14 ~ P1103 ~ PI3K ~ p110D » NCBIEKID : 5293) - fF—LEf

B - PI3KHIHIE{ZIZ PIBKAIHIE] - PISKHHIRE < B {FHIEFEACP-319 ~ AEZA-
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129 ~ AMG-319 ~ AS252424 -~ AZD8186 ~ BAY 10824391 ~ BEZ235 ~ fifHE#h
(BKM120) ~ BYL719 (&4 ) ~ CH5132799 ~ ZHIEffi(copanlisib) (BAY
80-6946) ~ F4EEAf(duvelisib) ~ GDC-0032 ~ GDC-0077 ~ GDC-0941 ~ GDC-
0980 ~ GSK2636771 ~ GSK2269557 ~ X {EE:4(Zydelig®) ~ INCB50465 -~ IPI-
145 ~ TP1-443 ~ IPI-549 ~ KAR4141 ~ L.Y294002 ~ LY3023414 ~ MLN1117 -
OXY111A ~ PA799 ~ PX-866 ~ RG7604 ~ ¥ &1 ~ RP5090 ~ RP6530 -
SRX3177 ~ Z&HrEfr(taselisib) ~ TG100115 ~ TGR-1202 (CRAREAR
(umbralisib) ) ~ TGX221 ~ WX-037 ~ X-339 ~ X-414 ~ XL147 (SAR245408) ~
XL499 - XL756 ~ JBS 5 {#Z (wortmannin) ~ ZSTK474 ~ K fli i
WO02005113556 (ICOS) ~ WO 2013/052699 (Gilead Calistoga) ~ W0O2013116562
(Gilead Calistoga) ~ W02014100765 (Gilead Calistoga) ~ WO2014100767 (Gilead

Calistoga) ~ &xW02014201409 (Gilead Sciences)F ~ {E&Y) -

HER s e B BT (S Y KU AR

[0250)] E—ESFHHIF AR 2 (D ~ (Ta) ~ (Ia) ~ (IIb) ~ (Ic) ~
(11d) ~ (Tle-1) ~ (Tle-2) ~ (IIf) ~ (Ig) ~ (IMa) ~ (ITIb) ~ (ITIc) ~ (ITId)  BY(IMle).~ (L
&)~ BCHESSE ARz 2 B REL NI 2 GBI — i T« M RR RS R BERL
M (SYK ~ p72-Syk » NCBIEAID : 6850) - SYKHIHIE] & FlfiH6-(1H-15]
-6 N-(4-NIRUF B RE DRI £ 1, 2-a R85 ~ BAY-61-3606 ~ ZEEESIE
(cerdulatinib) (PRT-062607) ~ & %2 (entospletinib) ~ {1 [T (fostamatinib)

(R788) ~ HMPL-523 ~ NVP-QAB 205 AA ~ R112 ~ R343 - #£ & (tamatinib)

252375PA.docx % 155 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

(R406) ~ HTEE E(ASN-002) ~ Kz teigaii iAUS8450321 (Gilead Connecticut) K7

US201501756167F% -

FASEZAG(TLR) (e 00k
[0251] fE—SEHE4F8Bry » AR AL 2= (D) ~ (Ta) ~ (I1a) ~ (1Ib) ~

(Ilc) ~ (11d) ~ (Tle-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IITa) ~ (IIIb) ~ (IIl¢) ~ (IIId) ~ B (11le)
ZAbay) ~ R R T2 2 BRI 2 A (TLR) Z (e B —ife i 7 » B
WA AEx0m @ TLR1 (NCBIEFID : 7096 ) ~ TLR2 ( NCBIEFID :
7097 ) ~ TLR3 (NCBIEFID : 7098 ) ~ TLR4 (NCBIERID : 7099 ) -~ TLRS5
(NCBIERID : 7100) ~ TLR6 (NCBIEAID : 10333 ) -~ TLR7 (NCBIEH
ID : 51284) -~ TLR8 (NCBIERFID : 51311 ) ~ TLR9 (NCBIERFID :
54106) ~ Fz/5{TLR10 (NCBIENID : 81793) - o] A% FAYTLR7{ERH 2 &
FIEFEDS-0509 ~ GS-9620 (4f/DE{E (vesatolimod) ) ~ &fE/DE{ERE{LIY) ~ LHC-
165 ~ TMX-101 (BREEEE: ) ~ GSK-2245035 ~ FH P E A (resiquimod) ~ DSR-
6434 ~ DSP-3025 ~ IMO-4200 ~ MCT-465 ~ MEDI-9197 ~ 3M-051 ~ SB-9922 ~
3M-052 ~ #FEE(Limtop) ~ TMX-30X » TMX-202 ~ RG-7863 ~ RG-7795 - BDB-
001 ~ DSP-0509 ~ F 4 IF A~ E&%) + US20100143301 (Gilead

Sciences) ~ US20110098248 (Gilead Sciences) ~ kzUS20090047249 (Gilead
Sciences) ~ US20140045849 (Janssen) ~ US20140073642 (Janssen) -
W02014056953 (Janssen) ~ W02014076221 (Janssen) ~ W02014128189
(Janssen) ~ US20140350031 (Janssen) ~ W0O2014023813 (Janssen) ~

US20080234251 (Array Biopharma) ~ US20080306050 (Array Biopharma) ~
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US20100029585 (Ventirx Pharma) ~ US20110092485 (Ventirx Pharma) ~
US20110118235 (Ventirx Pharma) ~ US20120082658 (Ventirx Pharma) -
US20120219615 (Ventirx Pharma) ~ US20140066432 (Ventirx Pharma) -
US20140088085 (Ventirx Pharma) ~ US20140275167 (Novira Therapeutics) ~ k2
US20130251673 (Novira Therapeutics) o H] 2:4& THJTLR7/TLR{E X {ANKTR-
262 o O] LFEFHYTLRS(ERH] ~ B FEFEE-6887 ~ IMO-4200 ~ IMO-8400 ~
IMO-9200 ~ MCT-465 ~ MEDI-9197 ~ Zf. 5% (motolimod) ~ FHPHEEEF - GS-
9688 ~ VTX-1463 ~ VTX-763 ~ 3M-051 ~ 3M-052 ~ Kz "y FaE R~ {E&9)
US20140045849 (Janssen) ~ US20140073642 (Janssen) ~ W0O2014/056953
(Janssen) ~ W02014/076221 (Janssen) ~ W0O2014/128189 (Janssen) ~
US20140350031 (Janssen) ~ W0O2014/023813 (Janssen) ~ US20080234251 (Array
Biopharma) ~ US20080306050 (Array Biopharma) ~ US20100029585 (Ventirx
Pharma) ~ US20110092485 (Ventirx Pharma) ~ US20110118235 (Ventirx

Pharma) ~ US20120082658 (Ventirx Pharma) ~ US20120219615 (Ventirx

Pharma) ~ US20140066432 (Ventirx Pharma) ~ US20140088085 (Ventirx

Pharma) ~ US20140275167 (Novira Therapeutics) ~ fzUS20130251673 (Novira
Therapeutics) o ] 3 FHYTLRERE] >~ FHIEFEAST-008 ~ CMP-001 ~ IMO-
2055 ~ IMO-2125 ~ Fl[fg 545 (itenimod) ~ MGN-1601 ~ BB-001 ~ BB-006 ~ IMO-
3100 ~ IMO-8400 ~ IR-103 ~ IMO-9200 -~ [H[#T. 54 (agatolimod) ~ DIMS-9054 -
DV-1079 ~ DV-1179 ~ AZD-1419 ~ &j#tE{E (leftolimod) (MGN-1703) ~ CYT-

003 ~ CYT-003-QbG10 ~ ZPUL-042 - TLR3{E 0|~ B FlE T 17 =
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(rintatolimod) ~ poly-ICLC ~ RIBOXXON® + Apoxxim » RIBOXXIM® - IPH-33 -

MCT-465 ~ MCT-475 ~ FzND-1.1 o

it et B I U ( TKT)

(0252] fe—&EHHF > ASGeft 2D ~ da) ~ (a) ~ dIb) ~ () ~
(11d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IIa) ~ (IIIb) ~ (Illc) ~ (11Id) ~ B(Ille) {L:
G~ BCELRE SR b T2 2 B R R R RS IR AR (TKD—#E% T - TKIHT$E
[R5 574 RN T2 A2 (EGFR) ) ke BEIAR AE RN (FGF) ~ MV/IMRET4 £ RN
T-(PDGF) ~ RI'E WA RN T(VEGF) 23245 - TKIZ B IR fEEAFREFTE
% C (afatinib) ~ ARQ-087 (fH%E%5/C (derazantinib) ) - asp5878 ~ AZD3759
AZDA4547 ~ {HEFE E(bosutinib) ~ HFEEIT ~ REEE ~ PAHUEA - TesEilE
(crenolanib) ~ # A2 (dacomitinib) + Z/VEIE - HZEEJE - E-6201 - [HEE
JE (erdafitinib) ~ HZE%FE (erlotinib) ~ T IEEF [ (gefitinib) ~ FFEE(ASP-
2215) ~ FP-1039 ~ HM61713 ~ #2558 [E(icotinib) + HEEJE  KX2-391 (Src) »
AL [E(lapatinib) ~ RAE[E ~ 2E0GEE ~ SKIEZAHE ~ JEZ/EAfi (nintedanib) ~
ODM-203 ~ BAEE(AZD-9291) ~ ELVEIE ~ K [E(poziotinib) ~ HEFEE
JE ~ fil% % E (radotinib) + ZEPHEF/T (rociletinib) + 2% ML /E (sulfatinib) (HMPL-
012) ~ FFEEE ~ AREBL-ERELE - (MAC-4) ~ FIX[EAf(tivoanib) ~ TH-
4000 ~ ZMEDI-575 (§iPDGFR{iAE) - PIRMEEGFRELEEIEFEAKFESE »
FEE(ONT-380) ~ FFEBFEE ~ S0 JE(TAK-788) ~ DZD-9008 ~ {IAI1E:
JE ~ DEEE(ACEA-0010) ~ EGF816 (FFEEE) - HLEHEE (olmutinib) (BI-

1482694) ~ FLAEEE(AZD-9291) ~ AMG-596 (EGFRVII/CD3) ~ 13258,
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(lifirafenib) (BGB-283) - 4L jifi(vectibix) ~ AilEE5 2 (lazertinib) (LECLAZA®) -
IR T H 2 AEE%) « Booth, et al., Cancer Biol Ther.2018 Feb 1; 19(2):132-
137 - BERIEGFR Z AR B IR {EAPRIN S 2% % 5 B ffi(modotuximab) ~ P52 &8
P ZE 1t 5 (cetuximab sarotalocan) (RM-1929) ~ ZEEPT+ By ~ T & 24 E
I~ {EhH 2 E PRI 515 T (depatuxizumab mafodotin) (ABT-414) ~ FERZEE

}ii(tomuzotuximab) ~ {EHZE R EFT(ABT-806) ~ RHZEEH

flo=yi=t;o3il

[0253] AfE—EFhafld » AR ) ~ (Ta) ~ (Ta) ~ (Ib) ~ (Ic)
(I1d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (Ilg) ~ (Illa) ~ (IIIb) ~ (Illc) ~ (IIId) - B (ITle).” 1k
ey~ BB EE R B AR BUY LB A RR e R A — A T

[0254] sASCHRREER - HRE T (LE2 /AR (chemotherapeutic
agent/chemotherapeutic) ; (BUELUMEELEFEENER BN N2 TEERE
(chemotherapy) ; ) EAE ST HVERBEATFIEELSE (FIOIEK) &
BLEY) - ALEEFEE BB EAIRE « GebH - sENEE IR IR
(CYTOXAN®) ; JrAktsfels » sEHH%E ~ TN ET Ml(improsulfan) ~ R ORHEF
JL(piposulfan) ; FNLE » FEZ )k (benzodepa) ~ Kz (carboquone) ~ 35%
EW\(meturedepa) ~ K Sk &k (uredepa) . L& nila i A =T - BLFE/SH
M (altretamine) ~ = ZMG =B EN - = JIGEEEER - = ZIBIREEEER - R =5
HE=FE M » LEalF% (acetogenin) » FIAIAGHLTF (bullatacin) K AR AL 2= Fii
(bullatacinone) ; Efdflg - EEESHIRLYATDER  Gf&aE - BHEIIE

(callystatin) ; CC-1065 - BLFEELA[ 22k Hr(adozelesin) ~ £H72KH  (carzelesin) ~ %
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EEHT 24K (bizelesin) & AR © @ERE F (cryptophycin) @ Fihl@ @B ER 1
SEREERS ) JBR R (dolastatin) 5 EEEIHE - BFESEIRDYKW-2189 K CBI-
TMI : 3/#828;% % (eleutherobin)  5-F ML ; /K S E fif(pancratistatin) ; /b=
#t7 T (sarcodictyin) : Jg&RHIIZR (spongistatin) © E 7 > sEMES A | BL ~ FHEIT
(chlornaphazine) - ERBEEEN - ABkERENL (glufosfamide) ~ fFIRMEEHE
(evofosfamide) ~ #ZZESLE])T - fiff _EFE s~ (estramustine) ~ {HHEEHE - & H
Z W (mechlorethamine) ~ & H — ZFE (L)L - BUAR - #rELLE
(novembichin) - ZX5]%5¥ (phenesterine) ~ 325 E S (prednimustine) ~ B Z i
(trofosfamide) ~ K7 PRUEIEE ST ; AR E > sEW-FEEENT ~ HEATSomi R
(chlorozotocin) ~ #EELE]) T (foremustine) ~ JEELE]T ~ JEE S (nimustine) + K E L
&) T (ranimustine) ; HAER » FBAG RIUAER (FIORFAEEE @ Frhllg R
HME Ry I R AR ZEphill )~ ZE AR (dynemicin) » RIFEZANBEA
BREZER - SEUNEUE BRELEA (clodronate) ~ IRHTIEFI B Z (esperamicin) ~ FilfE R
(neocarzinostatin) & B B R MHEEEC G RHiA R CE -~ FHehifE
(aclacinomycin) ~ &R 2R ~ % 3R (authramycin) ~ &M (azaserine) ~
KEE - WAREZC ~ FHLE (carabicin) ~ B3 (carrninomycin) ~ FEEZE
(carzinophilin) ~ #1{#Z% (chromomycin) ~ JAERERED ~ EHEEER ~ #FLIEE
(detorubicin) ~ 6-E & -5-HIEE-L-IE AL - IR (EENTRME-FIEE -
SUEN-IRIBR AT ~ 2-MERSOh-Fry s ~ R AR

(deoxydoxorubicin) ) ~ JZ S IE - {KER L& (esorubicin) ~ SEMER ~ FiPHZEE

Z (marcellomycin) ~ 44334 » W4 LEZEC ~ B EE (mycophenolic acid)
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w4 3R (nogalamycin) ~ FEEZ (olivomycin) ~ BH/&EZ (peplomycin) ~ JHIE
f#Z (porfiromycin) ~ IEISHER - =#AHZ (quelamycin) ~ ZEZ LR
(rodorubicin) - §## B (streptonigrin) ~ #EE - FAELEZE (tubercidin) ~ £7
5% 5| (ubenimex) ~ FF T (zinostatin) + K {=Z<LEE (zorubicin) ; HIEHY) - 58
YR RS K2 S- @ IR E (5-FU) 5 ZERIALY) - & 012 SRS (demopterin) ~ HH
RS ~ WREEDS (pteropterin) ~ e = HHIERS § IEIGA(DIY) - g0 AlfTiE ~ "E ]
fit T~ WEERNLDE - 6-FRIENS  BRDKIERS (thiamiprine) ~ Kbt SIEE 5 FEBESA(D]
Y > BVl (ancitabine) ~ FIFLAEE (azacitidine) ~ 6-fi MAIRIETE (6-
azauridine) ~ R 5L (carmofur) ~ [RTH ~ “ARKH - LERIKE
(doxifluridine) ~ {{Ka#fll; & (enocitabine) ~ &R  MEMIHE » BN REENH

(calusterone) ~ PN T {4 (dromostanolone propionate) ~ IR [HEES

{

(epitiostanol) ~ EJfEfE(mepitiostane) ~ [ == Afi5(testolactone) 5 FHTEF FREH| » =4
WREEORES ~ SRFEIE ~ R ifie T8 (trilostane)  BERE K] - sE OB R
(frolinic acid) ; FIHF G - EU08E-223 ¥ H 5 Z (trichothecene) - 55 HIZET-2
B2 FHLEAMA (verracurin A) ~ #{EEZRA (roridin A) K %4 7€ (anguidine) ;
FERIE (taxoid) » sEUIACTHESAZEZ(TAXOL®) ~ npfiifs(abraxane) ~ Z P55
fi%(TAXOTERE®) ~ RE(thZE - BIND-014 ~ & 5{th ZF(tesetaxel) ; FE05VIAFEK
(sabizabulin) (Veru-111) : $AFR{IY) - SEWNESH K +<$H ~ NC-6004%=$H
(nanoplatin) ; FE#&HE NS (aceglatone) 5 Btk EERZHET (aldophosphamide
glycoside) ; £ ZFENEE (aminolevulinic acid) ; B FRIELE (eniluracil) ; Z2HY IE

(amsacrine) ; M0 PHER (hestrabucil) 5 EE4EEf(bisantrene) ; {{¢iE iH)/D
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(edatraxate) ; 5351k (defofamine) ; H#f3E 0] 3% (demecolcine) ; IV B
(diaziquone) ; X #Efk(elformthine) ; {{F|fEE#% (elliptinium acetate) ; IRE{HEZE |
L& E (etoglucid) 5 BFEEES ¢ FEESRER & EEGE % (lentinan) ; g H RER
(leucovorin) ; ZJE7EHH (lonidamine) ; £5351H & (maytansinoid)ZEU1EIH & 2244
E 2 5 KFEAIER(mitoguazone) 5 KFTLEE (mitoxantrone) ; HIRZEET
(mopidamol) ; __Jh¥IY IE (nitracrine) ; M& =] {{l7) T (pentostatin) ; S.HBEA
(phenamet) ; MEZE[EE & (pirarubicin) ;5 j% 2 E R (losoxantrone) ; FIENE 5 BEEERE
(folinic acid) ; 58 & (podophyllinic acid) ; 2- 7 EfiEf(2-ethylhydrazide) ; N
At (procarbazine) ; Zfifi-K (PSK) ; & {4 (razoxane) ; Fl|ZHr(rhizoxin) ; P52
HH F B E (trabectedin) ~ = 5pif# i (triaziquone) ;5 2,2'2"- =2 = Z}j#
(trichlorotriemylamine) ; f#HHERS | &M (vindesine) ; ZEFE{T | HEET
JT(mannomustine) ; — & 8&fiZ (mitobronitol) ; R FT A (mitolactol) 5 IR
fE(pipobroman) ; {1Ft:3F(gacytosine) 5 [IHIEMEE ( T Ara-C, ) FRUEFRRE |
¥ (thiopeta) ; ST B 5 HPHMIE(GEMZAR®) 5 6-i SR 5 SRl |
HRgIRS - &EHH 0 #81 {EEOE(VP-16) ; (KHERN © SRITERR

(mitroxantrone) ; £ & E(vancristine) ; E&KIANAVELBINE®) ; :5225C

cl+

I

(novantrone) ; BEAE 5 {XZERED(edatrexate) ; #E 55 EZ% (daunomycin) ; FFIE
1% 5 A&k (xeoloda) ; LR EB(ibandronate) ; CPT-11; 2 EREHIHIE
RFS 2000 ; & HEBHERR(DFMO) ; HHEER @ sflH=lg 0 RIS WE

NUC-1031; FOLFOX ( FEEERE - 5S-& FRIELE ~ B/0F$9 ) ; FOLFIRI (EEE
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+

Hi

STERR  S-mURMENE ~ BLIDA]
$H ~ PHIERE) - FOLFIRINOX (BETERE - S-mPRMELE ~ I B ~ BOA
$H) ~ RPAEE—F A L2 28 - B - B0TAEY) o IHRERRIR RS
AR A7 AG BT S (B ] DAZE A4 Ae -2 iE oY) (ADC)BEL R ZEY1% &
Y-

B - S-SRRVEDE « (FIEEE) © FOLFOXIRI ([

T RZER

[0255] 7JREFER TEEEREE] ) ZEETIVENGTRER > sSEUHik
WER R BERRVEMER R 2 RS ER AT (SERM) ~ B3 &g < SR ~ DUbEMERER -
F AR B e e )T FR 2 R 1 E A < DA B — 38 < B8 8 BT Rerz B
fi% ~ SETAEDY) o

[0256]  #ilifEiE RSERM Y EFIEE TS (HiE
NOLVADEXTM) - &7 (raloxifene) - Hi}& &5 (droloxifene) + 4-FEE T 5L
PEAR ~ A 2 (trioxifene) ~ EAIEE & 7  (keoxifene) ~ LY117018 ~ HEIRE]H
(onapristone) ~ K {3255 (toremifene) (FARESTON®) e

[0257) B &N AIGEERETE b 2SR L E - EHERE405)-
DRI ~ RrEokis ~ Bt 220 Z BEER(MEGACE®) ~ (kP53 ~ 1= -~ A& (R
i~ fREEMERIVISOR®) ~ 2K HIME(FEMARA®) ~ KR ™E(ARIMIDEX®)

[0258)  FubfEMisiER < E P EFEM IHEFERE (apalutamide) ~ [IEERFRE -
BB - M - IR (galeterone) ~ JEESRFF ~ EEREM ~ ZAEA -
&bk - ODM-201 ~ APC-100 ~ ODM-204 ~ & {#)/(enobosarm) (GTX-024)

& (darolutamide) ~ FZIONIS-AR-2.5Rx ([Z#£) -
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[0259)] EPWEIEZEZEENEIEEEALEE - 255 2R AR ERE
TRI-CYCLEN LO ( [t 5514 (norethindrone) + 7/ WM FE ) -~ 3E42F5
(norgestimate) + )RS (ethinylestradiol) (Tri-Cyclen) ~ K /&R 5% 22

(Ievonorgestrel) ©

P E A RO

[0260] FE—SEHHT - AGRE (D ~ da) ~ (1) ~ (1Ib) ~ (IIc) »
(I1d) ~ (ITe-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IlTa) ~ (I1Ib) ~ (ITlc) ~ (IT1Id) ~ B (Ille). L
ey~ SRR F R 2 BRI E A O — - T o AT i E A
PR ELFERA R B R LT AR ~ 2-H S i (methoxyestradiol)
ANGIOSTATIN® - ENDOSTATIN® - i XJEC ~ JEEHLffi(necuparanib) ~ &5
HH (suramin) ~ % i (squalamine) - <3:/8 5 IS HARAIHIEI - /B8 BlgH AR
w2 ~ SRR B ARERE (LRI 1 - dhisfe s B VA RS EY IR RR2 - &k
FUTEMEIGR  ZFEECE (BEEEEFHERME) ~ I/MURT
4~ mEEREES (BMEES) - B (LR T B04AY (BEEEREE) -
Btz (b2 TR R BB 1R & RS (sp-pg) ~ EfEE & (staurosporine) ~ BB U H1 | &
TR R B AR (DIPIEEA01-0Y 1B - 252 (LACA) ~ IEFEELRfRE L ~ d1-3.4- L aiifg
B% ~ BiAHRERL ~ onol- IEOESS ~ B-REERNRER T MG BRER - 4-PVER-5-(4-MEnE
£5)-2(3h)-FSIRIRER  FHAZIRIS ~ ORITRER ~ PR - TR - 2EIRES-IUF
<8 E B EEAIHIR3 (ChIMP-3) ~ RSEF. 2R B Mgl (chymostatin) ~ B-ZRH]
HTPORL LS « e R (eponemycin) ~ JEEZ (fumagillin) ~ WiZa RAE L4 - d-

HE - B-1-IBEEEA-IMUE © o-2-FMmiEE ~ LEAEE - SR 8/
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(lobenzarit disodium) ~ n-2-F2ELAE-4- FHERER R _$i9sk " CCA , ~ VDFIE
Hz(thalidomide) ~ [ EHNIHIMAARIET - FRAREDKIE ~ 588 2 0 BE I HIEIEE 0
BB-94 ~ S100AMIFIFIFEMIMhEELE - HABTiE A B EFERS - B EithEt
HiELMmE A RKNT ZERDUAS © B-FGF » o-FGF ~ FGF-5 - VEGF21#
#% . VEGF-C ~ HGF/SF - J Ang-1/Ang-2 - ] 4:#% > h VEGFA$ B2 Bl
H PR Ebi(bevacizumab) ~ MLEZPEEREE ] (vanucizumab) ~ & FHUICET
(faricimab) ~ PG BE 37 (dilpacimab) (ABT-165; DLL4/VEGF) ~ S{4M4E A B4

(navicixizumab) (OMP-305B83; DLL4/VEGF) -

Ak e o]

[0261] fE—SEHHT - AGEE (D) ~ da) ~ (1) ~ (1Ib) ~ (IIc) »
(I1d) ~ (ITe-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IlTa) ~ (I1Ib) ~ (ITlc) ~ (IT1Id) ~ B (Ille). L
ey~ RS EE E 7 B R (BB e fe T o AR s (R
BB L EVIEEB-F AN (BAPN) » LUK FE R US4965288 B A A (b
B < HIHIEI A BIRY (B &) R B R R & 5 B IR B IE Z BRm Fom i
< R R US4997854 1 ERHIHILOX LGRSt Bl (LIRE A BRR (B &%)
HARLAS TR A ZUFAASL R o 25 BRI R i 20U US4943593 i g
2-F T E-3-3- ~ Fe o BOR-WERARIRYEEY) ~ US5021456
US5059714 ~ US5120764 ~ US5182297 ~ US5252608 H E12-(1-Z5 L5 B HH BL)-3-
BN ARAVEEY) ~ KUS 20040248371 HI{EEY) » HARLAS IR EGFA
AL -
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[0262]  BUrRMEDTaRaE( R ELRE B R R AL A (Bl L MR BR I & Feks
R MR —&R i > K B gz S e B B iR A R R IB E (L 2 EY)
& sedl MYI—&kfg © L R (emylenemamine) ~ fiff ~ A - RELTAEY) ¢ PR
fft(semicarbazide) &2 FRZNTAEY) - BEERE » SEUWIBAPNER-BH B AR + A EEAIEL
BEFIRARE - SEUI2-8- 20 ~ 2-B8 LR ~ 2-=F LM ~ 3R ~ REERTE
Rz o KAl R BE N B

[0263] HALGTARAE(ERI R A A F RN ZHZESH - fintEts
Vel rERE AR - FLPHETR B R8 i E h A o (A M i B R A e B
ERRAE Z R b EHIEENTAY) - E0IEEMERN - FrliED-5 @ Kk A0
Y o SEAN2-REAS-5-5A-5- A CH, ~ D-2-faAs-3-FHA-3-(2-AFahe 2 44 —hit
B T BE ~ H2-FaA-3-HA-3-((2-Fr 8 k) T L ~ $-4-((H1- R A2
2585 L) RS T It & B (sulphurate) ~ 2- ZRfREEL LB -2- LRfRE 2

—

i 5 hi % B8 (sulphanate) ~ 2 $W-4-5 5 | {57 oo 2 B8 (sulphinate) = 7K &47) -

JH R

[0264] AE—EEFhafpIH - AR 2D ~ (da) ~ (a) ~ (Ib) ~ (IIc)
(IId) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (Ilg) ~ (Ila) ~ (IIIb) ~ (Illc) ~ (IId) ~ B(1lle) {k
G~ SHEEEE LT M ABUE R BT - ERDEREIEREE AR
TR —B S A - KRS (ARG (NCBIERFID : 383) - ARG2
(NCBIERAID : 384) ) - bl (CA1 (NCBIEAID : 759) -~ CA2
(NCBIERAID : 760) - CA3 (NCBIEKID : 761) - CA4 (NCBIEFID :

762) ~ CA5A (NCBIAERFID : 763) -~ CA5SB (NCBIEANID : 11238 ) ~ CA6
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(NCBIERFID : 765) ~ CA7 (NCBIEIRFID : 766 ) ~ CA8 (NCBIEHID :
767) ~ CA9 (NCBIERKID : 768 ) ~ CA10 (NCBIEIAID : 56934 ) -~ CAll
(NCBIEFID : 770) ~ CA12 (NCBIEKID : 771) -~ CA13 (NCBIEKID :
377677) ~ CAl4 (NCBIERID : 23632) ) - miYIRER-WiB S LY & HdE1
(PTGS1 ~ COX-1 ; NCBIZAAID : 5742) -~ g% R-NiBE( V) & REE2
(PTGS2 ~ COX-2 ; NCBIERID : 5743 ) ~ 53 akAEEEA2 ~ Biv IR ZES G
(PTGES -~ PGES ; AHID : 9536) -~ FEAVUMGILESS-RER NS ( ALOXS
5-LOX ; NCBIEFID : 240) -~ u)xMIRE(E/KiENG2 (EPHX2 -~ SEH ;
NCBIEAID : 2053) ~ R/ERECEAYIEE(CE H BN REe %08 (MAP3KS -
TPL2 ; NCBIEAID : 1326) - fE—ELEhafo - HIHIE R BRI - (a0
COX-2/COX-1 ~ COX-2/SEH ~ COX-2/CA ~ COX-2/5-LOX” B HIFH|7 -

[0265] wJdLie ” AIFIBRR-WiBs(EY &Rl (PTGST » COX-1 ;
NCBILENID : 5742 ) ZHI&E| 2 B F)EFEEFMWAES (mofezolac) ~ GLY-230 ~ &
TRK-700 -

[0266] wdLie ” FTFIRR-WiBs(EY & RdE2 (PTGS2 » COX-2 ;
NCBIEAHID : 5743) ZHIHH 2 EHEFESES R - E8EFE -~ HRE
fRFEEA ~ AP-101 ~ ZEAE AR - AXS-06 ~ EEZ LGS - DRGT-46 -~ AAT-

076 ~ EZREFH ~ EETAN ~ FGEH - (ST - BRILES ~ Te=ErAl - [
JEBZ5 ~ BEEAN ~ POREAT ~ TERLEAT ~ WK ~ JEEREAT ~ R ELEAH
NS-398 ~ MRIREE ~ MHimEAn ~ BTN ~ IEEAH ~ R ~ BEE ~ &

BICES o Al 2 BEEE COX1/COX IR < E AL FEHP-5000 ~ Hah & FE -
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AR

YRR SN ~ ATB-346 ~ HP-5000 o B]dL#5 7 B 58 COX-2/Ik %

A CAHNHIR . B BB RS 5 K e

[0267]

EFID : 9536) &> EHEELY3023703 -

WO02015158204

W02007124589

W02012022793

W02010034799

W02012087771

W02014167444

WO2013153535

WO02015059618

W02009064250

WO2008071173F Z L&) -

H e[ -

Oncotarget.(2016) 7(19):28235-46 -

[0268]

( NCBIERFID :

762)

( NCBIERFID :

767 )

(C252375PA. docx

AL 2 T AR A2 ~ FIFIRRZREG RS (PTGES - PGES ;
IS

W02007059610 -

760 )
+ CASA (NCBIEHID :
765)

+ CA9 (NCBIEKID :

~ W02013024898
~ W02010100249
~ W02012076673
~ W02012022792
~ W02012161965
~ W02009138376
~ W02009130242
~ W02016069376

» W02009064251

%168 H >

FEHESE A0202

+ CA3 (NCBIEHID :
763)
+ CA7 (NCBIEHID :

768 )

~ W02006063466 -
~ W02010034796 -
~ W02012076672 ~
~ W02009103778 ~
~ WO02013118071
~ W02011023812 ~
~ W02009146696 -
~ W02016069374 ~

~ W02009082347 ~

HLfl40Tong, et al., Cancer Lett.(2017) 389:23-32 ;

+ CA10 (NCBIEHID :

761 )
+ CASB (NCBIERFID :

766)

GRC 27864 ~ Fiit

W02010034797 -
W02010034798 -
W02011048004 -
~ W02013072825 -
WO02012110860 -
WO02013186692 -
WO02009117985 -

WO02009117987 -

L A IS ({I41CA1 (NCBIANID : 759) -

K

—353 I — HEERTH HICOX2/PGE2/STAT3 # -

FzLiu, et al.,

~ CA2

+ CA4 (NCBIEHRID :

11238)

~ CA6

+ CA8 (NCBIEHRID :

56934 )

$t 344 H(EEHRIAE)

~ CAll

1123161888-0
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(NCBIZEKID : 770) ~ CA12 (NCBIZHFID : 771) - CA13 (NCBIEFID :
377677) ~ CAl4 (NCBIERFID : 23632) . r—% %) ZHIHIH > EHlE
RS ER - FHVERRE - 2 (dorzolamide) ~ MEfE)/b i (zonisamide) ~ 7Hk
/2R (brinzolamide) ~ & B JEAR#(dichlorphenamide) - 1] 4L EEECOX-
2/ICA/CA2HIHIEE1FECG100649

[0269) WIS 2 TEAR PUKE B ERS-As N4 NE (ALOXS ~ 5-LOX ; NCBI
ELRID : 240) 2 IR~ B EELEE B @23 I BESA ~ 7% B il

[0270]  wI3L& 2 vAMIRE(LY/KAZEG2 (EPHX2 ~ SEH ; NCBIEA
ID @ 2053) ZEEE{IHIEIEIERAWO020151489545 2 (L&) o ATAL4G
COX-2/SEH 7 & Bl B ELFEH A WO2012082647 o 2 (L&) « WL
SEH K A AriB4Baz /K AEles (FAAH ; NCBIERID : 2166 ) ~ #E s H{IH | G55
T WO02017160861 17 (L&) -

[0271])  wI3L& 2 BB E(LE QS8 (MAP3KS - fEfgi
FEECREE-2 ~ TPL2 ; NCBIEFID : 1326) {417 B HEFEGS-4875 ~ GS-
5290 ~ BHM-078 ~ F F%IFETLE : W02006124944 ~ WO2006124692 -
W02014064215 ~ WO2018005435 ~ Teli, et al., J Enzyme Inhib Med Chem.(2012)
27(4):558-70 ; Gangwall, et al., Curr Top Med Chem.(2013) 13(9):1015-35 ; Wu, et
al., Bioorg Med Chem Lett.(2009) 19(13):3485-8 ; Kaila, et al., Bioorg Med
Chem.(2007) 15(19):6425-42 ; FxHu, et al., Bioorg Med Chem Lett.(2011)

21(16):4758-61 o

RS
252375PA.docx % 169 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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(0272] fE—S&FHHF > ASGeft 2D ~ da) ~ (a) ~ (Ib) ~ () ~
(IId) ~ (Ie-1) ~ (Ie-2) ~ (IIf) ~ (IIg) ~ (ITTa) ~ (IIIb) ~ (Ilc) ~ (IId) ~ B¢ (IMle)” {k
G~ BHEEE E 7 BRI EBCE IR A o B A S ~ BTENIEK
DR R BRI — I T o AT PRYSREI M EE R AR DA A A A R
-lo (HIF-1e)f[FIR - SE40PT-2977 ~ PT-2385 : VEGFHIIFIH] - 540 H{KERE
(bevasizumab) ~ IMC-3C5 + GNR-011 - #5[2EE B i(tanibirumab) + LYN-00101 -
ABT-165 : J/SRAHEIED (PmEE (bR /ARG EED
(HNOX)) - B4t A W02007137767 ~ WO2007139791 ~ WO2014107171 -

K WO02016149562 2 OMX-302 ;HNOXZEH -

Rt

[0273] AE—EFhafpIs - AR (D ~ da) ~ (a) ~ (Ib) ~ (Ic)
(I1d) ~ (Ile-1) ~ (Ile-2) ~ (IIf) ~ (ITIg) ~ (IITa) ~ (I1Ib) ~ (ITIc) ~ (IIId) ~ B (I1le)” {E
&) ~ BHEREE F iz 2 B REL G AR i T o fE—SE AT - %
FOBERNRIUAS - Al 2 BRI aERIErE MR E i (abagovomab)
AB308 - ABP-980 ~ [H{Z K EEfi(adecatumumab) ~ [i] &2k EEf7 (afutuzumab) ~
fr] 2k 4H B £ (alemtuzumab) ~ [r] 3 SLE ffi(altumomab) ~ FeTESPHEL {7
(amatuximab) ~ [iiiZFE B i (anatumomab) ~ [P ELEE$ (arcitumomab) ~ FA[4EFEE
Bt~ B4EE B Pi(bavituximab) ~ HZ5 B {ji(bectumomab) ~ FU{KERET
(bevacizumab) ~ EL{XERE i (bivatuzumab) - FiZEFE B Hi(blinatumomab) ~ 1Y
EHi(brentuximab) ~ FKFFE i (camidanlumab) ~ ¥R ZE EHi(cantuzumab) ~ F

FEEEPH B i (catumaxomab) ~ CC49 ~ P& Eifji(cetuximab) - PEfth ZER BT
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(citatuzumab) ~ PHEZ/RKEE T (cixutumumab) ~ 78 B (R ZERE i (clivatuzumab) ~ FF
&9t EEfi(conatumumab) - ZEPHEREL ST (dacetuzumab) ~ 2% B BT
(dalotuzumab) ~ ZE$7 EEf7(daratumumab) ~ HrELEE$ (detumomab) ~ M 2X[&E| 75 EE
fii(dinutuximab) ~ ZALJCEYT - P85 Ei(drozitumab) ~ #:5 + ¥
(duligotumab) ~ #7575 £ B fri(dusigitumab) ~ {X3ELE Efi(ecromeximab) ~ 2%
R i (elotuzumab) ~ SO HERE fi(emibetuzumab) ~ BHT £ E BT
(ensituximab) ~ S[FCEREE T (ertumaxomab) ~ IEZEPREE i (etaracizumab) ~ {XH- ¥
B fri(farletuzumab) ~ B ZER B (ficlatuzumab) ~ JET BEf(figitumumab) ~ J£
i T B i (flanvotumab) ~ #5345 B (futuximab) ~ fIJE[E B $i(ganitumab) ~ &5
2 Bi¥ji(gemtuzumab) ~ ¥ B i (girentuximab) ~ F8 8 E 2K ET
(girentuximab) + {F L EEfji(ibritumomab) ~ X (R EEfi(igovomab) ~ HEII 2R
BE {71 (imgatuzumab) ~ [R7% PH B ${(indatuximab) ~ S EREEfi7 (inotuzumab) ~ TL3.
A BEH(intetumumab) ~ fFUCEE$i(ipilimumab) ( YERVOY® ~ MDX-010 - BMS-
734016 ~ MDX-101) ~ A KEH{(iratumumab) ~ $7 H¥EET

(labetuzumab) ~ 2K /DR B (lexatumumab) ~ #RZEE EHi (lintuzumab) ~ [& F T ¥k
B i (lorvotuzumab) ~ &K KB (lucatumumab) ~ FEfH /K Ef{(mapatumumab)
5 ZPRELPT (matuzumab) ~ SKITERELST (milatuzumab) ~ B S S EL T

(minretumomab) ~ K% E B #{(mitumomab) ~ EFEFFE B (mogamulizumab)

BiE: + T E T (moxetumomab) ~ FPEEEE i (naptumomab) ~ 4R4H 1 B fT

i

(narnatumab) ~ [ & ZEREH{ (necitumumab) ~ [&ZFEE T (nimotuzumab) ~ 35JE

EHi(nofetumomab) ~ OBI-833 ~ [u[+E¥ EEFi(obinutuzumab) ~ BE-LFIERETT
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(ocaratuzumab) ~ EXfEF E i (ofatumumab) - BEF7 i (olaratumab) ~ BEARZHEHT
(onartuzumab) ~ FIEERE i (oportuzumab) ~ BL L {R EEf7 (oregovomab) ~ [HEEE
Fri(panitumumab) ~ THEEER B $(parsatuzumab) ~ fHE&R 246 7 H(pasudotox) ~ BHEF
5+ Bifji(patritumab) ~ j& % 5 Eifji(pemtumomab) ~ MH-ZEx B {7l (pertuzumab) ~
P2 Bt (pintumomab) ~ EFEAEH(pritumumab) ~ $17 7d ELEE
(racotumomab) ~ Fi7{E ¥ EE$ (radretumab) ~ 5L & B (ramucirumab)
(Cyramza®) ~ FI|Z KB {7 (rilotumumab) ~ F|ZE B (rituximab) - ZEZAKE
(robatumumab) ~ JE & E¥EE i (samalizumab) ~ /% ELE i (satumomab) ~ PHzE
¥R EEHi (sibrotuzumab) ~ FE[EE E 1 (siltuximab) ~ ZEF[FCEHi(solitomab) ~ [H]
PREE T (simtuzumab) ~ <R EE i (tacatuzumab) ~ {3 E B8 $7i(taplitumomab) ~
FRANELE T (tenatumomab) ~ ZREE 7 BEa i (teprotumumab) ~ F2-RERETL
(tigatuzumab) ~ FLPHEEEfr (tositumomab) ~ B 2Bk B H(trastuzumab) ~ £ JEEEREE
$ii(tucotuzumab) ~ EZE B (ubilituximab) ~ 4EFCERE T (veltuzumab) ~ JKEE F
PREEE B (vorsetuzumab) ~ R ZE B (votumumab) ~ ELE 4} B (zalutumumab) -
BEMRFEST « F3F8 - FlZEBEHia] HYaRIEHBMATEE - BiEE&EIKDE
2~ WM ~ CLL ~ R/ NAHREERMOMNETE - M2 BB LA < dH &%
AR

[0274]  BRMIERMDURS R H#E—20 DUBRGT M Efr R a8 0#R-111
$0-90 (90Y-5E BBIRZEREGT) ~ Bbit- 13 REGE AR & -

[0275)] AfE—EFhafd - o[ 2 s e R Giiae -2y &)

(ADC) ° W[ AT HIsR M ADCEFEEA R FE R DA B RAS o 2 EHE
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BR 2 EEYE G e - HR B - iRty o a2 ERIADCEEE %
BHL ~ At B - HEEU(belantamab) (HIATHBEIEERET) ~ KR
fi(camidanlumab) ( FIEI-RoRFFEESURRPEAR) ~ dhZERET (PlandhZ2RE
EERRE © Hi 2R Ehi(trasuzumab) BHT )~ FEEEREH - BT ZAER -
Bl A B 2471 (anetumab) ~ SK4E %5 BEfi(mirvetuximab) (BSR4 TR
RIE¥) ~ R EEREN ~ (2 %5 Bii(vadastuximab) ~ il HEREHT - firidH
BHZ Bk B P (ladiratuzumab) (FIA0FHEAZEREIAEST) ~ R REEER
(loncastuximab) ( FlafERZEEHURFAM) ~ PSRBT (FIaREre 2k
BEHURAERIR) ~ BB (PINZEZEEHEEZ R 5 DS-1062; Dato-
DXd) -~ mFFE LB (HIOiefr S L EHEE SRR ) - IR HERED - Rt
B 1 Bfi(indusatumab) ~ fREAEREE T (polatuzumab) ( BIAIPRAFEREHLLES
71D~ TE4N T BREE 41 (pinatuzumab) ~ 5 [&|E B 7 (coltuximab) ~ BRI H T
(upifitamab) ( FIIX0EEIEE BEHLEZR %7 (rilsodotin) )~ PRIZEPHESL ~ SRFTIER
B IR IREEREN (P2 ER B EMR)  ~ [RfE - H Pl(enfortumab)
(PInRtE T BEIEZTT ) - ZRETIE BEfi(tisotumab) (BIANZEET B EHi4ES
7T~ [EfCKIE B (tusamitamab) (FIAIERCRIHESTAIRIEY: ) - dpg 28
fi(disitamab) (FIAIEPHZEGIHESTT) ~ B ZERE i (telisotuzumab)4EZ) T
(ABBV-399) + AGS-16C3F - ASG-22ME - AGS67E ~ AMG172 ~ AMG575 ~
BAY 1129980 - BAY 1187982 ~ BAY94-9343 - GSK2857916 ~ Humax-TF-ADC -
IMGN289 - IMGN151 ~ IMGN529 ~ IMGN632 ~ IMGN853 ~ IMGC936 -

LOP628 ~ PCA062 ~ MDX-1203 (BMS936561) - MEDI-547 ~ PF-06263507 - PF-
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06647020 ~ PF-06647263 ~ PF-06664178 ~ RG7450 ~ RG7458 ~ RG7598 -
SAR566658 ~ SGN-CDI19A - SGN-CD33A ~ SGN-CD70A - SGN-LIVIA -
SYD985 ~ DS-7300 ~ XMT-1660 ~ IMMU-130 ~ ZIMMU-140 - a]L#F > ADCf4
i F a0 Lambert, ef al., Adv Ther (2017) 34:1015 - 1035 fzde Goeij, Current
Opinion in Immunology (2016) 40:14-23 -
[0276] Wt EFYRFEGHRE - HA B BB 2R M

B (PIOTUREEEETEEEY) ) BREEA R AR ) TE (monomethyl
auristatin E, MMAE) -~ BEEHE BRI TF (MMAF) ~ &2 (calicheamicin) -
2745 2% (ansamitocin) ~ 3553 (maytansine) sSKHEIALIY) (FIA05IH 3=/ R
(mertansine/emtansine) (DM1) ~ & /2% E (ravtansine/soravtansine) (DM4)) ~ EIZ
{83 (anthracyline) (FIAOPEER ~ EEEEER - JZ3EER - ERGER) - HIgHF
7 —FH(PBD) DNAZHEAISC-DRO02 (D6.5) ~ {HEEEER ~ EHIHIE|(MTI)
(Pl GE ~ REBEICEYR - 52 EEE (epothilone) )~ HHIRFFIRH FF
(PBD)EH. 248 - (Z=EE (A~B1~B2~Cl1~C2-D-SA - CC-1065) -~
KRS it EA SRR B REEY) - fa— g AT - S&HEEe 2 8YRHe
iAs < T RE (A ih Rt EAERRLIRIE] (SnEHmsiy)  SEO I BREE
EMEACHTISNIS ) - AE—ELE A - WS 2 EEYREETRE - HR B - Bdi
AetE ) 2 ekl (PG iER A ) S ate AR - fE—EF
g - &E 2 R te ARG {54 RE & 2 CD274 (PDLIL, PD-L1) ~ #£={
MEAIAESE T 1 (PDCDI, PD1, PD-1) ~ BUCTLA4.Z/Nor IR o A —LEEHE B

b &L CD2745PDCD1 7 /Ny T 7 {4358 5 FHGS-4224 ~ GS-4416 -

(C252375PA. docx % 174 E ’ #\: 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

INCB086550 ~ &xMAX10181F74HRC < B¥4H « fE—LLE I - &g
CTLA4 /Ny T = BPI-002 ©

[0277) FE—EFHEHIF - o[ 2 ADCRFRRL A Y2 A © R
G5 (E9REZE T2 (TROP-2 ; TACSTD2; EGP-1; NCBIEFID : 4070) - firx
M1 TROP-2$1 A8 B FE{H A FE X TROP2-XPAT (Amunix) ~ BAT-8003 (Bio-Thera
Solutions) * TROP-2-IR700 (Chiome Bioscience) - 7% %{H B i {EEE FF (Daiichi
Sankyo, AstraZeneca) ~ GQ-1003 (Genequantum Healthcare, Samsung
BioLogics) ~ DAC-002 (Hangzhou DAC Biotech, Shanghai Junshi Biosciences) *
T a2k BT 44X (Gilead Sciences) ~ E1-3s (Immunomedics/Gilead, IBC
Pharmaceuticals) ~ TROP2-TRACTr (Janux Therapeutics) ~ LIV-2008
(LivTech/Chiome, Yakult Honsha, Shanghai Henlius BioTech) ~ LIV-2008b
(LivTech/Chiome) ~ $1TROP-2a (Oncoxx) * i TROP-2b (Oncoxx) » OXG-64
(Oncoxx) ~ OXS-55 (Oncoxx) - AZH{EHTTrop2-SN38§1ifa## & %)(Shanghai
Escugen Biotechnology, TOT Biopharma) ~ #7{Trop2fi1#&-CLB-SN-38## &%)
(Shanghai Fudan-Zhangjiang Bio-Pharmaceutical) ~ SKB-264 (Sichuan Kelun
Pharmaceutical/Klus Pharma) ~ TROP2-Ab8 (Abmart) * Trop2-IgG (Nanjing
Medical University (NMU)) ~ 90Y-DTPA-AF650 (Peking University First
Hospital) ~ hRS7-CM (SynAffix) ~ 89Zr-DFO-AF650 (University of Wisconsin-
Madison) ~ $iTrop2fifs(Mediterranea Theranostic, LegoChem Biosciences) ~ KD-
065 (Nanjing KAEDI Biotech) ~ k3% E5fE 707 WO02020016662 (Abmart) ~

W02020249063 (Bio-Thera Solutions) ~ US20190048095 (Bio-Thera Solutions) ~
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WO02013077458 (LivTech/Chiome) ~ EP20110783675 (Chiome) ~ WO2015098099
(Daiichi Sankyo) ~ W0O2017002776 (Daiichi Sankyo) ~ W02020130125 (Daiichi
Sankyo) ~ W02020240467 (Daiichi Sankyo) ~ US2021093730 (Daiichi Sankyo) -
US9850312 (Daiichi Sankyo) ~ CN112321715 (Biosion) ~ US2006193865
(Immunomedics/Gilead) ~ W0O2011068845 (Immunomedics/Gilead) -
US2016296633 (Immunomedics/Gilead) ~ US2017021017

(Immunomedics/Gilead) ~ US2017209594 (Immunomedics/Gilead) -
US2017274093 (Immunomedics/Gilead) ~ US2018110772

(Immunomedics/Gilead) ~ US2018185351 (Immunomedics/Gilead) -
US2018271992 (Immunomedics/Gilead) ~ WO2018217227
(Immunomedics/Gilead) ~ US2019248917 (Immunomedics/Gilead) ~ CN111534585
(Immunomedics/Gilead) ~ US2021093730 (Immunomedics/Gilead) -
US2021069343 (Immunomedics/Gilead) ~ US8435539 (Immunomedics/Gilead) ~
US8435529 (Immunomedics/Gilead) ~ US9492566 (Immunomedics/Gilead) ~
W02003074566 (Gilead) ~ W02020257648 (Gilead) ~ US2013039861 (Gilead) ~
WO02014163684 (Gilead) ~ US9427464 (LivTech/Chiome) ~ US10501555 (Abruzzo
Theranostic/Oncoxx) ~ W02018036428 (Sichuan Kelun Pharma) ~ W02013068946
(Pfizer) ~ WO2007095749 (Roche) ~ &z W02020094670 (SynAffix)F 3 o {£—ib
EFhHEHIE > 1 Trop-24if8 (%% 5HhRS7 ~ Trop-2-XPAT ~ ZBAT-8003 - ff—IEE
eI > HiTrop-241A8{4hRS7 » FE—ELF I - hRSTAMEEZEHF

7,238,7855% 1 557,517,9645% ~ K 558,084,583557 AR - HLIG IR EHFAL
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S e ARG - RS- GV E & B Trop- 247088 o kg s 3
OB o AT EHGIF o R T EREIE R USPN 7,999,083 51 > Hif T -
TE—EHHF - HRETFHCL2A « (L FHEHF - Hiks-S2iE &) 2 5EY)
BB EEDARR] - fE— L E b (LB AR5 58 5 [ £ (doxorubcein)
(DOX) ~ FZ=EE 2 (epirubicin) ~ N-TRIpkEL ] f#Z= (morpholinodoxorubicin) ( N-TR
IHE-DOX) ~ FENIME-FIEE (FENTRIRE-DOX) ~ 2-HEI% IH-fr
Z(2-PDOX) ~ CPT ~ 10-f&EE 5t (camptothecin) ~ SN-38 ~ 15155 BE
(topotecan) ~ L (lurtotecan) ~ 9-REELE Ml - 9-ti AR - B2k
(taxane) ~ [BZZE4NEZ (geldanamycin) ~ 22V 3K (ansamycin) ~ FIRHEHE
(epothilone) » {E—S BB » {LELAHEIER (77 (% SN-38 o {E—LL B fl+ -
AR i Bs B/ 2R & B A AR P T EREE AR I — R T

[0278) fE—SsE MM - ATIL3%  ADCEIEHE T 5> fifs : Ikt
JEMH RE4HRRELHT 4> F1 (CEACAMI ; CD66a; NCBIERFID : 634) o {f—ibEf
Wil > CEACAMIHiES(AhMN-14 (4 AWO0199601101351% ) o fr—
LB - CEACAMI-ADC{&#HAW02010093395F13% ( $;CEACAM-1-
CL2A-SN38) -~ fE—EREifld - AR Hife R/ & B H A
CEACAM1-ADC IMMU-130—iff%F o

[0279]  {F—SEHaflH - o7 L8 2 ADCEFEE A i AE & Bk EE
EHS(HLA-DR)4R 1% < MHCE TR Z 88 2 Hif8 - (L —LeFhafd]+ -
HLA-DRITEE(4hL243 ( 40k AW02006094192F1 ) o fFF—EL &R G|

HLA-DR-ADC{& 7 Y W02010093395F 3 (HiHLA-DR-CL2A-SN38) - ff—
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BRI » ASCHR > U8 F/EUR S B 4 HLA-DR-ADC IMMU-140—

T -

FENE AR A R AR A

[0280] fE—SEHHF - AGRA (D) ~ da) ~ (I1a) ~ (1Ib) ~ (IIc) »
(I1d) ~ (ITe-1) ~ (Ile-2) ~ (IIf) ~ (IIg) ~ (IlTa) ~ (I1Ib) ~ (ITlc) ~ (IT1Id) ~ B (Ille). L
Y~ BOHLREEE [ 7 2 B (R BT AR R A AR A — e T - JRIER:
PRIEA R AR A B il AR BN R iy o DAE IR AE 2o s 8 2 BN
ENEafiblFFB s 2 2N - BRI AN E © B s
LUE 97 8 B CRIRER > R 54 < AR DAE s AHATRY R R e - =X
ELFEHCHRE LG (T 20 TAE) PERECRE - BakE &
TORGREARAR 5 EEmAAE M < BRI A DUE— D UGBS e < PR M R
FEM: -

AR

(0281] fE—&EFTHEHIF > AR 20D ~ da) ~ (1a) ~ (Ib) ~ (o) »
(I1d) ~ (Tle-1) ~ (Tle-2) ~ (IIf) ~ (IIg) ~ (ITa) ~ (ITIb) ~ (Illc) ~ (I11d) ~ B(1Mle) 1k
G~ BHEEE E A7 2B RIS IR A R T o PURIEAARR
FEEEARR T 5 248 F(NKAREEF - NK-THIAEEE - THHAEEE - dHAE/
Zon 5 L A (CIKAIAEEE - ENEdiEMACHET - ek R MEAHAE(TIL)
B~ R/ERIZEAIRDOR 2 —2E % < AL EEHEHT - AR K TAE

Bk o Plandtda/B TCR TAHAEEE ~ v/6 TCR THHAEET ~ SHENT (Treg)4HAEEE - K
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/E(TRuC™ THHAEET - AL —SLEHEHIT - AIREFAS RNKARERE - flandtit
NK-92:41fE » #EN > AR A TS ISR BERE ~ AR -~ S(EE
FLASAAIRE -

[0282] fE—SEFHEHIT - (HMRES RGBSR G TR ZHE(CAR)
LA - AELERERFEAT > R RUE MR (R TIESUS LIREICAR » ELFCAR
BEERIURGESE - ETHREEET » TAREZAS(TCRYREE TR UGS LIS
R JeR 4R <~ FRE b 2 AR OTAEL

[0283] BACARZEERE - fe—EHHEHIT - CAREBERFEGSEE - 5
R~ RAEN(ESTE S - fE—EEEHT - e s —SEsTEE - 1L
TR ~ B ETUR B S ILRIBOR RS - e —EFHEAT - —R(EREE
S EEE W T IR Z BRERT — S E H C RE (S E A - CD3 ¢
CD3y - CD3 3§ ~ CD3 ¢ ~ #£[HFcR y (FCERIG) ~ FcR B (Fc & Rlb) ~ CD79a
CD79b ~ Fey Rlla ~ DAPIO ~ FzDAPI2 -

[0284] fE—&FHHIF - HLRIBEE S EEE H THIFHE Z BFHAT—
=% HEE H 2 ThRElK © CD27 ~ CD28 ~ 4-1BB(CD137) » OX40 - CD30 ~ CD40 -
PD-1 - ICOS -~ CD2 - CD7 - LIGHT » NKG2C - B7-H3 - BICD834F & M:45 &
fiCB% - CDS » ICAM-1 - GITR - BAFFR - HVEM (LIGHTR) + SLAMF?7 - NKp80
(KLRFI) » CD160 ~ CD19 ~ CD4 - CD8a. ~ CD8B ~ IL2RB ~ IL2Ry ~ IL7Ra »
ITGA4 ~ VLAL ~ CD49a - ITGA4 ~ IA4 ~ CD49D ~ ITGA6 + VLA-6 ~ CD49f -
ITGAD - ITGAE - CD103 ~ ITGAL ~ CD1A (NCBIEKID : 909) - CDIB

(NCBIERFID : 910) ~ CDIC (NCBIERKID : 911) -~ CDID (NCBIEH
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ID:912) - CDIE (NCBIEID : 913) - ITGAM - ITGAX - ITGB1 -

CD29 - ITGB2 (CD18, LFA-1) ~ ITGB7 ~ TNFR2 - TRANCE/RANKL + DNAMI
(CD226) ~ SLAMF4 (CD244 ~ 2B4) ~ CD84 + CD96 (Tactile) - CEACAM] ~
CRTAM - Ly9 (CD229) ~ CD160 (BY55) ~ PSGL1 ~ CD100 (SEMA4D) -

CD69 + SLAMF6 (NTB-A -~ Ly108) ~ SLAM (SLAMFI - CD150 ~ IPO-3) ~
BLAME (SLAMFS) ~ SELPLG (CD162) ~ LTBR ~ LAT ~ GADS ~ SLP-76 -
PAG/Cbp - NKp44 ~ NKp30 + NKp46 + FzNKG2D -

[0285] {E—EFhEfl+ - FBEFEEEEEEE MR B E S
> SR - TAHREAZEE 2o~ B~ BRCHE ~ CD28 ~ CD3e ~ CD45 ~ CD4 ~ CD5 -
CDS8 - CD9 - CD16 -~ CD22 ~ CD33 ~ CD37 » CD64 ~ CDS0 ~ CD86 ~ CD134 -
CD137 ~ CD154 ~ KIRDS2 + OX40 ~ CD2 ~ CD27 ~ ICOS (CD278) ~ 4-
1BB(CD137) ~ GITR ~ CD40 ~ BAFFR + HVEM (LIGHTR)  SLAMF7 ~ NKp80
(KLRF1) » CD160 ~ CD19 ~ IL2Rp ~ IL2Ry ~ IL7R ~ ITGAI ~ VLA1 ~ CD49a ~
ITGA4 ~ IA4 ~ CD49D - ITGA6 ~ VLA-6 ~ CD49f ~ ITGAD - CDI1A ~ CDIB -
CDIC - CDID - CDIE - ITGAE - CD103 ~ ITGAL - ITGAM -~ ITGAX -

ITGB1 - CD29 ~ ITGB2 (LFA-1 ~ CDI18) ~ ITGB7 ~ TNFR2 » DNAMI
(CD226) ~ SLAMF4 (CD244 ~ 2B4) ~ CD84 + CD96 (TACTILE) + CEACAMI -
CRTAM - Ly9 (CD229) ~ CD160 (BY55) ~ PSGL1 ~ CD100 (SEMA4D) -
SLAMF6 (NTB-A -~ Ly108) * SLAM (SLAMFI ~ CD150 ~ IPO-3) + BLAME
(SLAMFS8) + SELPLG (CD162) ~ LTBR ~ PAG/Cbp ~ NKp44 + NKp30

NKp46 - NKG2D ~ FzNKG2C -
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[0286] {r—iEEhufld - Al TCRENCARFUFAS S ECRIEA
B (PN EN SR RN R ERAS & F By ) &ahE
REAEBATUR(TAA) - fE—L & (| F - BEEHEBETURGREE b N YT R B
4H : CD19; CD123; CD22; CD30; CD171; CS-1 ( 7% &CD2F£1 ~ CRACC -
SLAMF7 ~ CD319 ~ 19A24)  CARIGEHEZRL 7771 (CLL-15{CLECLI) ;
CD33; % A R T2 A8 A8 (EGFRVIN) © #HALETEHEG2 (GD2) ; fIEEEH

5GD3 (aNeuSAc(2-8)aNeuSAc(2-3)BDGaip(1-4)bDGlep(1-1)Cer) ; HILLEF L5
GM3 (aNeuSAc(2-3)BDGalp(1-4)BDGlcp(1-1)Cer) ; TNFZ BB R R & 17
(TNFRSF17, BCMA) ; Tn#fiJf ((Tn Ag)st(GalNAcu-Ser/Thr)) ; FiFIRRIESEM:
FEFLE(PSMA) 5 AZBSlsRE RO RIE AN 502 /5 1 (RORI) ; FERETHREAMEE 572
(TAG72) ; CD38; CD44v6; L F(CEA) 5 | 2 4HRRELHT 45 F-(EPCAM) ;
B7H3 (CD276) ; KIT (CD117) ; 1 AZ 13 2R E Ta-2 (IL-13Ra2E,
CD213A2) : 73K ; /rEZE& 112880 (IL-11Ra) ; FIFIRRERAHAEHTFE(PSCA)
B AN (SEEQPEPRSS21) BN K AERRTFEE2

(VEGFR2) ; Lewis(Y)FiJi 5 CD24; [/ MRETAE MR F2FB (PDGFR-) ;
PEEERs SR AATURS (SSEA-4) ; CD20; 8%3 (DLL3) ; HEREZHG0  ZHSHEHE
f% 2 H%E - ERBB2 (Her2/neu) ; K& » HAEREHRAMUCL) ; RLAER
RF~ZR2(EGFR) 5 tHIESLHARGHS 77 F(NCAM) ; RiIFIREEE ; ATy BREE Mkt
(PAP) ; i &RF2588M(ELF2M) ; %32 B2 ; SIS (LET o (FAP) ;
REEFRAERRA T 128 (IGF-I3Z88) ~ REERTEEIX (CAIX) ; EEEERE (AUAG

(Prosome) ~ B & H R T (Macropain) ) ZXEIRAI9 (LMP2) ; f#ZEH100

(C252375PA. docx % 181 E ’ #\: 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

(gp100) 5 HETREFEE (BCR) Kz Abelson g [ 977 55 £ B RIELEYI 1 (AbD&HRY
LB NRL & E H (ber-abl) © BRREELTS © BRERAZIZAG2 (EphA2) § HilEA
M1 ;5 R I A LewisRilf 77T (sLe) © EEARRHZEZNGS (TGSS) : @ TERE
FZRMHTURHMWMAA) 5 o- ZFRA-GD2 AL S HEE(OACGD2) 5 ERZHS
B MBI ZIZRC (TEM1/CD248) ; BRI SAZEC THHEA(TEMTR) - BTYIRRLE
NESHE FRZBUE(STEAPL) § #7856 (CLDNG) ; fie FiRBR E 2 AS(TSHR) 5 G
EHEEZRECHISEHEAD (GPRCSD) ; LS XFFEIE6] (CXORF61) ;
CD97; CD179a; :R{T MM ERE RIS (ALK) © FRERER © BafR eIt (PLACT)
globo AL HIEERERE ~ 7N BEER 77 (GloboH)  FLER T {EHURINY-BR-1) © FRIFE
H2 (UPK2) ; ARIRF SR sdlifEt2fe 1 (HAVCRI) ;& ERRZRZAGR3
(ADRB3) ; ;%382 [ (pannexin) 3 (PANX3) ; G ('8 8428520 (GPR20) ;
MEARITRE SRS - ZAREK9 (LY6K) ; IRZZF551E2 (ORS IE2) ; TCRyAL
EEMEEH(TARP) ; WilmsfifgEH(WTL)  FBE/EAGUREL (NY-ESO-1) 5 ##
E/ZEADUFE2 (LAGE-la) ; BEREHERMTUET (MAGE-AL) ; ETS#Eir 245 AN
6 - L EEG12p F(ETV6-AML) 5 i FEH 17 (SPALT) ; XFUFERFIER A 1A
(XAGEL) ; feMEFRE SR EZAR?2 (Tie 2) : BERBREEZAIFRL
(MADCT-1) ; FBEEEFEEZENTR2 MAD-CT-2) ; fostHERHTR] © fEEH
p53 (p53) : p532EkE © AUYIRREEH (prostein) © ZEfFZR (Survivin) : Ut  FY
VIR FEERE TR (PCTA-1ECEAMESER RS ) - TN R RO RRENR
1 (MelanAZXMARTI)  KE ARG (Ras)Z€ 248 © A UM EE R e
(hTERT) ; PUfegisifir 8l ; B2 AR AT %] F(ML-IAP) ; ERG (ISHEE
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Elg - &xFEEE2 (TMPRSS2) ETSER AN ) N-ZEEwya il A s v
(NA17) : B @ EHPax-3 (PAX3) ; [EMHE 2R © AUIEBEBI : v-mycE 5
FaATIAE A 2 e I 25 U A N I AR SRR CT A MEFDEYIMYCN) 5 ras[EJRP)2%
HRE A C (RhoC) © B BERSAHRHE 52 (TRP-2) ¢ A ZEP450 1B1(CYP IBI) :
HICCCTCHEENT (##15EH ) (BORISEENFMEAIEAETT 22 )  MITHIAE
Pl 2 TR EA SRS (SART3) © @ EHPax-5 (PAXS) ¢ FRiEIERIEH
(proacrosin)é& & & Hsp32 (OY-TES 1) ; iikEEAMIAE Ry F 185 B B B B s
(LCK) : AlligstiE EEH4 (AKAP-4) © JERRRE - XENEL2 (SSX2) ¢ BRHIfE(Ea%
EVIZAG(RAGE-D @ BiEfel (RUD : BiEfE2 RU2) © R Rzl NIAEE
(legumain) ; AFAF.ZE/EHEFE6 (HPV E6) : AFAFZE/EIHEET (HPV ET) ; B5#%
HREHE © BYK5e 8 H70-228 5 (mut hsp70-2) ; CD79a; CD79b; CD72; H [fiEkFH
FARIEEREEHBAZAR L (LAIR]) © IgASZHG ZFef5 Br (FCARE(CD89)  HIMER
RIEBRE AR A HRAR A2 (LILRA2) : CD3007r TR RRET
(CD300LF) ; CHUSFSE R FHE12K 2 A (CLECI2A) ; i EE A2
(BST2) : ZEGFEARHRR AL 52288152 (EMR2) ; AR TR TS
(LY7S) : wAERLEE 003 (GPC3) ¢ FesZfgtkS (FCRLS) @ K BEERE B ML K
1 AGLL1) - f£—S&haf+ - HIRAMHCEI 2 R HEHURAYRL -

[0287] fr—iLFjEfs - BEREH R4 BEE CDI50 ~ 5T4 - ActRIIA ~
B7 - TNFAZE8#8 525 E 17 (TNFRSF17 ~ BCMA) ~ CA-125 ~ CCNAL -~
CD123 ~ CD126 ~ CD138 ~ CD14 -~ CD148 ~ CD15 ~ CD19 ~ CD20 ~ CD200 ~

CD21 ~ CD22 ~ CD23 ~ CD24 ~ CD25 ~ CD26 ~ CD261 ~ CD262 ~ CD30 ~
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CD33 ~ CD362 ~ CD37 ~ CD38 - CD4 ~ CD40 ~ CD40L ~ CD44 - CD46 - CDS -
CD52 ~ CD53 ~ CD54 ~ CD56 - CD66a-d ~ CD74 ~ CDS8 ~ CD80 ~ CD92 - CE7 -
CS-1 ~ CSPG4 - ED-Bé4%L#2E 5 ~ EGFR ~ EGFRVIII ~ EGP-2 -~ EGP-4
EPHa2 - ErbB2 - ErbB3 - ErbB4 - FBP - 2H&HJHERI-HER?2 - 4H & HYHER2-
HER3 - HERV-K - HIV-1:{EH%E (Hepl20 ~ HIV-1:{E=HEZE (5 gp4l ~ HLA-
DR - HM1.24 - HMW-MAA - Her2 - Her2/neu ~ IGF-1R -~ IL-11Ra ~ IL-13R-
02 ~ IL-2 ~ IL-22R-o ~ IL-6 ~ IL-6R ~ Ia ~ Ii ~ L1-CAM ~ L1-4BBEELKT 4+ -
Lewis Y ~ LI-CAM ~ MAGE A3 - MAGE-A1 ~ MART-1 - MUCI1 ~ NKG2Cf!
B4 . NKG2DF(f + NYESO-1 - OEPHa2 - PIGF - PSCA - PSMA - RORI -
T101 ~ TAC -~ TAG72 ~ TIM-3 - TRAIL-RI - TRAIL-R1 (DR4) - TRAIL-R2
(DRS5) ~ VEGF - VEGFR2 - WT-1 ~ GE G {E4&78 - a-fa5iE H (AFP) - 54
R ~ AN ELRES & 70 F(ExoCBM) ~ B A REY) ~ L2 - c-
Met ~ ZERAPLUR(CEA) ~ BHIEH DM 1) ~ ¥8EB2 - FRZEREHUE - BERE2
S~ BE S JEREdEe ZRS - B SED - gpl00 ~ BRIRFSRREDUR ~ w8 - «
K~ kdr ~ AglH - JEZRivin) ~ BERBHERDUR - B E - /NaEMES2(EE
P)(MDM2) ~ Fii8ZE 16 (MUCI6) ~ 45288 7 p53 ~ 40288 ras ~ FESEHUE ~ £
EERGSPUE ~ ROR2 ~ Bh5EAZEE - FIVIRRRF R MSUE - tEGFR ~ lEEEH ~
P2-EKEH ~ FeiZ#8ES (FcRLS) -

[0288] fr—ibFhfl+ @ HiFsEauGE e 2 T BESMERTE SR
(MHC) 7y 23 2 BIEsiE R R (TAARYZRAL - E—SE M+ - TAA
FREEFEANGUR - L—EFHEIF - BESEAIURGES H NPIFTE L BT
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4H : MBI E B4 S EH (ACRBP ; CT23 ~ OY-TES-1 ~ SP32 ; NCBIEHRH

ID : 84519) -~ a5 &EH (AFP ; AFPD - FETA ~ HPAFP ; NCBIEFID :
174) ; AU EEHS (AKAP4 ; AKAP 82 - AKAP-4 - AKAPS2 ~ CT99 -
FSC1 ~ HI ~ PRKA4 - hAKAPS2 ~ p82 ; NCBIEF]ID : 8852) - S ATPIZIE
AAA32 (ATAD2 ; ANCCA ~ CT137 ~ PRO2000 ; NCBIEA[ID : 29028 )
4xEEL 781 (KNL1 ; AF15Q14 ~ CASC5 ~ CT29 ~ D40 - MCPH4 ~ PPP1R55 -
Spc7 ~ hKNL-1 ~ hSpcl05 ; NCBIEFID : 57082 ) ~ Fu g HS5 (CEPSS ;
Cl10orf3 ~ CT111 ~ MARCH ~ URCC6 ; NCBIEHID : 55165) -~ EE/ZAINE
1A (CTAGIA ; ESOI1; CT6.1; LAGE-2; LAGE2A; NY-ESO-1; NCBIEHID :
246100) -~ FEERE/SZAHTFEIB (CTAGIB ; CT6.1 ~ CTAG ~ CTAGI ~ ESO1 -
LAGE-2 ~ LAGE2B ~ NY-ESO-1 ; NCBIERHID : 1485) ~ fEfE/Z Nin[HE2
(CTAG2 ; CAMEL -~ CT2 ~ CT6.2 ~ CT6.2a ~ CT6.2b ~ ESO2 - LAGE-1 -
LAGE2B ; NCBIERHID : 30848 ) -~ #HCCCTC%E& A+ (CTCFL ; BORIS -
CT27 ~ CTCF-T ~ HMGBILI1 ~ dJ579F20.2 ; NCBIE[AID : 140690 ) -~ #HIZE
Ho2 (CTNNA2 ; CAP-R ~ CAPR ~ CDCBM9 - CT114 - CTNR ; NCBIEH

D :1496) -~ EEE/ZAP1/ES83 (CT83 ; CXorf6l ~ KK-LC-1 ~ KKLCI1 ; NCBI
ZNID 1203413 ) -~ HHAZEHAL1 (CCNAL ; CT146; NCBIEFID : 8900 )
YR EfZIZENE43 (DDX43 ; CT13 ~ HAGE ; NCBIERKID : 55510) ~ &#5%
get:fHEH2 (DPPA2 ; CT100 ~ ECAT15-2 ~ PESCRGI ; NCBIERFID :

151871) -~ B i AN FRIR1 (FATEL ; CT43 ~ FATE ; NCBIEK]ID :

89885) ~ FMRI#/E (FMRINB ; CT37 ~ NY-SAR-35 » NYSAR35 ; NCBIE: A

252375PA.docx % 185 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

ID : 158521) -~ &HORMAIE1 (HORMADI ; CT46 - NOHMA ; NCBIEK

ID : 84072) -~ HHEREZAERT2 mRNAESEH3 (IGF2BP3 ; CT98 - IMP-
3~ IMP3 -~ KOC -~ KOC1 ~ VICKZ3 ; NCBIEHID : 10643 ) -~ HRERzHI#EEH
4 (LUZP4 ; CT-28 ~ CT-8 ~ CT28 ~ HOM-TES-85 ; NCBIEKID : 51213) -~ jfk
E4fEfi 65 EREK (LY6K 5 CT97 ~ HSJ001348 ~ URLCIO -~ 1y-6K ; NCBI
ENID : 54742) -~ KppE4EEA TEFEAF (MAEL ; CT128 ~ SPATA35 ;
NCBIERID : 84944 ) - MAGEZ K EA1 (MAGEAL ; CT1.1 ~ MAGEL ;
NCBIERID : 4100) ; MAGEZER 2A3 (MAGEA3 ; CT1.3 ~ HIP8 -
HYPD - MAGE3 - MAGEAG6 ; NCBIEKID : 4102) ; MAGEZERL 2 A4
(MAGEA4 ; CT1.4 ~ MAGE-41 - MAGE-X2 - MAGE4 - MAGE4A -
MAGE4B ; NCBIEFID : 4103) ; MAGEZEELE A1l (MAGEALL ;

CT1.11 - MAGE-11 » MAGEI1 - MAGEA-11 ; NCBIEHID : 4110) ; MAGE
FERKEC1 (MAGECI ; CT7 ~ CT7.1 ; NCBIEKID : 9947) ; MAGEZ JERK
5C2 (MAGEC2 ; CT10 ~ HCAS87 ~ MAGEEI1 ; NCBIEAID : 51438 ) ;
MAGEZ R ED1 (MAGEDI ; DLXIN-1 ~ NRAGE ; NCBIEA]ID : 9500)
MAGEZ R ED2 (MAGED2 ; 11B6 ~ BARTSS ~ BCG-1 ~ BCG1 ~ HCAI10 -
MAGE-D2 ; NCBIEFID : 10916) -~ BR&E)E A2 Rk 220B (KIF20B ;

CT90 - KRMP1 - MPHOSPHI - MPP-1 » MPP1 ; NCBIEKID : 9585) -
NDC80Z 4455 & HENUF24H 4y (NUF2 ; CDCALI ~ CT106 ~ NUF2R ; NCBIEE
[RID : 83540) -~ ZRNAEGHAF2 (NXF2 ; CT39 ~ TAPL-2 ~ TCP11X2 ;

NCBIERID : 56001 ) -~ &PASH[H#IT1 (PASDI ; CT63 ~ CT64 -
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OXTESI1 ; NCBIERKID : 139135) -~ PDZ&E& M (PBK ; CT84 ~ HEL164 -
Nori-3 ~ SPK ~ TOPK ; NCBIE[KID : 55872 ) - $HpiwiRNA/ &~ E[RFFER2
(PIWIL2 ; CT80 ~ HILI ~ PIWILIL ~ mili ; NCBIEKID : 55124) -~ BEEE
B F35 1R (PRAME ; CT130 ~ MAPE ~ OIP-4 ~ OIP4 ; NCBIEKID :
23532) ~ B FMEEITRE9 (SPAGY ; CT89 ~ HLC-6 ~ HLC4 ~ HLCG -~ JIP-4 -
JIP4 ~ JLP ~ PHET -~ PIG6 ; NCBIEFID : 9043 ) -~ XM:EiiZMEEEIE TEAF
Rk B A1 (SPANXAL ; CT11.1 ~ CT11.3 ~ NAP-X ~ SPAN-X - SPAN-Xa -
SPAN-Xb ~ SPANX - SPANX-A ; NCBIERFID : 30014 ) -~ SPANXZ R EA2
(SPANXA2 ; CT11.1 ~ CT11.3 ~ SPANX ~ SPANX-A ~ SPANX-C -
SPANXA ~ SPANXC ; NCBIEKID : 728712) -~ SPANXZ R EC
(SPANXC ; CT11.3 ~ CTpl1 ~ SPANX-C - SPANX-E » SPANXE ; NCBIE[F
ID : 64663 ) ~ SPANXZ#ERCED (SPANXD ; CT11.3 ~ CT11.4 ~ SPANX-C ~
SPANX-D - SPANX-E ~ SPANXC - SPANXE ~ dJ171K16.1 ; NCBIEKID :
64648 ) ~ SSXZFHERE1 (SSX1 ; CT5.1 ~ SSRC ; NCBIERFID : 6756) -~
SSXZHERK B2 (SSX2 5 CT5.2 ~ CT5.2A ~ HD21 ~ HOM-MEL-40 ~ SSX ; NCBI
HERID : 6757) -~ BigE&#eEH3 (SYCP3 ; CORI1 ~ RPRGL4 ~ SCP3 -
SPGF4 ; NCBIERID : 50511) -~ {pEfEIER A F+EF3H 14 (TEX14 ;
CT113 ~ SPGF23 ; NCBIEHID : 56155) -~ kR DpFERE3 (TFDP3 ;
CT30 ~ DP4 ~ HCA661 ; NCBIEFID : 51270) -~ &xi&ME&EHEF50 (PRSS50 ;
CT20 ~ TSP50 ; NCBIEFID : 29122 ) ~ TTKEH U (TTK ; CT96 ~ ESK ~

MPHI1 -~ MPS1 ~ MPSIL1 -~ PYT ; NCBIERKID : 7272) -~ KFEEH165
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(ZNF165 ; CT53 ~ LD65 ~ ZSCAN7 ; NCBIEFID : 7718 ) - 45& 2 F AL
MHAEMAE &R (MHC) 77 7 2 3 2 BEE A PURRYR AL Z THIAZ A8(TCR) f 44
TCRETRS (HPTE ROT <RIk o B0 HL ] R FYASO Rl 2 522G - Bt fidyeg AH R e
CIEIEE N R B LEGE A PIAGIbbs, et al., Trends Cancer 2018 Oct; 4(10):701-
712 K CTE R EAGIhcta. Ince.br/index.php ° 455 EMHCE I 2 NY-ESO-10yFE iz
Z T EETCR 28 TCRI a4t A5 40 Stewart-Jones, et al., Proc Natl Acad Sci
USA.2009 Apr 7; 106(14):5784-8 ; WO2005113595 ~ W0O2006031221 -
WO02010106431 ~ W0O2016177339 ~ W0O2016210365 ~ W0O2017044661 -~
WO02017076308 ~ W0O2017109496 ~ WO2018132739 ~ W0O2019084538 ~
W02019162043 ~ W02020086158 ~ FzW02020086647 - 455 EMHCEIR
PRAMEHYZRA & 7R TCR B AHTCRETAR (A A0 W 02011062634 ~
WO02016142783 ~ W02016191246 ~ W02018172533 ~ W02018234319 ~ K
W02019109821 - 454 EMHCE 3 2 MAGES SRy (ir ~ BI;RMETCR K2 AETCR
A A A IO WO02007032255 ~ W02012054825 ~ W02013039889 ~
WO02013041865 ~ W0O2014118236 ~ W0O2016055785 ~ W0O2017174822 ~
WO02017174823 ~ W0O2017174824 ~ W0O2017175006 ~ W0O2018097951 ~
WO02018170338 ~ W02018225732 ~ FzW02019204683 - 455 EMHCEIR ~ ofis
508 H (AFP)RYRAL < FIR M TCR B AR TCRETAR R AL 20 W 02015011450 -
e EMHCE IR Z SSX28YHRAL Z BRI TCR BFHTCREUAS (272 5140
W02020063488 - 454 EMHCE I 2 KK-LC-1 (CT83)AyFE iz~ Hil i TCR K 48

TCRIAAS ARG A HIZIW02017189254 -
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[0289) 4HAEREA < EHIEFE © S5 ZE R (Algenpantucel)-L ~ P75 57 ZE-
T ~ (BPX-501)¥7, K EE /R (rivogenlecleucel) US9089520 ~ W02016100236 ~ AU-
105 ~ ACTR-087 ~ JE{L[FIESAS B 247 T-4HICNDO-109-AANK ~ MG-4101 ~
AU-101 ~ BPX-601 ~ FATE-NK100 - LFU-835 & [MET4HAE ~ FHK3ER
(ImilecleuceD)-T ~ 252 & (baltaleucel)-T ~ PNK-007 - UCARTCSI1 ~ ET-1504 -
ET-1501 ~ ET-1502 ~ ET-190 - CD19-ARTEMIS -~ ProHema ~ FT-1050Z 3 7 &
FEEs AR L - CD4CARNK-9241R ~ CryoStim ~ AlloStim ~ SR HHHE
huCARTE] 7 40AE - CART-224[AY ~ EGFRt/19-28z/4-1BBL CAR T4Hfl - Hig
4H11-28z/fIL-12/EFGRt T4ffjffd -~ CCR5-SBC-728-HSPC - CAR4-1BBZ - CH-
296 ~ dnTGFbRII-NY-ESOc259T ~ Ad-RTS-IL-12 ~ IMA-101 ~ IMA-201 -~
CARMA-0508 ~ TT-18 ~ CMD-501 ~ CMD-503 ~ CMD-504 - CMD-502 - CMD-
601 ~ CMD-602 ~ K CSG-005 -

[0290)] FE—EFHEWI - —BEARERI ML QR al (i HAE It 77
R BIA0 N YRR -

o FEMFRE LRl SRR 0 SEAIMEEIM | B LA

o Him] ATM Z&8H( - 5840 AZD1390 ;

o Hijm MET X &5H( » F5U1nE K [T (savolitinib) ~ RERC - FEET
(tepotinib) ~ ABT-700 ~ AG213 ~ JNJ-38877618 (OMO-1) ~ BRI T
(merestinib) ~ HQP-8361 - BMS-817378 ~ =i TAS-115 ;

o HREEWEELEOMIE . EER - SENLEHR - REET

(binimetinib) ~ & [LE [T (cobimetinib) ~ 5] EE E(selumetinib) ~ BiERS
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[E(trametinib) ~ fA3EE % (uprosertib) ~ 7% fE (mirdametinib) (PD-
0325901) ~ JRME 255 (pimasertib) ~ 3 A% [E (refametinib) ~ BHE R T
g A&7 - W02011008709 ~ W02013112741 ~ W02006124944 -
WO02006124692 ~ W02014064215 ~ W02018005435 ~ Zhou, et al.,
Cancer Lett.2017 Nov 1, 408:130-137 ~ Teli, et al., J Enzyme Inhib Med
Chem.(2012) 27(4):558-70 ; Gangwall, et al., Curr Top Med Chem.(2013)
13(9):1015-35 ; Wu, et al., Bioorg Med Chem Lett.(2009) 19(13):3485-8
Kaila, et al., Bioorg Med Chem.(2007) 15(19):6425-42 ~ B¢ Hu, et al.,
Bioorg Med Chem Lett.(2011) 21(16):4758-61 ;

o FE[RINEHNE 2 SER - SEAIPTAE4E e (aglatimagene besadenovec)

( ProstAtak ~ PancAtak ~ GliAtak ~ GMCI ~ 5 AdV-tk) ;
o BRI THEFRE L EER] - FEUEEE /T H 2 (pegilodecakin) (AM-0010)
(L FEEIL10) ~ CA-4948 (IRAK4 {IIFHIE])

o FEMHAEZR PASO R E 2 BRI - sEaIsk M (letrozole) ~ Tl Hhm
(anastrozole) ~ fFE K (aminoglutethimide) ~ B 322 /. fE g
(megestrol acetate) (MEGACE®) ~ {{Pt351H (exemestane) ~ {£3EIH
(formestane) ~ JE{EW(fadrozole) ~ (R EZ M (vorozole) (RIVISOR®) ~ 3K Ef
W(FEMARA®) ~ 5[ AR (ARIMIDEX®) ;

o 5] CD73 X &5/ » 2540 CD73 HIHIE| (FIUN4sTr 574 St
(quemliclustat) (AB680) ) E¢ft CD73 fiife (PIIRENIEEIL)

e U|n) DKK3 ~ &&7 » 540 MTG-201 ;
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o #in] EEF1A2 2 875 » SEANE AL (plitidepsin)

o #ijn] EIF4A1 2575 - SEA0%E P4 (rohinitib)

o HUR|NRZHEERE T 2 BER - 5540 TRCI05 (K2 Bji(carotuximab) ) ;

o HEEIMEEN 1 ZEEH] - FEUINE P (eltanexor)

o HUMIAER LR KNG 2 BER - sEAIHE R WO2017160861 2 (b&
)

o HERFMATIER 90B KRR | ZEEH - sEMZA T (anlotinib) ;

o FUMFLHEEED 2N FEUASORTE (ruxotemitide) (LTX-315) ;

o UM RRA A (L ZER - sEFE Y US4965288 ~ US4997854
US4943593 ~ US5021456 ~ US5059714 ~ US5120764 ~ US5182297 ~
US5252608 ~ 5k, US20040248871 = 7 &) ;

e #lm MAGE FHERK & 2 867 » 2540 KITE-718 ~ MAGE-A10C796T ~ =
MAGE-A10 TCR ;

o Hljm) MDM?2 7 &5 » %41 ALRN-6924 - CMG-097 ~ K SEHEBEHIE
hEfs B — /K & %7)(milademetan monotosylate monohydrate) (DS-3032b)
5 AMG-232 ;

o Hijr) MDM4 ~ &5 » 5540 ALRN-6924 ;

o A melan-A 2 BEF| » 541 MART-1 F5 TCR € T2 PBMC ;

o HURIMELYER ZHEHR] - 540 CSG-MESO = TC-210 ;

o o METAP2 7 #7| » =540 M8891 B¢ APL-1202 ;

e HU5] NLRP3 .~ &5 » %40 BMS-986299 ;
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o HURHIFEA _BELENE S B - sES 4K Mt (devimistat) (CPI-
613) ;

o HimfaiRAE RN 2 EEH| - SR PEE (aflibercept) ;

o #B[A SLCI0A3 8578 » SEHIE T WO02015148954
WO02012082647 ~ 5 WO2017160861 &5 {E&4)

o HiAIH(LARKT o (TGFa) L 855 » sEAIH Y W02019103203 HF
w=¢//

o HiRAEREEN pS3 X EER| - sEWI T HEM(kevetrin) (REEE)

o HFIMENKERRT A ZEEH - sE0ffErEE

o HURIMEWNZAERRFZEE B - SEUIPRIEES T (fruquintinib) sl
MP0250 ;

o HE[A VISTA &7 » 541 CA-170 55 HMBD-002 ;

o Hu[a WEE1 2 885 » s540 /354 (adavosertib) (AZD-1775) ;

o i ABL1 Z/NorFHlIFIE] - S5PHERC (imatinib) ~ 5T
(rebastinib) ~ [75 fE#fi(asciminib) ~ 547 [ (ponatinib)
(ICLUSIG®)

o HURMREZES /Ny FHEDUR - 3850 CPI-444 ~ AZD-4635 ~ 525
(preladenant) ~ &35 (etrumadenant) (AB928) ~ 5 PBF-509 ;

o HURIFLAVUGEERS S-RERINEMNE < /N HIHIA » &0 H 255 T EEEN

(meclofenamate sodium)=i 7% 8 #f (zileuton) ;
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o HEm) ATR 4RHENE/ G BEIRIEE < /N oy IR - 3540 BAY-937 ~ 2841
E (ceralasertib) (AZD6738) ~ AZD6783 ~ VX-803 ~ 5, VX-970 ( H{E
&1 (berzosertib) ) 5

o Hin] AXL ~ZRSHRRZ B HE < /Ny FHIGIE] - sE0 HRE T
(bemcentinib) (BGB-324) ~ SLC-0211 ~ 2551 JE (gilteritinib)
(AXI/F1t3) ;

e [ Bruton FRESHERE IR (BTK) /Ny A - 5540(S)-6-A-9-(1-
(T -2-JRBEES P IE I -3-55)-7-(4- 2R S| B AR - TH-IENS -8 (OH)- il ~ [l
# S (acalabrutinib) (ACP-196) ~ JZ=15%5 & (zanubrutinib) (BGB-3111) -
CB988 ~ LHEE T (poseltinib) (HM71224) ~ {K&EF B (ibrutinib) ( {{KFHE
4R (Imbruvica) ) ~ M-2951 ({{KfREF/C (evobrutinib) ) ~ FHHIEC
(tirabrutinib) (ONO-4059) ~ ¥iE /7% [T (rilzabrutinib) (PRN-1008) ~ H|5Z
B (spebrutinib)(CC-292) ~ 4K & (vecabrutinib) ~ ARQ-531 (MK-
1026) ~ SHR-1459 - DTRMWXHS-12 - 5 TAS-5315 ;

o B[R HAL B RS IR B e < Ny IR - SRR ERE T - Bk
% |E (entrectinib) ~ 5 JJESE (selitrectinib) (LOXO0-195) ;

o Hm ROS JREUEAN 1 - ZAGEE Rl sl </ N FHIEIE] - s&x0 2 dh
BIE ~ I B (repotrectinib) (TPX-0005) ~ 5% i1 [E(lorlatinib) ;

o Him SRC [FEVEEEAN » JEZACHRRBERIG < /N oy T HIRIR -S540
VAL-201 ~ giIEAffK(tirbanibulin) (KX2-391) ~ B {F#8E5[E (ilginatinib)

BT 4% — FEE8(NS-018) ;
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o Hn B MR 2 /N FHIRIE] - sEA0&4ETE 7e(navitoclax)

(ABT-263) - 473+ 7% (venetoclax) (ABT-199, RG-7601) ~ 5 AT-101
(falr)

o HE[RMER IS R AME(BET) S AHEE I H 2/ Ny TR - 5840
ABBV-744 -~ INCB-054329 ~ INCB057643 - AZD-5153 ~ ABT-767 ~
BMS-986158 ~ CC-90010 ~ NHWD-870 ~ ODM-207 ~ ZBC246 ~
ZEN3694 ~ CC-95775 (FT-1101) ~ K& PH4f (mivebresib) ~ BI-894999 -
PLX-2853 ~ PLX-51107 ~ CPI-0610 ~ =, GS-5829 ;

o HiEbRIA(LEYIREEAEREEG 15 2/ G - 38530 STNM-01

o FE[HIbRELETEE /Ny FHIRIE] - sEX0ME "5 5 (polmacoxib) ~ ZEREE
Bz ~ ¢ LR e (methazolamide) ;

o FEREIREEN Bl Z/NorFHIRIAE - 5540 CWP-291 ~ B¢ PRI-724 ;

o Hin C-CHERBLMEZR /NI FHETE - 5840 CCX-872 ~ BMS-
813160 (CCR2/CCRS5) ~ 8¢ MK-7690 (4fEvisfiss )

o Him C-X-CHERBLHE < (HI4 CXCR4) Z/NyFHEHiR » BT
VD 1EZ=(blixafortide) ;

o HE[mZEENATIIE (cereblon) Z /NI FHIGIE » EAIM 2% K& (avadomide)
(CC-122) ~ CC-92480 ~ CC-90009 ~ B KT (iberdomide) ;

o FEHIRERNENE 1 /N FHIHIE - 5540 SRAT37 ;

o HEEffASAH T 2/ Ny FHIEIE - sERE AL PGG (Imprime PGG)

(Biothera Pharmaceuticals) ;
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o Him C-X-CHERHBHLEEAR (HIM CXCL12) Z/NrFHlikIH - 5
% L FR (LB AIA7 {8 (olaptesed pegol) (NOX-A12) ;

o HUHAIANEER PASO KR /Ny THIHIE] - 5540 ODM-209 ~ LAE-201 -
PH4ESEE (seviteronel) (VT-464) ~ CFG920 ~ [ifLE455E (abiraterone) ~ B¢
PrIEE R RE L BT

o HLESET ERRIRIENE 5 2/ Ny FHIRIE - SE40%R -3 (supinoxin) (RX-
5902) ;

o ] DGK Z/NrFHIGIHE] a » Glazganfdufys W02021130638 1%

o fm] diablo IAP &5 & Hr & B8 8 1 /N F-HIIAIA - 54

BI-891065;

o Him _RIERLEIFENE /NG o sEAIE L D (pralatrexate) BRE
FHEZE 8N

o Hi|n) DNA {(HEM: S HIBlE </ Ny FHIIHIE] - 5540 MSC2490484A (JE
EEE A (nedisertib) )~ VX-984 + AsiDNA (DT-01) ~ LXS-196 - S{&%
S MR(sotrastaurin) ;

o #[m] MARCKS /NI - 5540 BIO-11006 ;

o HUja RIPK1 /NS TR » 5540 GSK-3145094 ;

o S Rho HHEHHEHIIRIEE HBINE </ Ny HIHIR] - 5540 AT13148 =
KD025 ;

o Hjn DNA SREEERENE 2/ N FHIHIR] - S0P IR - ML BEIE
#E 2 (firtecan pegol) ~ BYfESELL & (amrubicin)

o HEZERZESE D2 /Ny F IR - 5540 ONC-201 ;
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o Gl DOTI #5240 % o SR g HH AR B /N oo THUIRIURT - 5540 K73 i
& (pinometostat) (EPZ-5676) ;

o g EZH2 /N7y FHIGIE] » sE03E ZEHTIE (tazemetostat) ~ CPI-1205 -
5 PF-06821497 ;

o HUMIARHIBE & R /Ny TR - 58540 TVB-2640 (Sagimet
Biosciences) ;

o HUHARMERIAIA RINT 248 2 (FGFR2) 2/ IR - s40 H G [E
B47i(bemarituzumab) (FPA144) ;

o HUHFHEFEIHI(FAK, PTK2) 2/ TG » 5540 VS-4718 ~ i
SE5 B (defactinib) ~ 57, GSK2256098 ;

o RUMTERZAS 1 2Ny HIRIE] - FEAIE LA |

o Hlm FOXMI Z/NorHIIIR] » SEAIMREELREIA |

o Bl FFLRERER R (galectin) 3 2/ Ny TG - sEA0 HAIEET
(belapectin) (GR-MD-02) ;

o HUm A E R 2SN THETUE] - sE R HLRE T (relacorilant)
(CORT-125134) ;

o HURIEANRHLENS < /N T - EFR{EAA RS CB-839 (ZKEfh
(telaglenastat) ) ~ B{EE-2-(5-2AEL ARG FE-1,3,4- 18 -2 F0) 7 LBt ik
(BPTES) ;

o s GNRHR Z/Nor-HIIHIA] - SEA0EHL A (elagolix) ~ Fafll KAl

(relugolix) ~ B I1FH e (degarelix) ;
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o s EPAS1 /Ny TR - 540 A 2R N (belzutifan) (PT-2977
(Merck & Co.))

o Hn RIERRE L EREINADPH) 2/ Ny FHIERIE » RGN E AR
(ivosidenib) (AG-120) ~ %§i112/E (vorasidenib) (AG-881) (DHI1 }
IDH2) - IDH-305 - {37} /24 (enasidenib) (AG-221) ;

o BHIAEEREES S HENE 1A 2/ N TSR] - 5540 CC-90011 ;

o Hjn MAPK 52 G {F PSR BE/ Bk R B e </ Ny IR - BB 2ok
# (tomivosertib) (eFT-508) ;

e HUn notch 785 /N HIIEIHE] - 540 AL-101 (BMS-906024) ;

o Hjm) polo BEHAE 1 (PLK1).Z/NrFHIHIR » S0 R4NEEE (volasertib)
B2 N ES (onvansertib) ;

o T (ADP-ZA) F S HE(PARP). /Ny FHIHIA » s RAIEE
(olaparib) (MK7339) ~ [ fH¥m(rucaparib) ~ 4EFI[IH/E (veliparib) ~ {1
3% (talazoparib) ~ ABT-767 ~ > B (pamiparib) (BGB-290) ~ 5 M M
JI(fluazolepali) (SHR-3162) ~ [EfIfHE(niraparib) (JNJ-64091742) - HiH
1% (stenoparib) (2X-121 (e-7499)) ~ #EfK1/E (simmiparib) ~ IMP-

4297 ~ SC-10914 ~ IDX-1197 ~ HWH-340 - CEP 9722 ~ CEP-8983 -
E7016 ~ 3-F#E R HEER: - 3¢ CK-102 ;
o R ZAiEH EED /oy HIGIHE] - 554 MAK683 ;

o HlFZEAE O-FRAIENs 2/ Ny TR - 5540 WNT-974 ;
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o HEHATYIIEER-NBE/LYIEHEE /Ny FHIRIE - 5530 HP-5000 ~ &
e FE(lornoxicam) ~ = RHEHPE T HIE ~ JRZEEESR(bromfenac sodium) -
FALIHEZE (otenaproxesul) (ATB-346) ~ FARMEES (mofezolac) ~ GLY-

230 ~ TRK-700 ~ EE& 2 2 (diclofenac) ~ )& EFF (meloxicam) ~ THEG &
Fri(parecoxib) ~ (3L E A (etoricoxib) ~ ZEAE Fi(celecoxib) ~ AXS-06 -
EEF O EE ~ SR 2 AR EAT(DRGT-46) ~ AAT-076 ~ EFRETA
(meisuoshuli) ~ Z2EZFEE 47 (lumiracoxib) ~ ZE)&E FF (meloxicam) ~ (KL
ffi(valdecoxib) ~ E:F1)% 55 (zaltoprofen) ~ [EZEETF/(nimesulide) ~ fE[JE%L
#%(anitrazafen) ~ [A[-EAf (apricoxib) ~ PEKE A (cimicoxib) ~ {EHIE AR
(deracoxib) ~ & BKME(flumizole) ~ FEZEE A (firocoxib) ~ & F.EAM
(mavacoxib) ~ fH> K% EE (pamicogrel) ~ MHFHE AT (parecoxib) ~ & A4
(robenacoxib) ~ ZEJEE ffi(rofecoxib) ~ ZEET i (rutecarpine) ~ & EEf
(tilmacoxib) ~ EFE)& 25 (zaltoprofen) ~ B Y ¥ E fh (imrecoxib) ;

o HUREHGEHEEE N AR 2/ Ny ISR - 540 MS203 ~ PF-
06939999 ~ GSK3368715 ~ 5 GSK3326595 ;

e o] PTPNI11 /Ny T - 40 TNO155 (SHP-099) ~ RMC-

4550 ~ JAB-3068 - RMC-4630 (SAR442720) ~ Bi#& > W02018172984
8¢, W02017211303 th &% ;

o Himmbt e/ Ny FREPUE] - sEtoREEEE) T (tamibarotene)

(SY-1425) ;

o HUERZEEREE S S6 S B1 /N FHIHIE] o #5401 MSC2363318A ;
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o HUm S100 #5455 EH A9 2/ IR - sEAfhEE R
(tasquinimod)

o HUMEBHER E 2/ N HIMIE - A0 EE B #N (uproleselan sodium)
(GMI-1271) ;

o HUm SF3B1 2/ TR - S840 H3B-8800

o HHERFEH 3 Z/NorTHIMIE - 5540 YC8-02 ;

o Hm] SMO Z/ N FHIGIHE] - s5 % ES (sonidegib) (Odomzo® - £
% LDE-225) ~ #E5ifEHE (vismodegib) (GDC-0449) ~ &A1 HLE
(glasdegib) (PF-04449913) ~ {2 A] Mk (itraconazole) ~ BN 5 {E
(patidegib) ~ ¥-$11 75 {H(taladegib) ;

o RUMFSHIERZAG /Ny THETUR - 58540 OPS-201 ¢

o RUmIHAS IR NG 2 /N IR - SEAIRIB/E AT (opaganib)
(Yeliva®, ABC294640) ;

o HUE STAT3 /N FHIRIA » SE40ALMEAT ¥ (napabucasin) (BBI-608) ;

o HEImEHE AN L/ N FHIEIE - EX0 GOO7-LK BCHTH fiHFR(2X-121
(e-7499)) ;

o i TFGBR1 Z/NorHIfIE] - 58540 @ 11 (galunisertib) ~ PF-
06952229 ;

o FUMIHYE G S R /N TSR] - s A0S Hi#E (idetrexed) (ONX-
0801) ;

o HHfEREEN p53 /Ny THIHIE] - 58540 CMG-097 ;
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o HUMEHHMRMEEEE D /Ny TIEIE] - 5540 CB-5083

o HUE WT1 Z/Nor A - 5840%EEIR H (ombipepimut-S) (DSP-
7888) ;

o RURMRE RS 2/ N TeE] - sEIALATERA (namodenoson)

(CF102) ;

o RURREEEIEE L () Ny Techl o s LR
(crisantaspase) (Erwinase®) + GRASPA (ERY-001, ERY-ASP) ~ B/, _[ig
(eI (calaspargase pegol) ~ BHE[IZ i (pegaspargase)

o HUn CCAATHBT4EEEH o Z/NrTRE] - 5840

MTL-501;

o FUMANAEEER PASO FIE /N TR - sEA0-KFEIH (mitotane)

o = DExD/H 22 fiEll 58 /Ny Tl - &40 RGT-100 ;

o s GNRHR Z/Nor st - &40 ik LBHE(leuprorelin
acetate)  sENEIM LEEFERF R A (ATRIGEL) ~ HiEhn R RS
B&Ed (triptorelin pamoate) ~ B¢\ =k 2L EE(goserelin acetate) ;

o H[5 GRB2 Z/\rr T3tk - a8 40 Hi i #k (prexigebersen) (BP1001) ;

o iHja] NFE2L2 7 /NorF{lER0 » 56405 5 &K FE(omaveloxolone)(RTA-
408) ;

e H[m NOD2 /Ny Flesthl] - s o RiAE L (mifamurtide) (AFERS)

o U RARMHRBAIN R ZA8 v </ N TS8R - 5E40F4F 37K (cintirorgon)
(LYC-55716) ;

o P HREEAZAS(RAR).Z /N FEXE » SEAI4EH & (tretinoin) ;
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o 5 STINGI /N3 T3] » 5£40 ADU-S100 (MIW-815) ~ SB-
11285 ~ MK-1454 ~ SR-8291 ~ AdVCA0848 -~ GSK-532 ~ SYN-STING -
MSA-1 ~ SR-8291 - IB{R-GAMP (cGAMP) ~ EIBIK-_-AMP ;

o BRI HRIRERZEG B /N FHRRE - SEAIAEEHIRRR R B

o HUHMEREESEN T L/ Ny FIRATA] - BRI ZR 4N (tasonermin) ;

o B ETAAEE IAP H1E 5 2 [ FEH » 5510 EZN-3042 ;

o s GRB2 Y FA » sEULEH HAR 5

o HUHEMATED 27 XL FER » FEUMMEFEAR (apatorsen) ;

o ] STAT3 7 R #58 » sE40FF (X /Hi 4 (danvatirsen) (IONIS-STAT3-
2.5RX) ;

o jm C-CERSMB{LIHE I BERFL » 584 SB-728-T ;

o MU ZEEREE » 24 EGENE-001 - %57 &7 Ki(tavokinogene
telseplasmid) ~ $5#%71 42 o (nogapendekin alfa) (ALT-803) -~ NKTR-
255 ~ NIZ-985 (hetIL-15) ~ SAR441000 ~ =,

MDNA-55;

o HNREHEED 18 LIRS - FENITE S H B (claudiximab) ;

o IEmEED IS - 5EY AB-16BS ;

o HURIHASAH Y ZHUAS - FEWIAIRERE S (ravulizumab) (ALXN-1210) ;

o Him C-X-CHERSHI LM ARRCIS 2 H1AS - 541 BMS-986253 (HuMax-
Inflam) ;

o 7] & B HLAY Notch fiLdG 4 (DLLA) 2 Fike - sE0SPHEREEDT

(demcizumab) ~ N4 7 B Hi(navicixizumab) (DLL4/VEGF) ;
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o Ul EPH <788 A3 A8 » SEUIFEEEREHU(KB-004)

o HIn) b HHRERGNS 0 2 DikE o SRR BREEHTE AN H 2 (oportuzumab
monatox) (VB4-845) ;

o HEmAHAERIAEA RIAF 24188 5530 GAL-F2 ~ B-701 (CREHEH
(vofatamab) )

o HEm A4 RRF 2 HAE - 5540 MP-0250 ;

o HUETHRIZIUE » sEWNRALE(canakinumab) (ACZ885) ~ /M4EHTT
(gevokizumab) (VPMO87) ~ CIM-112 - 55285 B $7 (guselkumab) ~ E5Hi7
2 B fii(talacotuzumab) (JNJ-56022473) ~ BEE B - SUFLEEEN
(tocilizumab) ;

o U LRRCIS 2 His » 401 ABBV-085 S¢EE£ Rk BE 7 (cusatuzumab)
(ARGX-110) ;

o HUHEYE e - 540 BMS-986148 ~ SEL-403 ~ 5§ MSLN-
MMAE ;

o SRR Z RS - 5405 % Bii(landogrozumab) ;

o HE[ notch <785 ik - sEUf G 2 BT (tarextumab) ;

o i[5 TGFB1 (TGFb1) 7 $i{f% » %40 SAR439459 ~ ABBV-151 -
NIS793 ~

SRK-181 ~ XOMAOS9 ~ B W02019103203 27 (L&)

o jn fms HHRHZASHRRETL NG <« Y B - 584 HLA-A2402/HLA-A0201
FRAIZ A I
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o HUHEMATEN 27 ZJ&H > 520 PSV-AML (PhosphoSynVax) ;

o U5 PD-L1 25 » 5540 10-120 + 10-103 ( PD-L1/PD-L2 &) =
10-103 ;

o HLMERIEN p53 XA o sEU MVA-PS3

o Hm WTI1 58 » 2540 WT-1 B E B (WT1-CTL) ;

o U ESMRINKE IAP EE 5 LML - sEAEE IR AR/ MUCL/
4: 172 PepTivator 7 5 ZE4HAAE 1

o HUIREEETEG  AHAEEL o 5540 DC-Ad-GMCAIX ;

o Hin C-CHER{LMER 2R L HATREL » 5540 CCRS-SBC-728-
HSPC :

o HUHEERA/KARNS 1 2 HHREREZE o 540 CIK-CAR.PSMA B¢ CART-
PSMA-TGFBRDN ;

o U5 GSTP1 2 4HFfIfEL » 5541 CPG3-CAR (GLYCAR) ;

o #U[n HLA-A 4fHEEE - 5540 FH-MCVA2TCR 5 NeoTCR-P1 ;

o HUmMAE AL - 50 CST-101 ;

o U5 KRAS ZAHREIE L - 55404 KRAS G12D mTCR PBL ;

o iljs] MET Z 40 )% » 554041 cMet RNA CAR T ;

o Him MUCI6  4HAfHEZ% » 5540 JCAR-020 ;

o HUn PD-1 X 4HMIEI% - 3540 PD-1 RS T 4IEE (&R
/NSCLC)

o Hljn PRAME ZAliAfTRE% - 5840 BPX-701
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o WP EN E7 ZAIAERFE > 3540 KITE-439

o Hm WT1 4RI E » 2840 WT1-CTL -~ ASP-7517 ~ B¢ JTCR-016 -

(AN RN
MEREE MRH &R

[0291] —SE(BERREARE A aFMEREEE MR - 1= R arh
i E R~ PRPE R T =/KeV) » BE el - DU
(antineoplaston) A10 ~ FTHrEFLEAS2-1 ~ FiMRRAINEREH ~ =F(E -
Bel-252 iR H HIFBEIABT-263 ~ B[ 173 (alethine) ~ BMS-345541 ~ Bk
(VELCADE®) ~ i {/=>Kk(VELCADE® - PS-341) ~ E#gZE1 ~ MfEF M
(bulsulfan) ~ FfHT(campath)-1H ~ §7 ~ RIEFK(Kyprolis®) ~ REEIT ~ F
/075 #(caspofungin) ZFzf5 ~ CC-5103 ~ FJ+3K T B ~ CHOP (ZRbwmfififs ~ P
7~ REWE - ROBE) 58 -~ SeiEE - FUAIDE ~ BEER - CVPORE
e~ BB - ROBE) - Rl - IREER - FIERETE - ea i E-
BREPEY) - HZORRL - ZPNRICEE ~ JBREBR10 - EE - FMEGEREE
DT-PACE (HZESRFR ~ VDRIEERE ~ IFeE - PIRGER - Bl ~ RAGEas)
BB~ FUAMRIET ~ WELEH - {REEFI(RADOOL) ~ FCM (s ZHDE
Bty - FORFEEERE ) ~ FCR (ZENDE - Bl - RAZEEP) ~ 7
HEARZ ~ JERBEIZ ~ RALPE ~ #UZHDE ~ FR (FUEIDERAIZEETD) ~ B
ZEWZR (17 AAG) ~ hyperCVAD (& 7 PR uRERE - RFTEs - [IAER - #h3E
ORI ~ FHRZURRS ~ K PTRERET ) - ICE (RIRBERRRE - K80 - RAGEAH) -

{RIBERRE ~ (PITEREEREE - TIERa-2b » JHITCHE ~ ARER(REVLIMID®,
(C252375PA. docx = 204 E N 344 E(é%aﬂ DREﬂ%:)

Y
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CC-5013) ~ MEHEELRL T4 - MCPCRICERR ~ 257 T B - OB
FE) ~ BUERE - EEIH - RS ~ SRICEERERILE - ERVSNL - @ik
s ~ F=ADE - BEEAI(GX15-070) ~ BLA]E Fx(oblimersen) ~ BLH{ ik (octreotide)
ZEERE ~ Q-3fEH5E% ~ Omr-IgG-am (WNIG - Omrix) ~ BRI « ZTHSH2
A% - tHEPEE(PD0332991) ~ $5IEE= ~ B2 B LAEERIMEE SIS - Ik
5iidh ¥ (perifosin) ~ JEICAARE ~ BTHs ~ EAAMBACES - AL KAM/ MR AERL
%~ HAAHEZRe - HENHNOER - BHHMEEI2 - FZEEE - R-CHOP (]
ZEHI R CHOP) ~ R-CVP (FIZEFHEFKCVP) ~ R-FCM (FIZEHET K
FCM) - R-ICE (F[ZEEHKICE) ~ KRMCP (FEZEHFIKMCP) - R-
&& 0] g0 T (roscovitine) ( ZEREAfi(seliciclib) ~ CYC202) - /Di&E]S ~ PEHIARIE
MR AT - PHEESEE] ~ R LMRENR - hrrsEE] - HIREEER
(tanespimycin) ~ HEEFF](CCI-779) ~ VDRIERE ~ JAHEIM: [FIfE ZAG ARG ~ e
HIR ~ BULAE (tipifarnib) ~ RENE - REMBHRE - REWE AR
B - SAHA (3¢ FRflcrCsng - e RREs - i - RSESEE) - BiEESEIE
(Zelboraf ®) ~ 4EZSH-FE(ABT-199) -

[0292)] —HEEt B7A GBS R » Hh Bk G B T M E ir
ZHLFEEWA-111 ~ $2-90 ~ RH-13140 5 - HEWE L EHEREERR -
1313 TPHEL B H(BEXXAR®) ~ $7-90% (F#EL B i (ibritumomab tiuxetan)
(ZEVALIN®) ~ FBEXXAR®HICHOP o

[0293] AU E T 1 AR ECAH SRR AHREAS B AR o JAR AR LS
EMREAIEE - BREmEEEtE - BRFMEHE - JUsRE - £%
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%~ BEIHIEREEE ~ 2B RS - WoERrdpe - il sc R T2 g iaslah - S
RS e I R MRS AR ASAE ~ IE W IAEAE - REleseilr ~ (RLET#E-60 v4T4%
B ~ AR ~ BRI ~ BUREEA ~ RIS R ERR A EAg S M <hhe
BAE

IFEFERMEREHERE

[0294] JEEFERMREMNNHL) CRPRIEBLIAAIRSE ) Z e tfEE
FEEPRDURS ~ B (bERIATT A (BIAICHOP (3RuRRRE - PR - &%

» FGRIERY) ~ CVP CGREIERE ~ RFR - RBCH) ~ FCM (RizEhL
JE ~ RhBEhE ~ FORFEERR) - MCP CRIEERR ~ £9738 T . ~ BITiREE) -
EEf Al B ELIEA 2 F IR RIALE )~ B RERA - e Rhl
ERCUIRRAEERE -

[0295]  FIRYVEEENHL/BIIREIE < R G BRI < B BB AN ZE
B~ Pl EEHT - AESOUREHICD205RE ~ EoRPE BT (lumiliximab) ~ i
TNFHERIAIAEA CAERRE (JITRAIL) ~ HAEREEDT » MRS ET
(galiximab) ~ {KIHEREEHT ~ SGN-40 ~ KZ§1CD74 -

[0296]  FIRY/EHENHL/BLHRUREIE < E5R TR < B P EiE BAARE
i ~ ha20 ~ PRO131921 -~ [ EEfr ~ IOFIEEHT ~ SGN-40 ~ CHIR-12.12 ~ {XIfiH
PRELD ~ BORPRERST - POSR B (apolizumab) ~ SRIIZRELST ~ K A {KEREL

A

i o
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[0297]  HIFNHL/BAIAREIE < (LB ARVERAE T 2 2 BB 1S
CHOP ~ FCM ~ CVP ~ MCP ~ R-CHOP (FI|ZE 5T - IRBERRRE ~ IR ~ &
FRrig - KORICHR) ~ R-FCM » R-CVP » xR MCP -

[0298]  HIFSNHL/BAHAEREE < R RIEFEA 2 BRGS0 A

PL(ZEVALIN®) Rz fifli- 131 FEP5 B B H(BEXXAR®) -

NN R

[0299]  FAHAMEAIREMEE R MCL) S a e A R G AR & (LR -
SEAICHOP ~ hyperCVAD ~ FCM o 3515 2R o] il 78 B MK BE R 75 47 )
T/ 4E £ 9%5%R-CHOP ~ hyperCVAD-R » RR-FCM o _b3liffesk > (F—& o]
U ERICEAR & LIARMCL -

[0300] SERMCL BT A GRS « — BRI RoAE R Bk
(SR FIZE BN - B BRI - $0GTOP-99 » AR FRIFHEY
BEREAIERIAE AL, -

(03011  SERMCL i B EHUR GREReE » Horp B RS (BT
MR R R T4 » SEAOM-131 % 5B B (BEXXAR®) R §7-90 K5 (B B 47
(ZEVALIN®) « ffZ2—E#F » BEXXAR®AHEICHOPHIA 51/} & (sequential
treatment) °

[0302]  HALERMCLY J7iE M EeE & B IR (LA EBE AT
- 40T C BRI fook (VELCADE®EPS-341) ~ L T4i

B AIERAT DRIRERS: » RERRBR 28 AL -
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[0303] So—TaRI AR T EEBC-2E 5 ARG IR B
BT 2 529 > sEn ARG, - BLEA (EEERE e -

[0304] #E—FEF) AR T mTORIGIA - HoT ESIHIGHEA:
REEEHAIET - JRRFIEEBAIEEESLE] - HHZESS](TORISEL®, CCI-
779) ~ CC-115 ~ CC-223 ~ SF-1126 ~ PQR-309 (wiokEAR) ~ KBEEA ~ GSK-
2126458 ~ rIHZEE ] BRITUXAN® « VELCADE® - s¢ H Al (L2 &8 > 4H

A
=

[0305] HAAPIMCLZ AR ACEE R - HEEHEERIEE -
METEPEE(PD0332991) ~ R-ZETJES T (ZEF|EF(selicicilib) ~ CYC202) ~ 7,
WHELE, - BEFEHI(GX15-070) ~ TRAIL - $iTRAILIET“78%DR4 &z DR5H{ £ -
tH 28 BLH](TORISEL®, CCl-779) ~ {k4EELE](RAD001) ~ BMS-345541 ~ E&Z

SAHA ~ JbHIERE ~ ZKAPEERZ(REVLIMID®, CC-5013) ~ F R ZE4HEIZR (17

AAG) ©

WaldenstromX EFKEE H MIEH & FOE

[0306] HA/EEEWaldenstrom X EEKE H MMAE(WM) 2 &I ELFE A 3
TEZE - FmEH - PRI - Bt T =7KEaY) - BEE S - Puirkhns
A10 ~ JUHTEALAAS2-1 -~ HigRR iR ERE S ~ =R - BiE AR
A2 1HSPPC-96 ~ Bel-2 R HAIFIEIABT-263 ~ B 173 ~ Bl ook
(VELCADE®) ~ Z#sa 1 ~ EUH% ~ IEH-1H ~ K48~ RESDT ~ RAZ0F
LWl ~ CC-5103 ~ IE$0 ~ EUANLE - IRUEIGR - B - PIREEE - e e

NE-BZREEY) - ZERN - ZPHEVE - BREZRIO - PEZEERE - DT-
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PACE ~ RUBRZA ~ FUAM(E)T ~ ARIBEREST (hLL2-H1ICD22 NJRA(EHIRG)
ELIEH ~ RYESET] ~ SFdEAlE ~ FERSEIZ ~ sUEIDE - (REEC - (LR
Rz ~ -1 11EEPRITAGMN-14 ~ B I31FEPHSELELT « DT E R - 001
FE ~ MEBE ST - BUART - 25180 - HEURS - SRITEERERRR S -
HPRPTAGCD19 (GEEEEKEZE-t - CART-19 » CTL-019) -~ EAPRITAG
CD20 ~ /b5 ~ Elnlels - FRHUE - BABG - BEKOBERS - Q-305H77
Bz ~ BIDFIEE ~ ZOFRRVEE - BIEEE - R R LARE R R R
EEMh T~ IRIAERT B - EAAAGHIE - S JEI/IMRARE - BN
FHEZRo - EHMER - EHTERL2 ~ FIZFEER - REE - e
ML EE(VIAGRA®) ~ AT ~ PHERTLE] - e Bim]  HIZEMER - /A
Bz~ JEERIEE TR EASMRE AR - K ~ BRI ~ FENEEN - UREER
(ulocuplumab) ~ 4EFEEREEDT ~ RAENRLIELED - REBHE OB - (RO
fir, ~ WT1 126-134Jk7% 8 ~ WT-UR{DIWIIAER - $C-90F MBS ~ $4-90 R
{EARIEEREEST ~ R HAETEHE -

[0307] HREFEWMZERERE P2 B0 6115 E R MREAREEE -
Hie M - BB g - JURRA - EVIRA ~ BEIHIEEOE -
EHUEET -~ BETRAIAE - AEERIRESCR T 2B Rl - JEReY N A i R
AMAEASAE - B TRILAEAE - RElsseilr - (KLET#5-60 vAT4R 50X ~ B2kEER - &
FIFAT ~ BETEEE ~ RIFFREER A RS S M tiE -

e MR BRI B (DLBCL)AH & 9704
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[0308]  RHFYAREEHE M ARBAAHK SR (DLBCL) 2 G R flEER bR
B~ PIEE ~ BED - BEH - PICD20EMREE - st E - iskEE -
FTolZ FIN WM Z R 38 ~ R HAR4H & » SEWIICE K RICE - {1 —SE 8 i
F o R ARDLBCL Z J AR B ELFEF 2 & B fi(Rituxan®) ~ BRUAEERRE - 25t0
B (REESEE) - REVWELE (Oncovin®) ~ BB ~ FEH
VT HOOREERE ~ R {GTOE -~ IREBC - PRAEREEHIAES ) Tpilq ~ RS
ST ~ FIEE A (copanlisib) ~ SALERZ(Revlimid®) ~ #hZERELA - FIHERTH - 1H
$A ~ Yescarta® ~ Kymriah® ~ Polivy® ({RANEREEFI4EZ]T) ~ BR (ZREEET
(Treanda®) ~ FPE{E - BELPH$H(oxiplatin) ~ BIDHIGA - A MLEDT - FrEWER
YL - IR - B E - G - AYERDLBCL )G EFE

R-CHOP (F|ZEH i +IRmbEl+ 2 KL 2R GREEEEER) +RE

|

BRI ILER (Oncovin®)HE TR )~ MIZEEF+FENRE)T ~ RICE (FZEH
THIBERRE+ Rea+GEaT )~ FIZEET+TR S (lenalomide) + R-DHAP

(28 BT Ht ZE R+ B B FTRERE EF (Ara O+IESH )~ Polivy® (fRENERER

=]

Pi4EZ)T ) +BR (FEELE] T (Treanda®) & 1| % & BT (Rituxan®) + R-GemOx
(E VM E+BDFISA+FI ZE BT ) - Tafa-Len (fEE i BEH+ATNE

BE) ~ A E S+ Revlimid® ~ [RANEREHI+RZEET)T ~ S E+ B VF|
#A ~ R-EPOCH (| Z & BERHKREU A IS+ R T+ R H i fL
(Oncovin®)+IRBAIGR+2 L2 EIRAEE (FCAEREE) ) -~ SUCHOP (IRH%
B+ 2 L 2R (EEREER) +REBEZE (Oncovin®)+#/E

) o fE—EEEHERIT - FAEDLBCL Y JAERI A E AR B b - FRIER
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Efi(glofitamab) + {<A] A Eiffi(epcoritamab) + Lonca-T ([ZRZEHHURN
PR~ EEEE-1562 ~ fRANEREEST ~ Yescarta ~ JCARO17 ~ ADCT-402 ~ ffirtpg
BH4ESL)T -~ MT-3724 ~ B EJE E#i(odronextamab) ~ Auto-03 ~ Allo-501A ~ 5

TAK-007 °

MM ERKM: B R EREE

[0309] FIRERIEMEMEBRIEE MR (CLL) 2 8RR EfE 2T T
Bz - BRbnlghy - wmUEADE C EEIM T - WA - FIEE - RER - BT
i~ TRICHREE ~ MImEEfT ~ FTYZ IR WM ZEF 2855 ~ RAEREE KBS R
TR AL G B TAIERMEEGHE  CVP» R-CVP ~ ICE ~ R-ICE ~ FCR -

JFR o

=B E B3 B N BIERER(HR MDS)MGIFA

[0310] MFYEHHR MDS 2 JaERIEEMFLAEHE (Vidaza®) ~ HIPETIE
(Dacogen®) ~ 2P EEf (Revlimid®) ~ [IREREE ~ PEEELE - MEREMER - RHAH
& E—BERAT - oSBT +EREEE KT E+ MR R - 1
—EFE AT - FRYERHR MDS 28R f1FE (il K F5Fr(pevonedistat) ~ 4R
FEoe ~ EESTAEGT « EEE - In B - SReA ~ STIEA ~ Pk

% ~ BGB324 - DSP-7888 ~ 3{SNS-301 -

(EEER S #E5E 5 F BRI (LR MDS)MEEFA
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[0311]  HFYEHLR MDS 2 RERIEIE AT E R « EREAETE - KHAE
& o AE—EEHEH T - FFYEARLR MDS 25| 61154 %22 5] fif.(roxadustat) ~
EMHPEE (luspatercept) ~ {KE{ESLEE ~ LB-100 ~ Bl &4

A A MRAMLSEER0E

[0312] HFERAMLGFEEIGLIEITRERLE « (PEtE 2 - HabfER
RIEZAR(Rydapt®) ~ 4E5HE5E ~ FIFLAEHE ~ SL/EATi(ivasidenib) ~ HIIETT »
IRieA ~ (REIEFEAZTE (LoDAC) ~ SRITRIER ~ sZEALE ~ FIRERESE R
R~ FHEEEE - 55 E(Xospata®) ~ REAf(Idhifa®) ~ SLIREAT
(Tibsovo®) ~ HPGff /& (Dacogen®) ~ RITHEMR ~ {GEOH ~ HZHREHEMKE
(Mylotarg®) ~ #&1Hr{UE (Daurismo®) ~ K HAHE © fE—LEHHIF - FHRER
AMLZ G HIELFEFLAG- Ida (@A ~ PIREIEE (Ara-C) ~ FRIER-BEE R
RF-(G-CSF) ~ K frEELE R )~ IR T+ P L E - FIERETE HEREHE R IE
R~ YEERFTICAPITLAETS ~ PIRERETE HEE R - BOMEC CRITRER - {6t
H o~ REHEAEE ) o E—SEREGIT - ARVSEAML ISR ERERURE R -
Rt ~ EEFLHIEEDT - L EEE D (eprenetapopt) ~ BUHIEIHEEST -

L a (MM SRk

[0313]  FREEMMZISERIEFEAGIER « Ok ~ ’IZERM -
ZEAL BT (Darzalex®) ~ JOHSERE ~ BREEREHE - RIEVER(Kyprolis®) ~ #5822k
BPU(Empliciti) » RHAE o AE—SEHEHIF > FARSHEMMERERVS (KA

M+ oo R+ ZEoR L)~ RevDex (ZKRARFERENN F3ZESRFL ) ~ CYBORD
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(EREERRAE HIFE VOoR+HEZERER )~ VelDex (BRI EHEZEREL ) ~ B¢
PomDex (JHISERGHERIEMIERIR) o AE—EEFEHIT > FHYEHFEMMZIE

ERIEFEICARHI2S5 ~ TAK-573 ~ HEHEEFT-m ~ ide-cel (CAR-T) °

B ERE

[0314] HNEEILE 2 GFEBIEREOEQGES I FRIZE ~ FITH
M PTRRPRERET - REEMUE - REA - IESD - IRBEARRE - SPRERIEE - B
B~ RFE - REEFEE] - RTE3RIE - SRETE - SR - St - 795
UCHE ~ AITHESIE ~ 2R ~ HHRZUERS ~ SRICRER  RVREME - L 2L
FEEEZEILE - R - TEPS - RS - thZERENL - &
B~ RHEHA RS o AE—HEHAF - FAYEEAE (HIUHR+/-/HER2 +/-)
AR ELE Hh 2 MR B (Herceptin®) ~ MHZEREEf(Perjeta®) ~ ZPHEIZET ~ R
#4 ~ TE1EPY/C (Ibrance®) ~ 2KHHME ~ HZ- 2R BT B HT (trastuzumab emtansine)
(Kadcyla®) ~ 4 5] (Faslodex®) ~ BLIIIH/E(Lynparza®) ~ SLHAAM - B~
JE ~ RIEME ~ FMEEE - (R4ESLE](Afinitor®) ~ {RPG3EIE ~ SLEAMAMRHEEE
Ffi5(Halaven®) ~ K4l ¢ o fE—EE AT - Y EEIE 2 AR B B IE1 %
PREGIHIHZER G+ P EAEE - it BRI+ Z BRI+ BT R B+ R
#1 ~ P E+ K EME - BT+ RS MR - B C+ RIS R - e+
AETIRE ~ BURMESE T HRPEEE - L —SEHEHF - AYERILE A%
BFE 2R BB G E & H (Enhertu®) ~ ZEZ O EHEEZF(DS-1062) ~ N{gE 1
B4 T (Padcev®) ~ [2)/h1@EZR (balixafortide) ~ LRI FJEE ~ BUHAR G © fr—1tk

BhHeGlF o A aREAE 2 e E R ERET S H AL o
252375PA.docx % 213 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

=R FRE(TNBC)H &%

[0315] FFARTNBC AR EIEFEIRIER T - IR - 795
P - ZREE - RELE - FIREE - KRR - REES - fi—0E
FafIE > RS AR TNBC Y JERAE| E A5 AN E (Lynparza®) ~ [EFEREE ST
(Tecentriq®) ~ A PIFEAZAE (Abraxane®) ~ L EAfME ~ HKEREH(Avastin®) -
R0 - SR - S EM AR FR(Halaven®) ~ fEPH T EREEAT 4RI
(Trodelvy®) ~ JRIFEEHT(Keytruda®) ~ IESH « ZRELE « FREE ~ HAS -
H—EEHEH T > JERTNBC AR G FEFT R R B+ TR RS - B
BH+RPFESE - R+ KRR - RIS IR - SURTEFRRSE
SPEME o FE L EHER T - FAFSAERTNBC. EF ] s S i
(eryaspase) ~ RELEA ~ UTEA ~ B RIEH+EXE BT - FIREE
(atezolumab) + K P RIZEE+FH PHME+ RIS MR+ 80 - PO e+ LE

SRR - FLE IS ER BG4 2 TR (B F B (pembrolimab) ~ /2 FL& BT+ DS-
8201a ~ HHAIPEFI+E PEMIE+REH o FE—LEHBIF - FITYEETNBC 2 JEHH

EfE PR EGUE S SRR (Enhertu®) ~ Z R EHIEEER(DS-1062) ~ KfEL

)

BEPI4EZ) T (Padeev®) ~ EEVVIEZE - [ {EPH MR (adagloxad simolenin) ~ FE[E
IRIE-s (NeuVax®) ~ JEIKE HHT(Opdivo®) ~ E-RfEH - k& Al B4 (Tuoyi®) ~
RIFIZRER - FEEA - EREEP(mfinzi®) ~ FHAS - fL—LEFHEH]
F1 o AR TINBC 6 R AFEEAE B+ E-Rink - HREREN
(Avastin®) +{LEROE ~ BRI SF I+ KRR - RS FEF+OEQsS

GHRITCHEEREE - RIEFIBSRERHEER L - IREBEHEERE - BER
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+ B - BB+ X RETEEER - HELEBEI+ TR
R BRI -

R E GRE

[0316]  HREEFEIE < A BRI RS Z 20 BEHiEE B RFEDS-1062) -
2 PR EEHE & B FE (Enhertu®) ~ JLZET - K& FE (eganelisib) ~ ZELET
EUIN{E[E 4> (bempegaldesleukin) (NKTR-214) ~ B¢ HAR S o fE—LLEEHIH - F
R RIS < e RER B (A8 A1 E (eganelisib) +/E K EHIT ~ IRIBBETT
(Keytruda®) +Rtl T HHi4E 2 T (Padeev®) ~ [EIRE B+ ILE - AR
fi(duravalumab) +HfS=RESL ~ B THBEDT - HETEHELT
(Padcev®) +RMFERET ~ K ANIFERE B+ERE B -

G ERRE(CRCORHEROA

[0317] AREFCRCZIGHER] > BIEHAERETT - RIEMUE - 195
P ARVELE - PR - WEER - BRI - HIERDT  ziv-ffEM

» REUTRME S o AL EEHER T - ARAFCRCZIBHFRI B A AR BT
(Avastin®) ~ % H ¥R, ~ 5-FU ~ BIDFI$HFOLFOX) ~ JRiFEHT(Keytruda®) ~
FOLFIRI - i K JEfE(Stivarga®) ~ [AIfHPH & (Zaltrap®) ~ 75 % E HET(Erbitux®) ~
[% %5 5% (Lonsurf) (Orcantas®) ~ XELOX - FOLFOXIRI ~ 8(H4H & £ —LL B
Bl FRYERCRCZIGHEEI B H AR EI+ B i+ 5-FU +B0/ D R0
(FOLFOX) ~ H{%PkE#71+ FOLFIRI ~ H{{FkE1+ FOLFOX - [[fHp5 i+

FOLFIRI - P& E¥7+ FOLFIRI -~ Hfx¥EH+ XELOX ~ & HA¥REHT+
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FOLFOXIRI - f£—SE S - e CRCIGHFERIaERCEE+ESIE
JEAPEZERT - B CHENIECHHCEN - B ZIRBEHT+IHZEREDT ~ Tl
54+ FOLFIRIL + B {XEREHT ~ B REEHT+PILERT -

BEENREE RO REHEEE

[0318] HINEFRERE K RER ZoREISFR B REE - £
$5 ~ IESH ~ ZP9 SRR ~ RRIER - ®IENE ~ mRENE - LB - WHE
Mz ~ B/ORIEE ~ CFHERVER - EHERD - ZRE - RS - 2
—EEHEHIT - ARaRE /BRI (GED ZIGFER B EiE T
(herceptin) ~ IE$H ~ 5-FU ~ i >KE B fji(ramicurimab) ~ BCRFRRIZER - fE—

EEHEHF - A ERGEIRE LB EI B FEALX-148 ~ AO-176 ~ B(IBI-188 -

é’é

Hl-

HREEEERE

[0319] FIREESE SFREME REME - 188 - 1588 - 20952
% ~ RREEE -~ sENE ~ SRENE ~ PIERE - WHERE -~ SREE - B0
$H ~ RPRRAEE - EEEEN - fZREP - REEAEE -

b

4n

H

PESAEESH oA

[0320]  FHRYVEIFSHSHIE ZIBFRIEIEINREC ~ MAREE ~ RS
B R HEEERG - 158 - SRR - SR - SHIEE - FEER
7 - WU ~ [EIREED - RVERVE - RIBEP - RERE - KT
HE -
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[0321)] FHHSGEIESESHR AR (HNSCO) Y Sa i L R BT ~ F
1~ 5-FU ~ Zp98i2nE - A% E B Hu(Erbitux®) ~ 587 - S K& BT
(Opdivo®) ~ R HAHG o fE—EHifIH - FAEFEHNSCC )& K| ELiE ki
BH+-RE0+ 5-FU ~ (B HEHT+HIEE+ 5-FU ~ PR BEii+R$0+ 5-FU ~ I[EE0+
5-FU ~ 4+ 5-FU « fE—SEHfd - RS AEHNSCC A n| I EE
BEY - BREBEH+HEARER - BEAEEF+FILER - FREEH
(rovaluecel) ~ JRIFEEFT  IREFEEHT+HAOF LT ~ GSK3359609 +)RIFEETT - 4E(K
BRIC+HI DL ~ FadbA B ~ Hmdh M S+ E 3500 B fi(enobituzumab) ~ ADU-

S100 +JRBEEHT ~ HOITH+E X BB+ LRSI E B -

JE/NAHREA R AH S ROL

[0322]  HRYEREIENREHIENSCLO) L aFREFERAEE ~ HE
B&E SRR - EERT - PIRERESL - HREREDL - HAERER -
REEE ~ 43~ IHEH ~ 5eME B (crizotinib) ~ ZHIIEG - ZPUEIRE - 1REE
BIC ~ (GE0E ~ SvutE - $islEhL - KRERTCEE - IR - 5=l
ZE - BEEHDL - th=EC - ithZ5%E D - EMT - 8FT - Rk - &
Fin & - REEHE - AF—EEHHIT - AIYEENSCLC 2GRl iE S g
B E(Alecensa®) - ZfiIJEE(Tafinlar®) ~ fEEE(Mekinist®) ~ BAEE
(Tagrisso®) ~ B & [ (Tarceva®) ~ 7EME B (Xalkori®) ~ R EEF (Keytruda®)
80 - BEEHZEALINR®) - AEAES R ERIZE(Abraxane®) ~ FHEEE
Hi(Cyramza®) ~ ZPHEAEE - FERENI(Avastin®) ~ S E)E ~ SPAMIE - IH

1 ~ PR E(Gilotrif®) ~ [/ K& BHT(Opdivo®) ~ HIEE T (Iressa®) ~ J HAH
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& o AE—EEHEGIT > AAENSCLC 2 e B et R IEE+ AR E - IR
R PT+RIAHESRHZE - TR+ R+ B ERG AT EEVE - §5&
BH+Z SRR - BERE G+ REA+ERMHZE - TRBEPT+ERHZE+18
IEEH+EE R HH 28 - HOSREF+ R+ BERET IR TSR ~ IR+ vhfl
CERBEPHE SRR - RIAHERHZE - P+EERGSRIRTER
MBS ~ BEEZEHIESA+REE - A —SE AT - FAFYNSCLC Z /e REIaLiE
EZAEHREERDS-1062) « {i ZEREHTEEE R (Enhertu®) ~ AR HET
427 T (Padeev®) ~ TREVERYT - FIEIT - BoREG » 358 R~ SRR
BPL - BEAICEST « ZAXCEIT - ARG - BogErEs - HEE -
E—EERE T > FERNSCLC e R el 2 30 BT B R+ IR I B
C EZREPESERHE LSRN - HREEF+HFAED « IRIBE T+
BT HERIZE  TRIBED+RAIERE 55878 Fo (N-803) +IRBLEELT
B FICE DT+ R R BT AR +HRE R - A B EHi+E EF]

PREADT -

it

/

=R

jang

/NIREATEESE SR

[0323]  AREF/ NIRERE (SCLO) ZJa R ELIE R ER BT ~ s
&7 ] (bendamustime) ~ K$4 ~ IH#H - EREAERE - ZVHRIZER - ZREE - (EE
JHHE -~ MR - (ACESGpillimumab) ~ (AIEER © EAREES - FER
MBS - BEW - JEOERE - RER - REWE - MHERES - £ —EE
FEgI > FFYEHSCLC. L aRRI BRI R AR BT - 88 ~ IHEA ~ fGEat

KFEEVE - 08 FE - e k88 - EREEN - #ifures] - siHEE -
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HE—EEHH T > FHREHESCLC 2 aFR| GG TR R BT+ REAHETEE
PIRFEREE DT+ R0 » PIRPEREIIHEREDAH » SR+ TR REE -

DN R ERA

[0324]  FHRVVEERONSHE ZIBFRIEIES- SR - HEBGET AT+
BABE - NHERE - PUARERTE ~ FUREREEDT ~ RISV - 88 - 1580 - 22650
g~ PSR - ZRIEE - (GTETE -~ (K09RE -~ SEE - (RIBERR O
VEFRE ~ R ~ AR - FEERG X RIEE - Wi 2RE LS - B
» BAIEE ~ BRIDAEE « OFERZER ~ HEiRfe - BEREhZE - TENS
FEOER - REEE - RHEEMHE -

iy

—
=,

1

B

MR RE AR A

[0325] HFSEFERENEE AREIRRES-FU ~ o ¥R - =058 -~ 7
TR EME - BEAS SIS (Abraxane®) + FOLFIRINOX -
REAAS - AE—EEHEEIF - A ERRNE 2 8RB FES-FU +5 0 3R+
BYDRIEA+FIERR ~ 5-FU +FURAEERIIIER - HHER+FRIEER T
BEE - KEFE+HEOSE SRR ERE -

AR & A

[0326]  FHFEERIFIRE 2 SR HI LS B E M (Xtandi®) ~ 52N
P~ dmPRE - EbEE (R ) - REME - Boi - MEbiEE
(Zytiga®) ~ ZPERIZET ~ SRFCERR - ThR&RE - LHRH - & fthfz - ADT ~ fEL)
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AR (Veru-111) ~ R HAAG « AE—EFHEFIT - AR aRAYIRE 2 G
FiE RS+ N - R B (R - FEMEHET
i~ FIEERREHRIEIR ~ ZVREMEHRECIN ~ SKILRERHETIS - b REE+

LHRH - s ffifiz+ LHRH ~ NItk +@flr - KFIEERRE+3 T+ ADT -

BAMIR I AH S 9RE

[0327) FE—EFHEHIF - ASERE 2 PIRe R/ R & E H (R BLEEE PI3K
SRR ~ Trop-245 &K ~ CDATHEGUE ~ SIRPadEHUA  FLT3R{EXA - PD-145
PUE ~ PD-LIFEEDUE] - MCLUIIHE] - CCR8&ESH] - HPK14EH LA ~ DGKafllIf]
A ~ CISHHIHIE] ~ PARP-7THIIGIE] ~ Col-blIHIA] ~ KRASHIFHIE] ( FIZIKRAS
G12CE(G12DHIIHIE] ) ~ KRAS[EARE] ~ B-HERE H R - helios[HH#HE] -
CD73IIHIE] ~ BREZReHEDUA] ~ TIGITHEGUA] » TREMI4EEHE] - TREM2&5&
A ~ CDI37{200H ~ GITR&GESH] - OX4045 5K ~ R CAR-THRER A —8i%
TR T -

[0328) FE—EFHEfIF - ASERH 2 PR /R & EE REES T
L — AR GHRE T ¢ PRBKAIHIE] (B0 A E](idealisib) )~ i
Trop-2fiifie-#EY)RE &) (BIA0mEY +EREL T L 4ERFER (sacituzumab govitecan)
7% 941 B i {2 &7 FE (datopotamab deruxtecan) (DS-1062) ) ~ #iiCD47#1 8k
CD47[HERE (BFIA1EFSEEESL ~ DSP-107 ~ AO-176 ~ ALX-148 ~ B A E 5T
(letaplimab) (IBI-188) ~ Fl[{ZMHEEf ~ TTI-621 ~ TTI-622) ~ #SIRPufiEE (]
40GS-0189) ~ FLT3L-Fegl&EH (fIg0GS-3583) ~ HiPD-1§ife (JRIEHEE

i~ JEOREEY - BERFIESTD) ~ /N FPD-LIHIHIE (Ha0GS-4224) -~ $11
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PD-L1§if8 (PP EFER T ~ SRS D) ~ /N FMCLIIHIE] (FIaGS-
9716) ~ /N3 TFHPK I (FIA1GS-6451) ~ HPKI1[f#H| (PROTAC : fi
WARV-766) ~ /N FDGKaflIF 7| (FI0GS-9911) ~ /NrFCDT3HNHIE] (51
W AT M(AB680) ) ~ HLCDT34ifs (FIIEEIEETL) ~ BEHA/ AR
HZREDUE] (P03 E 322 (AB928) ) ~ HTIGITHEE (HIAIEEAICEDL -
HeMFEST - Z{REEH - AB308) -~ HFITREMIFiAS (FIIPY159) ~ i
TREM2}i%8 ( jI40PY314) ~ CDI37{254H] ( HI41AGEN-2373) - GITR/OX40
sE o (BIMIAGEN-1223) ~ RCAR-TAHRREE ({HI4175-F B ZE (axicabtagene
ciloleucel) + #f7< B8 % (brexucabtagene autoleucel) + ExfiE ELAKE2E
(tisagenlecleucel))

[0329) fE—SEFHifIF - AR 2 Jiis K/ Rt &8 H (R B B
FIE] ~ pEPY T EREEHTRAERTIR - AT - GS-0189 ~ GS-3583 ~ FiHFI[E
£~ GS-4224 + GS-9716 ~ GS-6451 ~ 377 & T (AB680) ~ L HES
(AB928) - % {REEH - AB308 » PY159 ~ PY314 - AGEN-1223 ~ AGEN-2373 -

PHREEE ~ AR Z L — S BT -

il
[0330] EfE MHIEPILERIAAE R 2 BRGE A - A iir i+ &
HIEF AR R - DUTEO PR i RERAAEAS R Z B e 7y iE
TERYIT > ELNIE AT R iRl LB B 2 R e Z - 2810 - P Rilr<iigih B
AR IE N A S R IR L F E B R PR IEM IS 2RHY o IR R 2
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EEHAIPEEET 2o - HIYESHOEGERDEE RN A T EEATE R L5t &
#Hils o

[0331] AR 2 bEY I FEERIMRRIE LU e R E A
TR » BRI BREHIHTE 5 o HAh - R AT 2
FPEC & TSl sk o 2 i R > Al A St B AR 3R AR ERHYERS T
{b&Y) - ERlE—FRHANEEAEE 2 CEYIRIEHET - FriERifriEs &
HIBERFE RS SR - o[(EH TR E T 2RI R PR ERIZ (B2
HimESEY) - B T ERSB il - EHfeEeY) > Faelkzbe
YInysEtE <t S AU 20  HE—SFR T > AT 286
B8 EY) 5B s RS i fe A AR T (E L FE e anE < S5 B I 5 57, - (B & m] LA
HEgE b2 2B (sEs st b ) 2Bk - ARt baY—fi
e EHY BAE =R R BR T 5% H] BEERY

[0332] LDATERASGERZAbaYBifH:RM - BrIEsAfEr - &4l
SR EAW P HE SRR o DU 2R BRGNS R R EE
o o AR T A2 & R AR S T aad Rt ~ IR ~ KB AT E Al
AbovChem ~ Acros Organics ~ Astatech ~ Combi Blocks » Oakwood Chemical ~ B,
Sigma-Aldrich - BA[BI1THIFE T SCRR T4 < R Frdef - a0 " March's
Advanced Organic Chemistry: Reactions, Mechanisms, and Structure | , 5™ Edition;
John Wiley & Sons ~ 5¢T. Eicher, S. Hauptmann " The Chemistry of Heterocycles;
Structures, Reactions, Synthesis and Application | , 2" edition, Wiley-VCH 2003 ;

Fieser et al. " Fiesers' Reagents for organic Synthesis ; John Wiley & Sons 2000 -
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[0335] S EPRITHEEESELESHEHG.D (HFMEB -

Si~ B(-Mg) RELIAE PR32 o (be?)3.2 (flgiPg = SEM) {&E&H]
@R (B =a8 JEEH il K BERFYDMEDA ) N ARELIEURES
Y)3.3 o fEYI3.35E nI B pd {bal Al (BI140SOCL, ~ POCL; ~ PBr;) KZJELL
FEPREY3.4 (HpX=Cl-Br~1) -

—B S EES
o
N 0 I N s}
HoM M . Rﬁf”\/@d NI
0 % 0
4.1 a1 4 I

[0336] VML EEE RS (FI4NaBH, » Na(OAc):;BH -
Na(CN);BH) #4£ e mEfE sl (4.3) FEL A E (b aPla - B (b&Y
Lanf{irt BCEDR FAEEMAR] (FIAIDMF ~ 215 ) H{iig (FIZINN-_2K
B Mg~ =4 ~ KoCO; ~ CsCOs ) FALEAFAL MBS (a4 1T ]

Y4 AR %E - Hp X RAR A (HIZ0CT > Br~ 1~ OTs » OMs)

— R ETTES
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[0337] (b&EPamfEaBEERE (H21NaBH, » Na(OAc);BH
Na(CN);BH) #4£ o mEEE sl (S. DEJEL A E (L aPLb - Z U - (B
Lbo]{Ert.BEnR N AR (FIZIDMF ~ 285 ) i (FIAINN-_2£PK
B~ =4~ KoCOs » CsCOs) FALECAFAE MRS & EE YL adlq i

Y5275 - Hrp X RAR A (HIZ0CT ~ Br~ 1~ OTs ~ OMs)

—R S FE 736 ¢
6.1
2
0] R\l\llH 'e)
R 2
X NH N NH
o R o
1.3 l.b

[0338] {ba¥ 3n{Ea@E R (FI4INaBHy » Na(OAc);BH

Na(CN);BH) ¥4t e —af sk iz (6. DS LA (L& PLb -

— R ETTET

252375PA.docx % 226 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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Ry 61
o , 0
R R2
N\ R1/ N
o Pg O Pg
2.3 7.1
o)
PO
S ] N O

[0339] (b&PnR3nica@EE R (FI4NaBH, » Na(OAc):;BH -
Na(CN);BH) ¥4t & E—gek iz 6. D ELIEE(EEYT.1 - (e
7.1 (fIgPg = SEM) (RG{EEE MR (PN =8 LB efE K R HY
DMEDA) T Afr# EIR{ESYILD o

— RS FETT S
2 6.1
RENH
0 | o)
R 5
NH g1 NH
0
3.4 b ©

[0340] (E&¥34 (EHX=Cl- Br~ 5) A{ertB(E0n MEFEHE
Bl (FIZIDMF ~ Z[%) 1 (FIONN-— RNk - =28 ~ KCO;s
CsCO; ) TFAEEAFAL MG HE—SRE gz 6. DI e LUE £ (EEPILb -

252375PA.docx % 227 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

B R RITI-1 -
/ SnBu3
ol = o
120 °C
K20504 « 2H,0 \/@f{/

THF/H,O (1:1)

[0341] ZPER1 : BUHE3-(1-[IFE-5- 2 HE R 5 LR-2-E) IRIE-2,6- —
B o RF3-(5-IR- - S B 25| WK Ubk-2-B5) IR E-2,6- —HH(7.0 g, 21.7 mmol)EA
Pd(PPh3),Cl> (1.52 g, 2.17 mmol)4H 472 1,4- = {52(87 mL) AN = 2B L%
EO#FFe9.5 mL, 32.5 mmol) - KEESYIFE T AIEE KR RS o8 - S RiEE

wE A IEER120CZ 16N - AL 2 1% » RS AL B 22 R AA IS T
EN AR (JERK - MeOH/CHCLIRRE ) DIFEAE 2 [E 8 2 3-(1-fI%
-5 7 J7 L B | IUEIHR-2- EDIRIE-2,6- ] « ES/MS m/z: 271.0 (M+H*) o

[0342] 20BR2 @ BUH2-(2,6- — (IS ERIKIE-3-55)- 1-{l S A 05 LRI -5- F
BE(I-1) o R 3-(1-{RI5EEk-5- 20 B Z205 | WRIbk-2- B IR IE-2,6- (4.5 g, 16.5 mmol)
BRI THF/ZK(1:1, 160 mL)F AN B EE$R(10.6 g, 49.5 mmol) K FE1&HY
K>0s04 * 2H,0 (152 mg, 0.41 mmol) o 57 fEEr.t. FIERE1S/ NI o 78 SR >
& > FEMLC/MS 3T Se B R G R I 4: 1 CHClo: B2 PN EE(200 mL) RS HL
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ANINT0% /K MR Ui B #9(200 mL) - AR SYIRIZIR 107738 - REEiEs
ER0R o WA » LR 4:1 CHClL: A EZ(4x 100 mL)ZERY - i
B AR LIMgSOL&2 R ~ fERZEFIRME - B RREME BT AL
(JEfEik - MeOH/CHCLAREE - EA51% NH,OH) LIEft 2R H @E#E 2 2-

(2,6- (Al E FEIRIE -3-5)- 1 (A 5 AL 15| WRIpg-5- FHEE (I-1) - ES/MS m/z: 273.0

(M+H") -
B PRIYI-2 -
O Q
/\B/O Pd(PPh3)g,
N o ~ K,CO3 N o
Br N © e A N
o 0 —nEk Jd o
\ 120 °C (12h)
- Si—
A 72N
K20504 Hzo
. \/Ejj ‘&
THF/ 7k
rt (48h)
Si—
-2 VAN

[0343] PEEIL : BH3-(1-ISE-5- Z B E R 5(0EH-2-5)-1-(2-( =R E
E) Z &85 FEIRIE-2,6- — K o 1£4,4,5,5-PUHHEL-2- 0% EE-1,3,2- SRz
FETI52(4.08 g, 26.5 mmol) ~ PA(PPhs)s (2.55 g, 2.21 mmol) + K K,CO; (9.14 g,
66.2 mmol);7N M4 3-(5-72- 1-{l| & AL 2R | IWEIRR-2-55)- 1-(2-(= FH AW B L&A H

EOURIE-2,6- (10 g, 22.1 mmol) A {7 H1(100 ml) 2 750% » FRTR R EY#s
252375PA.docx % 229 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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AZUENRAEFRA (] min) > SEEEHE] - B RIEF SRR EIEE120°C
B - fE12h 2tk BRIERGYI2HEre ~ 8 - B RE e EY) -
IEHEEEITER e - LSk LB AER) 1RIME—E(ESY) - 'H NMR (400
MHz, & {}i-d) 5 7.61 (d, J = 7.9 Hz, 1H), 7.31 (d, J = 8.0 Hz, 1H), 6.58 (dd, J = 17.6,
10.9 Hz, 1H), 5.65 (d, J = 17.6 Hz, 1H), 5.18 (d, J = 10.9 Hz, 1H), 5.07 — 4.93 (m,

3H), 4.26 (d, J =159 Hz, 1H), 4.12 (d, / = 15.9 Hz, 1H), 3.41 (dd, J = 8.9, 7.6 Hz,

2H), 2.86 —2.75 (m, 1H), 2.76 — 2.62 (m, 1H), 2.21 — 2.05 (m, 1H), 2.03 - 1.92 (m,
1H), 1.09 - 0.97 (m, 1H), 0.79 - 0.62 (m, 2H), -0.21 (d, /= 0.8 Hz, 9H) -

[0344] PBR2 : BH2-2,6- —ISEE-1-(2-CREWE) Z8E8) FEH) Ik
I~ 3-8 ) - 1 Rl 4 Bk L 0B [ 0fk-5- FR B (1-2) © #7K,0s04H,0 (0.139 g, 0.378
mmol) ~ &NalO, (12.1 g, 56.8 mmol);F N4 3-(1-{HI & EE-5- 257 EL S 05 | k- 2-
B)-1-(2-(= AW &) L85 A IRNE-2,6- fH(7.58 g, 18.9 mmol) /A THF (200
ml) Fz7K(100 ml) 2 #HE780K - REFTIR/aRdEHE48 h » FEZFEIOACHRFE -
ke RN - DINa SOLEZIE ~ BEERELIGE SRS - IEMETEEITA

(ZEHRR 1 02 100%C e/ LM LBs ) REUE-E{EEY) - 'H NMR (400 MHz,

DMSO-ds) 8 10.17 (d, J = 0.9 Hz, 1H), 8.18 (d, J = 1.3 Hz, 1H), 8.09 (dd, J = 7.8,
1.3 Hz, 1H), 7.97 (d, J = 7.8 Hz, 1H), 5.30 (dd, J = 13.4, 5.0 Hz, 1H), 5.08 (q, J =

9.6 Hz, 2H), 4.63 (d, /= 17.6 Hz, 1H), 4.44 (d, J = 17.6 Hz, 1H), 3.63 — 3.47 (m,

2H), 3.17 — 3.02 (m, 1H), 2.88 —2.77 (m, 1H), 2.52 — 2.36 (m, 1H), 2.16 — 2.06 (m,
1H), 0.94 - 0.78 (m, 2H), -0.00 (s, 9H) -

B FRPI-3 -
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N

HO._Sn™ > ™

0 \—\_ o

L s (o
Br N Pd(PPhg)y, . IS HO N
pSe)

0 g o0
\—gi—— h _
/o A

1) TFA

0 socl, o
2) DMEDA, Et;N, DCM \/@ifN O  pcMm \/@:(N 0
HO N cl N
o 0
-3

[0345] ZPBR1 : 3-(5-GRHRE)-1-HISE R (LRH-2-5)-1-(2-(=FEL
&) LEE) HE)IRNE-2,6-—[H 51 (=T BB HER(1.06 g, 1.5 eq)iR1£3-
(5-75- 1-fHl| SE AL FR205 | IWEIR-2- BL)- 1-((2-(= H ERY ) £ 8 D) HH ED IR IE-2,6- —FH(]
g, 1 eq))DMF (10 mL)™ - REER A ESRFRR - AP =75 i (0.265 g,
0.1 eq) ° R/ MEFEENEIIFZEIS CEE24 h > FEEFLCMS i3 iR (EY)58 2705
o RERGYIRAE ~ I 2B RN (JEiER ¢ CH2Cl/MeOH ) LUE (AR
ALEY) -

[0346] ZPER2 : 3-(5-CRRFFER)-1-(llS B 205 | URIpR-2- ) UR e -2,6- — i
168 3-(5-(FE B ) - 1 - (I 38 Z RIS IR 2- ) - 1-((2- (= R LB ) £ S8 ) R B IR e -
2,6- (600 mg);E s —FH BE(S mL)FALRIITFA (5 mL) - REE SR+ 1
h - PEEAr ez skas ERETRIEH - REM BRI DI FRIZARTFA © i
RERYIB R 2 H G0 mL)F - PEEIRII= LK mL) KBS IRHIN,N - H A
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ZYE-1,2- (100 mL) « A TR ARG - B EITAEY 5 AR
B BEEWM SR BT CFFRE ¢ CH.CL/MeOH) DUFRELERE(LEY) -
[0347] ZPBR3 : 3-(5-(EFE)-1-fIEE 05 VRk-2-E) IKIE-2,6- K (I-
3) o 1 3-(5-(FREH B5)- 1R S A 2R 0 IUR0ph-2- B URIE-2,6- [H(0.385 g, 1 eq) Y
EHGES mL)F DA RERA0.2 g, 1.2 eq) o RN ENLROERINE 2
50°C H##E4 h - fELC/MS HERZRSE 2L » LRPESYIEW R gt (X
&+ CH:Cl/MeOH ) DUR 2 [EIRS Z AZRE(LEY) - ES/MS m/z: 293.02
(M+H*) « '"H NMR (400 MHz, DMSO-ds) & 11.00 (s, 1H), 7.74 (d, J = 7.8 Hz, 1H),

7.69 (s, 1H), 7.58 (dd, J =7.8, 1.4 Hz, 1H), 5.12 (dd, J = 13.3, 5.1 Hz, 1H), 4.53 —

4.29 (m, 2H), 2.92 (ddd, J =17.3, 13.6, 5.4 Hz, 1H), 2.67 — 2.54 (m, 1H), 2.40 (qd, J
=13.2,4.5 Hz, 1H), 2.01 (dtd, J = 12.7, 5.3, 2.3 Hz, 1H) -

B HEI-4 -

0 H

NH
N__O 2
H
i o @*C' SRE (Y
N
N Et;N, DCM 0 o

-4

(03481 ZPER1 : BF =4 T B ®R)-(1-ZFHEREEIRE-3-5 )i R BT - i
BRI R AGE(10 mL) 2 =g T E(R)-DRWE-3-H: g FHEZES (300 mg, 1.50

mmol) /24l £ 0°C il = £ (400 pL, 2.87 mmol) Kz FE1&HYZRH EEZ (200 pL, 1.72
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mmol)iRFR - FE R SYPREE ZRICEHE 1S min - SEERSER YR
SRR PR o A TRE DR BRSREZ R B8 - RORREEZE R
4 - HIERerY G MET BT ARG H =40 T AR)-(1-2K AR AR RNE- 3-
2\ s - ES/MS: 304.9 M+HY) -

[0349] ZPER2 : BHHR)-(3-REEEIKNE-1-2) CRE) Bl - FIEMRR &
HY5E(S mL) 2 =4k T ZR(R)-(1- 2 AR IR IE-3- 25 iz FH IR 5356 mg, 1.17
mmol) F§ =& £ % (2041 pL, 26.7 mmoD) FZ I - SRS Y= T 8FE3 h -
PEEAT B 22 R4E DAGE T (R)-(3-H AR IE- 1-B0) (R H R (1-4) « ES/MS: 205.1

(M+H") o

BURE RIS -

H H
PhCHO
©\/j/N\BOC > Nig,e  CFaCOM mNHZ
\ NaBH(OAC), N CH,Cl, N~ *2CFaCOH
H
©) ©) -5

(03501 PRI : =4k T BE(1-FE-1,2,3,4-V0GUEEk-3-20) A Rg
B o R =80T E6(1,2,3,4- DU - 3- 55 i FH AR S (500 mg, 2.01 mmolJEREN1,2-
RS0 mL) AR HEE(224 pL, 2.42 mmol) K FE{RHY (345 uL,
6.04 mmol) - REEZJEfEr.t MRFE30 88 - EERIN= LR A S E8h(1.28 ¢,
6.04 mmol) H 44 Er.t. T fE6/NEF » FEIERFE] 2 1R - iRF S A L2 IR Il
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RSN BITAE A (IR  BtOAC/TIRRERE ) DUREE =4 T BE1-F5
-1,2,3,4- VU4 0 -3- ) 7 EE i s - ES/MS m/z: 338.9 (M+H?*) o

[0351) HER2 : SHER : BUHE1-555-1,2,3,4-TUGUEEIk-3-(1-5) - 5 =4%
TAEA-EE1,2,3,4-TU G- 3- B FHER R (472 mg, 1.39 mmol)/Af#CH,Cl,
(8 mL)HI RN =M LBEQ2 mL) « R EE T EEES/ NI > FEE B 22 R
PAPR B AE-1,2,3, 4- DU IEENE-3-i » R 4Kt —2 P dli( LRI A R A

ES/MS m/z: 239.0 M+H") -

BUAHEPI-6 -

TFA, DCM
N Na(OAC);BH, EtsN
DCM ol cl

1-6

[0352] ZPBR1 : 2DEEL : BUE=ERT ER)-(1-Q-FFE) IKNE-3- )
B&Hs o REARR & HGE(10 mL)F 2 =48 T HLR)-IREE-3-£: /7 H R EE (300 mg,
1.50 mmol) F2- &5 FH F%(220 uL, 1.96 mmol) & FE1&H) = /B (300 uL, 2.15
mmoD)EZFE o K MR YL R THFE30 min - 2RI = ZEEEEM S
$3(698 mg, 3.30 mmol) « K7 JER &) =& LH(2 mL, 26.1 mmol) 2SI

48 o RIRERYIFARET LB L BE R K R EBKENR o A g DARR B SR
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BIE - IR EZET RS > BRI e At LG E =% T
ELR)-(1-2-F R E)IRNE-3-F) B H B RS - ES/MS: 325.1 (M+H) e

[0353] ZPER2 : 2PER2 : B R)-1-2-8FE)IKNE-3-f£(1-6) - IZE L&
VI LAAII-45 BR2MH [E] 2 J7 A B ff - ES/MS: 225.1 (M+H") -

B T RPL-7 -

U ?g,{}\|<

% )
' FEr

OH ! Br  GaG0g AcGN

—h o

O’ rx DM Q‘NHE
@* -

[0354] ZPER1 : 2PER1 : WHEHR)-(1RZE)FE - KB HZE(6 mL)H

Z(18)-1-K ZFE(500 mg, 4.09 mmol) ZAI £0°C » F2& IR =R (Lhk

(120 pL, 1.28 mmo) i # - RESIEE S VIR EE R © AERFF2 h o1& - RESE

REVIAEIZE0C - WEE AR IIEAIIRE: SRR » REERZKEH =&

FYEZERN » iR T DARR B SR EZIE HLABTE © iRFIRIRE B 22 FURéE A& H(R)-(1-
BOFZ  HAE—F A LRI ER -
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[0355] ZPER2 : 2BER2 : BUE=4RT ZE((R)-1-((S)-1-FE L E)IKIE-3-
B o ROBREN LB (2 mL) 2 =45 T EN-[(3R)-3-IKHE £ 1 H FLBE(60
mg, 0.30 mmol) FHIREE $£(293 mg, 0.899 mmol) Kz FE 1A (R)-(1-38 7. E)ZE(61 mg,
0.33 mmol)FEHE - ¥ IERGYI{ES0C ThIE2 h - {4812 ER% - HRIER
GYIR LB LEEEEENT R KRNR - A TR AR L Sz e HRE - BRI E

2R - ARSaRYIGEE BN EITEM LG ZR T BE(R)-1-((9)-1-5 5
LEDURNE-3-Bo )i H B - ES/MS: 305.1 (M+H™) -

[0356] ZPEE3 @ BHE®R)-1-((S)-1-FE ZE)IKIE-3-f(1-7) - IE{LEY)

R ARIL-425 BR2AE [ 2 T 20 84% © ES/MS: 205.0 (M+H*) «

A HEPI-8 -

[0357]  (R)-1-((R)-1-FEZE)IRKLE-3-HZ(1-8) ° (R)-1-(R)-1-FELE)
MIE-3-R (R LIAIL-THEIE 2 = E B - (BPAAR)- 1R ZEFAU(1S)-1-FR L FF

B FRPI-9 -
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N

[0358]  (R)-1-FZERNRGE-3-FE(1-9) » (R)-1- LERNRIE-3-Ha (% LIATL-6
MEZ R ER  BL2-ZE AFERU2-FARHEE

B EEAL-10

OH

H
|
N__O NH,
(j' \n/o\’< . B.gy Cu(OAc), EtsN O» N 7< TFA, DCM (j’
o) E——
o) N N

DCE

| s e

1-10

[0359] ZPBR1 : =K T ZL(R)-(1-FR0RNE-3-52) b FHEE NS - R 751%

R E Y588 mL) 2 =g T EEN-[(3R)-3-IkWE ki HH B2 (400 mg, 2.0 mmol)
A= ZRE(560 uL, 4.02 mmol) ~ ZF&HE(400 mg, 2.2 mmol) ~ FHHRZ(536 mg,

4.39 mmol)faH - SR SV EZEALWPANIH = » Z&FEN TAE60C T

IR - A EZIRR - RESEREPIH10% 5 —E itk < BRI

BIE o RIERALEZE TR - BRI e A bLiss = T

(R)-(1-=EEORIE-3- B i FH B - ES/MS: 277.1 (M+H") -
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[0360] 2PER2 : BHHR)-1-FEIKDE-3-H2(1-10) - FZRE(EEVARLIAIL-4

FER2ME 2 =g - ES/MS: 177.0 (M+H) -

B REY-11K1-12

& MH- -7 SFC & MH- & WMHz
. .

<IN

[-11 [-12

[0361]  (S)-4-BgEs-1-"FELIRNE-2-Hd(I-11) 2 (R)-4-Rg R - 1- "R AL IR - 2-
(1-12) - L&Y EFE R ZEMSFCLE40°C NHESFC-TA Sum 21 X250 mmEfE F
LISFC EtOH{E FoiB RSt A B it R (1851 §53 15 AR YY) - iRelg 1 K2 (R RHEIR AS
KREEV ST IR R BEHI63 . (Ea) -

B HEI-13

szdba3
H | XantPhos

H
N\BOC NaOtBu N\BOC CF3C02H NH2
—_— —_—
Q PhCH; Q CH,Cl, Q
80 °C
NH, ©/NH ©/NH 113

252375PA.docx % 238 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

[0362] PER1 : =T Z((1R,39)-3-(FEHE) RO I I RS -
=48R T ZR((1R,39)-3-f B3R O A FH EEFR(519 mg, 2.42 mmol) ~ BZR(270 pL,
2.42 mmol) ~ =4k T FE5H(349 mg, 3.63 mmol) ~ Pdy(dba); (111 mg, 0.12 mmol) ~
k¢ XantPhos (141 mg, 0.24 mmol)FEE Y FHZE(5.0 mL)FPIRER &) F EURIE SRS
Sy8E o PEE S IE/ INUEERDE IIEAE80°C 25/ NI » FEILAFE 2 18 - B RESE
HZE PRili s e A E#AE (R © EtOAC/CiRE ) DR =

~

Hey

T E((1R,35)-3-CREREE)IR C AR H RS - ES/MS m/z: 290.9 (M+HY) -
[0363) BEZ2 : 8U45(1S,3R)-N'-FEBOKE-1,3- " fE1-13) - H=4T
B ((1R,38)-3-(CR B B ER OB H BE S (257 mg, 0.88 mmol)/EfE A CH.CL (2
mL) A= 8 L B(0.5 mL) o B Ef L.t N IERE30 s B 1 B2 R4S
AFEERLEITESE CFfK * MeOH/CH.CLIRRE ) LARHE(1S,3R)-N'- 45

R 5e-1,3- % - ES/MS m/z: 191.0 (M+HY) -

B EAL-14 ©

N
©/NH I-14

[0364]  (IR,38)-N'-FEBRTKE-1,3- " (-14) - (1R,39)-N'-FEIRCN5E-
13- (R DARII-13FHE. 2 50 Ea R > (HEA(LS,3R)-3- R AR O &) i IR BE AL AR
((1R,35)-3-H EFB O £ W FH A S - ES/MS m/z: 191.0 M+H) -
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B EI-15

Cr
(Ir[dF(CF3) ppy]z(dtbbpy) PFe
O QL O 2 O
HO NHBoc NHBoc DC NH,

dtbbpy
T™P *CF3;CO5H

UV light (450nm)

[0365] ZPER1 : BHE=T E((1R,3S)-3-FEKERCE ) FEEE - 7
A (225 mg, 1.1 mmol)ZAN =4k T £:((1R,3S)-3-FKHR &) e H EE B (285 mg,
1.32 mmol) + (Ir[dF(CF3)ppyl(dtbpy))PFs (12.4 mg, 0.01 mmol) ~ NiCl,. —H —H
Fif(12.1 mg, 0.05 mmol) ~ 4,4'- - = 4K T £:-2,2"-B0E0E(14.8 mg, 0.05 mmol) ~ &
DMF (3 mL) 2 f (% H72,2,6,6- VU HH ELIRIE(0.38 mL, 2.2 mmol) - Kf &z fEE=0m
EYCR RS (450 nml &) FEFE19 h - BRI R Y R/KIFRIRIITS
B LB o BEE R H A RN R IR DUBTRIBE MR - RERIE ik - LRKE
MM LBERREEAL - a0 2 A HRYI K S P& BV ER 7Kk - #35 LANa:SOy
HoKE o BOHEYISK Y ST A (MeOH/EtOAC/TR ) @i{bLI4S 1 2 (& RS > =
BEY) -

[0366] ZFER2 : BHEHAR3S)-3-FEFERC-1-H=RLEEHE(-15) - =
=&CTE((IR,39)-3- KRR AR O H ELBE(117 mg, 0.30 mmol) /ADCM (2 mL)
FRNII=% L 8(0.62 mL, 8.03 mmol)fi i S MR EYHE IR NERE=/NIF © i’
IR EYITEBZE F 28 Ay BB et At b (R © MeOH/DCM#
E) DG EER 2 EE(EEY) -
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B EI-16 -

N

HN\’\>
H = H

N. N. NH, o TFA
Boc K,CO, Boc TFA 2¢
— —
DMF CH,Cl,
_N _N
) A\

Br N N
— — 1-16

[0367] PEEL : SHE=4K T &:((1,3-F)-3-(1H-MEE-1-E) L E) IR O E)
REERBRES R =4 T A5 ((1,3-IF)-3-CR FHED IR O ED B H L BS(700 mg, 2.40
mmol)  1H-TH(163 mg, 2.40 mmol) + zK>CO;5 (662 mg, 4.79 mmol) &7
DMF (12 mL)F 05K R HEA Fr.t. NRFERRR - AEREEFE 2 1% > R SHEIE IR - ke
EtO R AR S HE - WA » WEZKAEFHERO 2x)=HY « & Hf 2 A1
PILAMgSOHZIEAE B ZE FIRYE - RERERYIFEMSIOE T fatmAsib (i
K CRE/EtOAc) DURALIEREEY) - ES/MS m/z: 280.1 (M+H?) -

[0368] ZER2 : BH®1,3-NH)-3-(IH-IEE-1-B) R EDIRT-1-f - K =4K
TAR((1,3-M1)-3-((1H-PEEME- 185 ) FEEDER LB e H B 5 (204 mg, 0.730 mmol) /5 f#
FACH:Cly (2 mL) RN =58 LB&0.5 mL) « RESZEAEr .t NREEL h » REZROR
EYEFERELIRMEE =8 LBEP N EY) - HAKETAERIEEEA -

ES/MS m/z: 180.1 (M+HY) o

B EYI-17

C252375PA.docx % 241 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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NH, o TFA
NERAN
1-17

(0369  (1,3-F)-3-((1H-N5[M-1-55) R EHI]R C-1-f(1-17) © (1,3-]IH)-3-
((1H-ng |- 1B B EO R - 1-R (R AN I-164H[E] 2 5 20E R - (B CATH-15MEEY AL

TH-0HEME o ES/MS m/z: 230.1 (M+H™) o

BUGE TR RIS -

OH S=

.S=0
- O
F Tf,0, 2,6-lutidine e -
F oM mF DMF, 70 °C

N —— N
DCM E
F
F F F
1-18
C252375PA.docx % 242 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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(03701 ZPER1 : B452,2,2-=F-1-FE ZE =R P BRI - 772.2,2-=
#1755 £-1-f5(500 mg, 2.84 mmol) /Y DCM (6 mL) o Z 175/ I 2,6- Bt
E(0.66 mL, 5.7 mmol)ia » FEELAIE0TC » BRI =® HEizET (1.0M
FRDCMHF > 5.1 mL » 5.1 mmol ) ° f£0°C NEGEHH20 min > REERSIER S
VI A& HECOZ Rkt R FTISIE &) F 2MER BE K [ 1& BB 7 KRk
LIMgSO45z}E ~ Mg - MAEEZE NRE LR H2,2,2- =5 1K A LA = H7
helels - HA P A ERI AR ESE -

(03711 ZPBR2 : B =T Z(BR)-1-(2,2,2- =5~ 1-FEE LE) IRIE-3-
RS o K2.2,2- =& - 1R A LA =F F el e (242 mg, 0.787 mmol) 2
DMF (1 mL)H 257 F =& T AR(R)-IRIE-3-Ef FH B FE(473 mg, 2.36 mmol)
B REEAET0C TMEHL h - PEERI RS2 8l £Ert. - FEOACHRE » Il H
TK3x) S FBIRAVERK R - AT ELANaSOLGZI% » )8 - AT EZE T RYE
T B aRYIRE B B E T ASE (DR - EtOAC/TEIBE ) LR
=8 T ZR(GR)-1-(2,2,2- =& 1-F5 L) IRWE-3- B0z s - ES/MS m/z:
359.3 M+HY) -

[0372] 2PBE3 : BHFEGR)-1-(2,2,2- =8 -1-FH ZE)IKNE-3-F7(1-18) -
=T A(BR)-1-(2,2,2- =5 - -5 L E)IRNE-3-F)fE H BEHiE(226 mg, 0.631
mmol)FEYDCM (2 mL)FF I FTFA 2 mL)EEH  RpTiSE &P Lt MEFF
h - REEAEEZE TRYE - RIFTEREERYIEPhMe )RS LIRH E =w LR

R EY) - ES/MS m/z: 259.6 (M+H*) -

B '

252375PA.docx % 243 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0



1858469

Na(OAc),B
DCE
rt (o/n)

T <5

=gl

[0373]  3-(5-(((1-"FEEMRDE-4-F5) B ) B &) - 1-fHll 2 S5 | WRIb - 2- B ik
E-2,6-—F (CEEI) © ¥ 1-EEIRNE-4-EF(122 mg, 0.646 mmol) « JKEERE(0.055
ml, 0.969 mmol) ~ & Na(OAc);BH (205 mg, 0.969 mmol);SI1E10C 2 3-(5-
(e HH ) - 1 (R S R S 15 G- 2- 26 DR e - 2,6- EREE ER(100 mg, 0.323 mmol)7?
DCE (5 mh)H ZRHIER © BT EROR A Ert SRR - HEREY)
MR~ HERGLIGSHIHEY) - IRP-HPLCREAT AR BRI ZE(LEY) -
'"H NMR (400 MHz, DMSO-ds) 8 11.01 (s, 1H), 10.30 (s, 1H), 9.45 (s, 1H), 7.81 (d,
J=7.8Hz, 1H), 7.75 (s, 1H), 7.65 (d, / = 7.9 Hz, 1H), 7.48 (s, SH), 5.13 (dd, J =
13.3,5.1 Hz, 1H), 4.48 (d, J = 17.6 Hz, 1H), 4.42 — 4.22 (m, 5H), 3.48 (d, /= 12.2

Hz, 2H), 3.03 — 2.85 (m, 3H), 2.67 — 2.51 (m, 1H), 2.50 — 2.35 (m, 1H), 2.33 (d, / =
13.4 Hz, 2H), 2.25 - 2.16 (m, 1H), 2.07 - 1.96 (m, 1H), 1.92 — 1.73 (m, 2H) -

ES/MS: 447.2 (M+H") -

[0374] THIEGHAERRBRFIF AT —RR B - BRI TR
o B TEIFELITER - (ERHBRERIF AT — SR FEREEI SR - B
TR e — et "Bl BT  AEEEBREARE

C252375PA.docx % 244 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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=1

-yl

ES/MS
m/z

'H-NMR

BF 128 :
A EAR R

o

3-(1-{AIERE-5-((1 SR AR NRIE -4- )iz
B5) R L) FNG IWRIM-2-F5) IR IE-2,6-

433.2

'H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 9.06 — 8.97
(m, 1H), 7.83 (d, J =7.8 Hz, 1H), 7.75 (s, 1H), 7.66 (d, J =

7.8 Hz, 1H), 7.23 (dd, ] = 8.5, 7.2 Hz, 2H), 6.99 (d, ] = 8.2

Hz, 2H), 6.79 (t, ] = 7.2 Hz, 1H), 5.14 (dd, ] = 13.3, 5.1 Hz,

1H), 4.50 (d, J = 17.6 Hz, 1H), 4.42 — 4.32 (m, 3H), 3.83 (d,
J=12.7 Hz, 2H), 3.36 — 3.26 (m, 1H), 3.00 — 2.86 (m, 1H),
2.77 (t, J = 12.3 Hz, 2H), 2.66 — 2.57 (m, 1H), 2.49 — 2.34
(m, 1H), 2.20 — 2.10 (m, 2H), 2.08 — 1.97 (m, 1H), 1.76 —

1.61 (m, 2H)

| SERLIRIE-4-F

o]
0

T 4-(((2-(2.6- HIEEIRE-3-55)-1-
{F &8 2k S5 | R - 5- ) FH B Her 6 R e -
1-$& & B

491.1

IH NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.99 — 8.92
(m, 2H), 7.83 (d, J =7.8 Hz, 1H), 7.74 (s, 1H), 7.65 (d, J =
7.8 Hz, 1H), 7.43 —7.28 (m, 5H), 5.14 (dd, J = 13.3, 5.1 Hz,
1H), 5.09 (s, 2H), 4.50 (d, J = 17.6 Hz, 1H), 4.41 — 429 (m,
3H), 4.09 (d, J = 13.3 Hz, 2H), 3.32 (s, 1H), 2.93 (ddd, J =
17.9, 13.5, 5.4 Hz, 2H), 2.66 — 2.57 (m, 1H), 2.49 — 2.34 (m,
1H), 2.12 (d, J = 12.3 Hz, 2H), 2.06 — 1.98 (m, 1H), 1.54 —
1.39 (m, 2H) °

Ak 4- RIS AR IRIE -
1-$5 FE B

)
s
(o]

N-EEE4-(((2-(2.6- I E ZLIRIE-3-
L) 1 - 45, 508 - 5 )
HIRE-1-E B

490.2

'H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.93 — 8.87
(m, 2H), 7.83 (d, J =7.8 Hz, 1H), 7.74 (s, 1H), 7.65 (d, J =
7.9 Hz, 1H), 7.30 (t, J = 7.4 Hz, 2H), 7.28 — 7.14 (m, 4H),
5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 (d, J = 17.6 Hz, 1H),
4.42 — 430 (m, 3H), 4.25 (d, J = 5.6 Hz, 2H), 4.09 (d, ] =

13.5 Hz, 2H), 3.00 — 2.86 (m, 1H), 2.74 (t, = 12.9 Hz, 2H),

N-TRE-4-fIE AR
e - 1-F2 Bk

(C252375PA docx
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1123161888-0




1858469

2.61(d,J=17.8 Hz, 1H), 2.49 — 2.34 (m, 1H), 2.11 — 1.98
(m, 3H), 1.51 — 1.37 (m, 2H) -

€252375PA docx % 246 Ei ’ ;t‘ 344 E(éﬁ%%gﬁﬁg)
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EFP2 - HJHIS -
o
0
HCI 7 ijj AcOH, KOAc Hm
N o}
o STAB, DCM, r.t. S

[0375]  3-(5-(GROZERE) BE)-1-llSE:F05|URH-2- ) IKIE-2,6- —Hd

(BEBIS) + HF3-(5-( FHER)- 1 - (] S B S5 WROR-2-B5) IikE -2,6- BB L #8 (100

4

mg, 0.32 mmol)/Ff#* —ZH (2 mL) FALRIBFRCHE(35 mg, 0.35 mmol) &2 4
%5 (48 mg, 0.48 mmol) K (&R £ H(55 uL, 0.97 mmol) « TG ARALr.t. MR
FESOTEE > PEE NI = ZRE R A EEN(103 mg, 0.48 mmo) Il S IEE =M
FRFIRIR o ALIEIFIE 1% o RSO R SR /KR Il AR s 3. (FH LR L s
JolR) - FHERAEEZE RN o RRERYIEREDMSOR ~ i ~ iFEFHRP-
HPLCE (b (JEfRiR * MeCN/KESRE » HH0.1% TFA) DIEHE =@M
B EY) (BHS) - ES/MS: 356.2 (M+H*) - 'H NMR (400 MHz, DMSO-
d6) 5 11.01 (s, 1H), 8.79 (s, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.74 (s, 1H), 7.68 - 7.61
(m, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.54 — 4.34 (m, 2H), 431 (t, ] = 6.2 Hz,

2H), 3.04 (s, 1H), 2.99 — 2.86 (m, 1H), 2.68 — 2.57 (m, 1H), 2.46 —2.33 (m, 1H),

2.11(d, J = 11.3 Hz, 2H), 2.07 — 1.97 (m, 1H), 1.79 (d, ] = 12.3 Hz, 2H), 1.62 (d, J =
12.4 Hz, 1H), 1.40 — 1.01 (m, 5H) -

252375PA.docx % 247 E ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)
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(0376]  FHIBEHI 5 (E A2 PRI, —RRISI - HAERY 2
o BT EUELITERD] > G ASURRE R Y — e EARE AR F
{ER2Y Bl —WFRET ARFR2 Y T ¢ RSB -
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Z=2.
0] P, ES/MS H.NMR E_Fﬁ 2 7B :m
m/z K EBIAEEAR
0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 9.00 (d,J= | PU4&-4H- IR0 -4-FF
HmN o 7.5 Hz, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.75 (s, 1H), 7.69 — 7.61
N N (m, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.56 — 4.28 (m, 4H),
p O o 3581 | 394 (dd,J=115,4.4 Hz, 2H), 3.32 (d, ] = 12.0, 1.8 Hz, 3H),
- . " 12.93(ddd, T =17.4, 13.6, 5.4 Hz, 1H), 2.61 (dt,J = 17.3, 3.3
3-(1-RIFE-5-(T -2 H- IR Hz, 1H), 2.40 (td, J = 13.2, 45 Hz, 1H), 2.02 (ddd. T = 9.9, 6.4,
" -4-F ) H ) M5 | LRI 3.9 Hz, 4H), 1.60 (qd, J = 12.2, 4.7 Hz, 1H) -
2-F5)IRIE-2,6-
o 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.95 (s, 2H), | 44- &= TH
Hm.u{}:o 7.84 (d, J=7.8 Hz, 1H), 7.75 (s, 1H), 7.66 (d, J = 7.8 Hz, 1H),
70 I 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.56 — 4.29 (m, 4H), 3.27 (s,
. P 3001 | 1H).2.93(ddd.J=17.5,13.5,5.4 Hz, 1H), 2.67 — 2.56 (m,
I . | 1H), 2.40 (td, T = 13.2, 4.5 Hz, 1H), 2.17 (1, J = 17.4 Hz, 4H),
((5-((44-— FHETE I
SCA(@4-—FRCRIEE) 2.07 — 1.78 (m, 3H), 1.74 — 1.43 (m, 2H) «
E ) 1 -] 55 3 0 -2
IR -2.6-
0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.96 (q. T = | B& T
H\/©:</N o 6.1 Hz, 2H), 7.82 (d, T = 7.8 Hz, 1H), 7.75 (s, 1H), 7.65 (d, J =
N N 7.8 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.55 — 4.33 (m,
g Cf 3 3421 | 2H). 4.29 (t.J = 6.1 Hz, 2H), 3.51 (p.J = 6.7 Hz, 1H), 3.01 -
. | 2.84 (m, 1H), 2.67 — 2.56 (m, 1H), 2.48 — 2.33 (m, 1H), 2.01
-(5- -1-1H
i(s ((Eﬁ’jf%%%ﬁ%i L (qq. T = 8.3, 4.2, 3.1 Hz, 3H), 1.69 (tq, T = 12.9, 6.6, 5.4 Hz,
—
C252375PA.docx % 249 Ei ’ ;t‘ 344 E(’ég‘?ﬁﬂﬁﬁﬁﬂé)
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o 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.89 — 8.72 L]
Hm“' o (m, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.74 (s, 1H), 7.65 (d, T = 7.8
N ﬁ Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.56 — 4.33 (m, 2H),
9 \( g 316.0 | 429 (tJ=63Hz, 2H),3.35(dt,J = 12.4, 6.2 Hz, 1H), 2.93
MR- | | (SIS WD AT b6, . 242 0
AL B DRI -2- B IR IE-2,6- 61;) T ' T T
—
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.84 (q,J = 4-FEIE O
Hy@[&&o 5.9 Hz, 2H), 7.87 —7.57 (m, 4H), 7.29 (q, T = 7.6 Hz, 2H), 7.18
@v@ g™ (ddd, J=11.6, 7.3, 4.2 Hz, 2H), 5.14 (dt, ] = 13.3, 4.4 Hz, 1H),
4.50 (dd, J =17.6, 6.4 Hz, 1H), 4.34 (ddd, T =22.7,17.2, 6.3
3-(5-((4-FEFRCE)HHEE) H Hz, 3H), 3.17 (p, T = 6.3 Hz, 1H), 2.93 (ddd, T = 17.8, 13.6, 5.3
10 EO)-1-H S EL 3 UEH-2-25) | 446.1 | Hz, 1H), 2.63 (d, J = 3.5 Hz, 1H), 2.60 (d, J = 7.6 Hz, 2H), 2.43
MELE-2,6- (dd,J=13.2, 4.4 Hz, 1H), 2.12 (d, J = 12.1 Hz, 1H), 2.02 (ddd,
J=126,5.6,2.8 Hz, 1H), 1.85 (dt, J = 8.0, 3.5 Hz, 1H), 1.79
(q,J=6.6 Hz, 2H), 1.73 (dd, T = 10.3, 5.1 Hz, 1H), 1.48 (h, ] =
6.1, 5.0 Hz, 2H), 1.34 (td, J = 12.8, 3.5 Hz, 1H), 1.09 — 0.94 (m,
1H) -
0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.89 — 8.72 3-HEEIE O
HV@[%N&O (m, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.74 (s, 1H), 7.65 (d, J = 7.8
g Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.56 — 4.33 (m, 2H),
4.29 (t,J=6.3 Hz, 2H), 3.35 (dt, J = 12.4, 6.2 Hz, 1H), 2.93
(ddd, J = 18.4, 13.7, 5.5 Hz, 1H), 2.67 — 2.56 (m, 1H), 2.42 (dd,
11 446.1 |J=13.2,4.5Hz, 1H),2.12 -1.96 (m, 1H), 1.29 (d, J = 6.5 Hz,
3-(5-((((1,3-F)-3-FEECE) 6H)
WS FH D) - 1 -{R S8 A B0y
Ihk-2-E5) IR IE -2,6-
=T ZREY
C252375PA docx % 250 Ei 344 E(’é"{éEﬁM\Eﬂi)
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(11a)
3-(5-(((AR.38)-3-F AR CH)
W B ) B AR ) - 1 - 8 AL S U
IHR-2-E5) UIRIE -2,6- i

yre
[0]
H N (0]
o

(11b)
3-(5-(((1S.3R)-3-FEIRCH)
W B ) B AR ) - 1 - 8 AL S U
IHR-2-E5) UIRIE -2,6- i

12

o]
o

3-(5-(((L3-MF)-3-F AR O F)
W B ) B AR ) - 1 - 8 AL S U
IHR-2-E5) UIRIE -2,6- i
=TZREY

446.1

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.84 (q, J =
5.9 Hz, 2H), 7.87 — 7.57 (m, 4H), 7.29 (q, ] = 7.6 Hz, 2H), 7.18
(ddd, T=11.6,7.3, 4.2 Hz, 2H), 5.14 (dt, T = 13.3, 4.4 Hz, 1H),
4.50 (dd, T = 17.6, 6.4 Hz, 1H), 434 (ddd, J=22.7,17.2, 6.3
Hz, 3H), 3.17 (p, T = 6.3 Hz, 1H), 2.93 (ddd, T = 17.8, 13.6, 5.3
Hz, 1H), 2.63 (d, T = 3.5 Hz, 1H), 2.60 (d, J = 7.6 Hz, 2H), 2.43
(dd, T =13.2, 4.4 Hz, 1H), 2.12 (d, J = 12.1 Hz, 1H), 2.02 (ddd,
J=12.6,5.6,2.8 Hz, IH), 1.85 (dt, ] = 8.0, 3.5 Hz, 1H), 1.79
(q.J = 6.6 Hz, 2H), 1.73 (dd, T = 10.3, 5.1 Hz, 1H), 1.48 (h,J =
6.1, 5.0 Hz, 2H), 1.34 (1d, T = 12.8, 3.5 Hz, 1H), 1.09 — 0.94 (m,
1H)

(C252375PA docx
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Omﬁ
o
(12a)

3-(5-((((18,38)-3-FEIRCE)
W B ) B AR ) - 1 - 8 AL S U
IHR-2-E5) UIRIE -2,6- i

b
(12b)

3-(5-(AR3R)-3-FEIRCH)
W B ) B AR ) - 1 - 8 AL S U
IHR-2-E5) UIRIE -2,6- i

114

J’

3-(5-(((2'3 -~ FIR BT K-

1 -] B ) EE ) -

45 R VR -2 ) IR E-2.6-
—

458.1

1H NMR (400 MHz, H[iZ-d4) § 7.98 — 7.86 (m, 1H), 7.85 —
7.77 (m, 1H), 7.72 (td, J = 7.9, 1.5 Hz, 1H), 7.30 — 7.06 (m,
4H), 5.20 (dd, J =13.3, 5.2 Hz, 1H), 4.67 — 4.50 (m, 2H), 4.46
(d, J=12.1 Hz, 2H), 3.53 - 3.34 (m, 1H), 3.04 — 2.86 (m, 3H),
2.81(ddd, J=17.6,4.7,2.5 Hz, 1H), 2.54 (qd, J =13.2, 4.7 Hz,
1H), 2.35-1.91 (m, 4H), 1.91 — 1.59 (m, 7H) -

BRERC -4, 1 - Bl
1-fid

(C252375PA docx

111149135

FEHESE A0202

55252 F o 344 H(EEHEERAAE)
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B3 g3 -

NH,
0 E;O, 0

NaBH,CN
NH AcOH, MeOH NH
" O 50 °C O

HH13

[0377]  3-(A-fH&E-5-((((5)-1,2,3,4- VIR ZR-2-5 e B ) FA B ) S 05 | WRIpk-2-
=) IRDE-2,6-—Hd (EHI13) o HFI-1 (25.0 mg, 91.8 pmol)EMEHYFHEZ(1.5 mL)
A B (S)-1,2,3,4-PUE Z5-2-F#(40.6 mg, 0.27 mmol) & fE A LB (131 uL, 2.30
mmol)/RINE KT - FFTIR ARt TIERES 788 - SR NI E A a6
(17.3 mg, 0.27 mmol)liR 2 HENNEL S0 C 2307788 - fEIEFE 2 1% » 50
LC/MS I3 oe il R N R B &Y E R ZER4E - RIRERY)E A DMF &
RP-HPLCE #£40{t (7RI * MeCN/IKERE - BH0.1% TFA) LIEHE =7
2R Y (BEN3) - ES/MS: 404.1 (M+H") - '"H NMR (400 MHz, B
fig-d4) 6 7.94 (d, T = 7.8 Hz, 1H), 7.79 (s, 1H), 7.73 (dd, J = 7.9, 1.3 Hz, 1H), 7.18
(d,J =2.0 Hz, 4H), 5.20 (dd, J = 13.3, 5.2 Hz, 1H), 4.68 — 4.50 (m, 4H), 3.67 (td, J =

10.8, 5.2 Hz, 1H), 3.46 — 3.34 (m, 1H), 3.10 — 2.87 (m, 4H), 2.81 (ddd, J = 17.6, 4.7,

2.4 Hz, 1H), 2.61 — 2.40 (m, 2H), 2.21 (dtd, J = 12.7,5.2,2.3 Hz, 1H), 1.93 (qd, J =
11.5, 6.3 Hz, 1H) -
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(0378 TSR 55 FRARRF AT~ — AR AL » FLEE T3
o BT WELIT R - (BRI Y — R F AR
(ER3 e — P30 TIP3 BE  TEMARAI -
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3.

iyl

ES/MS
m/z

'H-NMR

B3 Z8E
A EAR R

14

o}
0

3-(1-HIEEE-5-(((R)-
1,2,3,4-TUEZ5-2-F0) 7 5L)
BH L) .05 DR IMR-2- 25 ) IR ITE -
2,6- T

404.1

1H NMR (400 MHz, HH i£-d4) § 7.94 (dd, J =7.9, 0.7 Hz, 1H),
7.79 (s, 1H),7.73(dd, J =7.9, 1.5 Hz, 1H), 7.18 (d, J =2.1 Hz,
4H), 5.20 (dd, J =13.3, 5.2 Hz, 1H), 4.68 — 4.42 (m, 5H), 3.67 (dq,
J=10.9,4.9, 3.8 Hz, 1H), 3.38 (ddd, J = 14.8, 9.3, 3.5 Hz, 1H),
3.09 - 2.87 (m, 4H), 2.81 (ddd, J = 17.6, 4.7, 2.4 Hz, 1H), 2.61 -
2.38 (m, 2H), 2.21 (dtd, J = 12.8, 5.3, 2.4 Hz, 1H), 1.93 (qd. J =
11.3,6.2 Hz, 1H) -

(R)_ 1 ,2,3,4_E/§\‘;Z§_2_
i3

15

3-(5-((CEEER[1.1.1]7K-1- 55l
) FHEL)- 1-(H S B 505k
IHR-2-E5) UIRIE -2,6- i

340.1

1H NMR (400 MHz,Hi£-d4) & 7.99 — 7.86 (m, 1H), 7.74 — 7.69
(m, 1H), 7.66 (dd,J =7.9, 1.5 Hz, 1H), 5.20 (dd, J = 13.3, 5.2 Hz,
1H), 4.63 — 4.44 (m, 2H), 4.33 (s, 2H), 2.94 (ddd, J =17.7, 13.5,
5.4 Hz, 1H), 2.87 — 2.74 (m, 2H), 2.53 (qd.J =13.3, 4.7 Hz, 1H),
220 (s, 7H) -

EETR[1.1.1]7%-1-f%

16

3-(1-fIEE-5-(R)-1- 7%
ZEMEEL) FH AR ) 205 | g
2-F)IRIE-2.6-_fH

378.1

1H NMR (400 MHz,HHfig-d4) & 7.88 (d, J = 7.8 Hz, 1H), 7.63 —
7.55 (m, 2H), 7.55 - 7.43 (m, 5H), 5.19 (dd, J = 13.3, 5.2 Hz, 1H),
4.64-4.41 (m,4H),4.31 (d,J =13.2 Hz, 1H),4.09 (d,J=13.2
Hz, 1H), 2.94 (ddd, J =17.7, 13.5, 5.4 Hz, 1H), 2.81 (ddd, J =
17.6,4.7,2.4 Hz, 1H), 2.52 (qd, J = 13.2, 4.7 Hz, 1H), 2.20 (dtd, J
=12.9,5.3,24 Hz, 1H), 1.76 (d,J = 6.9 Hz, 3H) -

(R)-1-FEL-1-H7
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17

o]
Ie) o

3-(5-((((S)- W-4- 5 ) EF
EL)- 1-{H] 48, L 403 R 0ff -2-
EOIREE-2,6- [

406.1

1H NMR (400 MHz, H[fZ-d4) § 7.94 — 7.85 (m, 1H), 7.76 (s, 1H),
7.74 (s, 1H), 7.45 (dt, J =7.8, 1.5 Hz, 1H), 7.37 (ddd, ] = 8.7, 7.3,
1.6 Hz, 1H), 7.04 (td,J =7.5, 1.2 Hz, 1H), 6.96 (dd, J =8.3, 1.2
Hz, 1H), 5.20 (dd, J = 13.3, 5.2 Hz, 1H), 4.68 (t, J = 4.8 Hz, 1H),
4.65-4.43 (m, 4H), 4.43 — 4.22 (m, 2H), 2.94 (ddd, J = 17.6,
13.5,5.4 Hz, 1H), 2.81 (ddd, J =17.7, 4.7, 2.4 Hz, 1H), 2.64 -
2.32 (m, 3H), 2.21 (dud, J =12.8, 5.3, 2.5 Hz, 1H) -

(5)- M-z
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B4 B8 -

o
Na(OAc);BH
o N{r}:o NH, AcOH @
g =0 O/

\ DCE
-2 Si— rt (3h)
" [ ) [ ] /S'\_

B N'N o)
Na(OAc);BH

o] ! o )
A S
AcOH [\/CE%N‘&O 1,2-ﬁ§§ h‘J N{BZO

N NH
DCE O/ J N, Dpom O J

rt (o/n) é \_\Si_
VA
=P8

[0379]  3-(5-(((A-"FELURME-4-B) k) ) - 1 - S8 2 205 (R Iph- 2-55)- 1 -
(2-(=HRERE) ZEE) FE)IRNE-2,6-—Fd - i 1-FEIRNE-4-#£(0.101 ml,

0.497 mmol) ~ JKEEREZ(0.042 ml, 0.745 mmol) ~ & Na(OAc);BH (158 mg, 0.745

mmol);IZEAE0C 212 (100 mg, 0.248 mmol)F¥DCE (5 ml) Z FRFFIER -
RIFTEERORFAErL > PEETRFES h - RESER SYIEIE - P& R4 LIGa
EY) - AbeYI AT A ERIR T8 -

[0380]  3-(5-(((1-"FEEMRNE-4-5)(FRER) k) B ) -1 - & AL 2205 | DR IM-2-
£)-1-(2-(SREYE) 285 B E)IRKE-2,6- —Hd - R HEE (37%7K5K -
0.037 ml > 0.496 mmol ) -~ JKEERZ(0.021 ml, 0.372 mmol) ~ Kz Na(OAc);BH (78
mg, 0.372 mmol)/FANZEAEOC T .Z3-(5-((1-"REDRIE-4-F) f 5 FH AR -1- il S5 5
SRIS|IDRIM-2-55)-1-((2-(= BT £5) L8 A FH AL RIE-2,6- i (71.5 mg, 0.124

mmol)JADCE (5 m) 1 ZIRFAEIR - BT EROR AL HEERHFIRR © /<

252375PA.docx % 257 E ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)
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EReVIEE - EREIMGEHEY - bV AEE—PAERIAN T—F

(03811 3-(5-(((1-FBEURIE-4-55) (PR AR PR ) - 1- (B S A -2-
) URE-2,6-—H (BBUI18) - HSTFA (0.0475 ml, 0.62 mmol)FANZE3-(5-((1-¢
FRRIE-4-355) (FIER) ) ) - 1 - 4 B B3 O - 2-380)- 1 (2= SRV ) 2.
) R URIE-2,6- (733 me, 0.124 mmo)FADCM (5 miL)r ~ SEHEEII - ¥
ISR GV 105748 » BEETE 22 a4 - FIRERYIFIEREADCM (5 min)
A RAINGN - I Z f52-1,2- (0067 mi, 0.62 mmol) « #E52RZHERE (10
55 HFTERAYIEE S HAHEEY) - SH e TRP-HPLCL SR R
{E&%) - 'TH NMR (400 MHz, DMSO-ds) 6 11.01 (s, 1H), 10.16 (s, 1H), 7.83 (s,

1H), 7.76 (s, 1H), 7.66 (s, 2H), 7.49 (s, 6H), 5.14 (dd, J = 13.3, 5.2 Hz, 1H), 4.57 -

4.23 (m, 5H), 3.00 — 2.86 (m, 1H), 2.66 — 2.57 (m, 3H), 2.47 — 2.35 (m, 1H), 2.31 -
2.26 (m, SH), 2.08 — 1.89 (m, 4H) - ES/MS: 461.2 (M+H") -

BFs g9 -

252375PA.docx % 258 E ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)
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o o —
N Sj—
-2 Si—  Na{OAc);BH, Et;N @ /N
/"N DpcMm

1. TFA, DCM
2. EzN, DMEDA, DCM

[0382]  SH3-(5-((((S)-1-"FEMERE I -3- ) k) A %) - 1-(Hll s AL 5 Lk
Ipk-2-5)-1-(2-(= AR &) 28 ) R E)IRNE-2,6- —Ff < KA _ZH Q2

mL)F 7 1-2 (50 mg, 0.124 mmol) F(S)-1-E RN IE-3-F#(28 mg, 0.161 mmol) &

HH19

PE{&HY = Z/E(30 uL, 0.215 mmoD 2 iR & YIE= R NMEHE30, 8
LR =LEREEM S (E#9(100 mg, 0.472 mmol) - FEIEESYIH =8 LK
(590 uL, 7.71 mmol);ZfENR4AE © RIFEERYIFAET LB LBl 7K R EEK
el o REATRIE LA BEINEZ IR R o REORRATE EZE RS - HReRYI(RFEH
BT A RLASE HE3-(5-((((S)-1-TF AL MEIg e 3- 55 e ) B &%) - 1 -l S| A 2 g
IRIR-2- ) - 1-((2-(= R EY ) L S8 B8 D IRNE-2,6- i - ES/MS: 563.4
(M+H?*) -

[0383] ZPE2 @ BUH3-(5-((((S)-1-FEMEISIE-3-F0) k) &) - 1-fI S &
FENG{DRIp-2-F0) URBE-2,6- - REBRETS — & H (2 mL)H 2 3-(5-((((S)-1-F 5

NEEns e - 3- B e k) BH A56)- 1 - (A SR R SR M5 W Ibf - 2- ) - 1 -( - (= HH BV D) LS A HH
252375PA.docx % 259 E ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)
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EOIRLE-2,6- —FE(70 mg, 0.124 mmol) F =& L2221 uL, 2.89 mmol)EEHH - #ifz
EREYIMEER TH2 h » BEEEHZE IR - BRI 8k
F1~ BAIE0C ~ ILH=2Z8(100 uL, 0.717 mmol) K FEIEHIN,N - HEZ g
(40 uL, 0.372 mmoD) R FE - R YR E R 2RI h - HRIEREEY)
AL 1B ROBREE SR/ /KRN » 5 351 DCMYERINBEZEH - A 1% DAGT L $
76 HBE o BB A ZE A I FS I RP-HPLCAI L DA% Hi3-(5-(((S)-1-7F
ELIEh I IE - 3- ) e B ) R ) - 1- (R 42 2 S5 Wb -2 ED IR DGE-2,6- e (EEBI19) -
ES/MS: 433.3 (M+H*) - '"H NMR (400 MHz, EfiZ-d4) § 7.89 (d, ] = 7.9 Hz, 1H),
7.76 (s, 1H), 7.67 (dd, J = 7.9, 1.4 Hz, 1H), 7.57 — 7.45 (m, 5H), 5.20 (dd, J = 13.3,
5.2 Hz, 1H), 4.60 — 4.49 (m, 2H), 4.49 — 4.34 (m, 4H), 422 (s, 1H), 3.80 — 3.59 (m,

3H), 3.49 — 3.38 (m, 1H), 2.98 — 2.87 (m, 1H), 2.86 — 2.76 (m, 1H), 2.68 (dd, J =

13.6, 6.4 Hz, 1H), 2.57 — 2.48 (m, 1H), 2.37 (q, ] = 6.8 Hz, 1H), 2.21 (dtd, J = 12.8,
5.3,2.4 Hz, 1H) -

[0384]  NHIEBIAEARFS AT L —ARR B - BEIRI TR
e B TRFELITNED - EREERST ATl — S A Ry EAE e R B
RGP TS B E  AEEERE I

252375PA.docx % 260 E ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)
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4.
BH LR ES/MS IH-NMR E_F? 5 ZBE !
m/z ENEIERY: il vy =
0 1H NMR (400 MHz,H i2-d4) § 7.85 (d, J = 7.8 Hz, 1H), (R)-1- 5 ELMRIE-3-H
Hv©/w/<N§>:° 7.73 (s, 1H), 7.64 (dd, T = 7.9, 1.4 Hz, 1H), 7.56 — 7.44 (m,
O’N NH 5H), 5.18 (dd, J = 13.3, 5.2 Hz, 1H), 4.61 —4.52 (m, 2H),
" 0 451 —4.32 (m, 4H), 3.84 — 3.70 (m, 2H), 3.51 (d, J = 12.8
20 4473 | Hz 1H).3.07(dd, J =139, 105 Hz, 1H), 2.96 — 2.85 (m,
T j < | 1H), 2.81 (ddd, J = 17.7, 4.7, 2.5 Hz, 1H), 2.53 (qd, J = 13.2,
47 Hz, 1H), 241 (d, J = 12.5 Hz, 1H), 2.26 — 2.12 (m, 2H),
3-(5-((((R)-1-F ALK IE - 3- ) 1.99 — 1.75 (m, 2H) -
WS ) HR B)- 1-fHI 8 AR 55 0k
- 2-25) IR IE -2,6-
o 1H NMR (400 MHz, H i2-d4) § 7.88 (d, J = 7.9 Hz, 1H), (S)-1-FEELRE-3-Jiz
nmhni}:o 7.72 (s, 1H), 7.64 (dd, T = 7.9, 1.5 Hz, 1H), 7.51 (s, 5H), 4.60
O g —4.50 (m, 2H), 4.48 — 4.31 (m, 4H), 3.77 — 3.61 (m, 2H),
N 3.48 (d, J = 9.9 Hz, 1H), 3.15 — 3.00 (m, 2H), 2.94 (ddd, J =
21 K© 4473 | 18.4,13.4,5.4 Hz, 1H), 2.82 (ddd, J = 17.6, 4.7, 2.4 Hz, 1H),
2.58 — 2.46 (m, 1H), 2.41 (d, J = 12.6 Hz, 1H), 2.27 - 2.12
3-(5-((((S)- 1 “EELIRIE 325 gln ?g) 01.90 (qt, T =12.0, 4.9 Hz, 1H), 1.77 (tt, T = 13.4, 6.5
B HE ) - - L0 = 1)
- 2-25) IR IE -2,6-
0 1H NMR (400 MHz,H Z-d4) § 7.93 (dd, ] = 7.9, 0.7 Hz, (1,2,3,4-T0gZ5-1-5) FE
HV@E%N&O 1H), 7.77 (s, 1H), 7.72 (dd, T = 7.8, 1.5 Hz, 1H), 7.23 — 7.02 | Bzt
22 g | 4181 | (m, 4H), 5.21 (dd,J = 13.3, 5.1 Hz, 1H), 4.67 — 4.51 (m, 2H),
444 (q,J=13.3 Hz, 2H), 3.29 (s, 1H), 2.94 (ddd, J = 17.6,
13.5, 5.4 Hz, 1H), 2.88 — 2.73 (m, 4H), 2.53 (qd, J = 13.2, 4.7
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3-(1-fAI& F-5-((((1,2,3,4-P0 Hz, 1H), 2.22 (dtd, J = 12.9, 5.3, 2.4 Hz, 1H), 2.10 — 1.75 (m,
AEE-1-5) R RS H D) 3H) -
S5 |VEIHR-2- ) IRIE-2,6- —
i
0 1H NMR (400 MHz, FH/i-d4) § 7.93 (d, ] = 7.9 Hz, 1H), (1,2,3.4-PUE Z5-2-55) H iz
HV©:Z<N {;5:0 7.77 (s, 1H), 7.71 (d, J = 7.8 Hz, 1H), 7.18 — 7.00 (m, 4H), B i B
N NH 5.21(dd, J = 13.3, 5.2 Hz, 1H), 4.66 — 4.49 (m, 2H), 4.43 (s,
23 . © 4181 | 2H-3.16 (d.J=7.0 Hz, 2H). 3.08 276 (m, SH), 2.65 -
3-(1-H&EEE-5-((((1,2,3,4-1 : 2.43 (m, 2H), 2.36 —2.15 (m, 2H), 2.09 (d, J = 14.9 Hz, 1H),
I -2 HEO A A 1.55 (dtd, J = 13.1, 10.5, 6.7 Hz, 1H) -
S5 |VEIHR-2- ) IRIE-2,6- —
i
o 1H NMR (400 MHz, FH & id4) § 7.92 (s, 1H), 7.72 (1, J = I-4
H\/©:/</N o 30.1 Hz, 2H), 7.57 — 7.42 (m, 5H), 5.21 (dd, J = 13.4, 5.2 Hz,
(j»N NH 1H), 4.68 — 4.40 (m, 4H), 3.77 — 3.63 (m, 1H), 3.46 (d, J =
N Y 9.3 Hz, 1H), 2.94 (ddd, J = 18.5, 13.5, 5.4 Hz, 1H), 2.81
(ddd, J =17.7,4.7, 2.4 Hz, 1H), 2.54 (qd, J = 13.2, 4.7 Hz,
24 04\@ 4613 | 1H). 2.39 (s, 1H). 2.21 (ddd. T = 10.5, 5.3. 3.0 Hz. 1H), 1.94
—1.75 (m, 2H), 1.66 (s, 1H), 1.30 (s, 1H) °
3-(5-(((R)-1-Z= FHEE L IR IE -
3-EOE HE-1-HIE AR
5| IR -2 - 56 IR IE -2, 6- e
0 1H NMR (400 MHz, B [f$-d4) § 7.95 - 7.83 (m, 1H), 7.76 — | I-5
HV©:[</N4§;>:0 7.61 (m, 2H), 7.42 —7.19 (m, 4H), 7.09 (t, J = 7.8 Hz, 2H),
@\/j g 6.82 (d, ] =8.2 Hz, 1H), 6.74 (1d, J = 7.4, 1.0 Hz, 1H), 5.19
N (dd,J =13.3, 5.2 Hz, 1H), 4.70 — 4.49 (m, 4H), 4.42 (d, ] =
25 K© 494.8 | 2.7 Hz, 2H), 3.86 (td, J = 5.7, 2.8 Hz, 1H), 3.75 — 3.60 (m,
1H), 3.59 — 3.46 (m, 1H), 3.41 (dd, J = 16.9, 5.3 Hz, 1H),
P iy 3.16 —2.99 (m, 1H), 2.94 (ddd, J = 17.6, 13.5, 5.4 Hz, 1H),
;Q%Sﬁ;;;i:{?éﬁ)_?a 2.81(ddd,J=17.6,4.7, 2.4 Hz, 1H), 2.52 (qd, J = 13.2, 4.7
= A e s Hz, 1H), 2.20 (dtd, J = 12.8, 5.3, 2.4 Hz, 1H) -
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S TG | WRIRR-2- A5 R -
2.6-
0 IH NMR (400 MHz, 5 [i-d4) & 7.88 (d, J = 8.0 Hz, 1H), 1-6
H\/O:(/N&o 7.69 (s, 1H), 7.65 — 7.54 (m, 2H), 7.51 (dd, J = 6.9, 2.4 Hz,
(jz” NH 1H), 7.44 —7.36 (m, 2H), 5.20 (dd, J = 13.3, 5.2 Hz, 1H),
“ o 0 455(d, T =6.0 Hz, 2H), 442 — 4.28 (m, 2H), 4.19 — 4.04 (m,
2H), 3.58 — 3.47 (m, 1H), 3.06 (s, 1H), 2.98 — 2.89 (m, 1H),
26 K@ 4813 | 2.89-2.76 (m, 3H), 2.55 (id, J = 13.1, 4.7 Hz, 1H), 2.21
(ddd, J =9.9, 5.0, 2.3 Hz, 2H), 2.03 (dd, J = 12.3, 7.3 Hz,
3-(5-(((R)-1-2-FFE)IRE 1H), 1.85 — 1.67 (m, 2H) °
-3-EMER) AR - - E A
0G| IR - 2- B RE -2,6-
P
0 IH NMR (400 MHz, H[i5-d4) 5 7.88 (dd, J = 11.6, 7.8 Hz, | I-7
HmN&o 1H), 7.74 — 7.56 (m, 2H), 7.50 (d, J = 4.6 Hz, 5H), 5.20 (dd, J
O' Ve =13.3,5.1 Hz, 1H), 455 (1, ] = 6.2 Hz, 2H), 439 (dd, J =
N 14.2, 6.5 Hz, 2H), 4.31 (d. T = 13.2 Hz, 1H), 3.59 (s, 2H),
347 (d,J=11.6 Hz, 1H), 2.98 — 2.76 (m, 4H), 2.59 — 2.48
27 Ej/K 461.3 | (m, 1H), 2.36 — 2.05 (m, 3H), 1.95 — 1.80 (m, 1H), 1.74 (d, J
3 (1S 5-(R)-1-((S)- = 6.9 Hz, 3H), 1.65 (d, J = 11.1 Hz, 1H) -
1-SREE Z AR RIE- 3-8 Wi )
FEI 5 ) S AL -2 U I -
2.6-
0 IH NMR (400 MHz, H[i5-d4) 6 7.88 (dd, J = 12.2, 7.8 Hz, | I-8
HmN&o 1H), 7.77 - 7.59 (m, 2H), 7.52 (d, ] = 6.8 Hz, 5H), 5.19 (ddd,
O' Ve T=13.3,5.2, 1.6 Hz, 1H), 4.61 — 447 (m, 3H), 4.47 - 4.33
28 N 4612 | (m, 2H), 3.78 — 3.62 (m, 2H), 3.57 (d, J = 12.4 Hz, 1H), 3.02
©) —2.77 (m, 4H), 2.61 — 2.47 (m, 1H), 2.35 (t, T = 15.8 Hz,
1H), 2.26 — 2.06 (m, 2H), 2.00 — 1.82 (m, 1H), 1.78 (d. T =
6.9 Hz, 3H), 1.68 (d, J = 12.9 Hz, 1H)
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3-(1-FIEE-5-(R)-1-(R)-
1255k 28R IRIE-3- B HE B )
FH L) S405 | IR -2- 5 IR I -
2,6- [

0 1H NMR (400 MHz, H[i&-d4) § 7.92 (d, J = 7.9 Hz, 1H), I-9
H\/@l:/fN&O 7.82 - 7.74 (m, 1H), 7.69 (dd, J = 7.9, 1.5 Hz, 1H), 7.41 —
(Y g 7.23 (m, 5H), 5.20 (dd, J = 134, 5.1 Hz, 1H), 4.61 - 4.49 (m,
N 2H), 4.43 (s, 2H), 3.87 (s, 1H), 3.64 (q. ] = 16.3, 13.3 Hz,
2H), 3.41 (dd, T = 10.5, 5.9 Hz, 2H), 3.10 (dd, T = 10.5, 6.3
29 461.3 | Hz, 4H), 2.95 — 2.87 (m, 1H), 2.81 (ddd, J = 17.6, 4.7, 2.4
Hz, 1H), 2.58 — 2.47 (m, 1H), 2.35 (s, 1H), 2.20 (dtd, J =
3 (115 -5 (R)- 157, 1110'2’1 ;.1,0 2.6 Hz, 2H), 1.97 — 1.85 (m, 1H), 1.77 (d, T = 11.7
SR 3350H  ) 5 z 1H)
05 Lk -2- 56 R I - 2,6~
0 1H NMR (400 MHz, HH[i&-d4) § 7.93 (d, J = 7.8 Hz, 1H), I-10
HVQ/V(N o 7.77 (s, 1H), 7.72 (d, T = 7.9 Hz, 1H), 7.29 (t, T = 7.8 Hz,
O»N ﬁ 2H), 7.03 (d, J = 8.2 Hz, 2H), 6.93 (t, J = 7.3 Hz, 1H), 5.20
y 0 (dd, J = 13.3, 5.2 Hz, 1H), 4.56 — 4.48 (m, 3H), 3.65 — 3.54
30 @ 4335 | (. 2H).3.21 =3.05 (m, 3H), 2.97 ~ 2.89 (m, 1H). 2.85 -
< 277 (m, 1H), 2.58 — 2.48 (m, 1H), 2.21 (d, J = 13.1 Hz, 2H),
2.02 (d,J=9.3 Hz, 1H), 1.85(q.J = 8.7 Hz, 2H) -
3-(1-fHIEEE-5-((R)-1-78K:
MR- 3- 5 )iz B ) B L) S5
K2 F0) IR IE-2,6- i
99 0 481.3 | 1H NMR (400 MHz, 1 [iZ-d4) § 7.88 (d, J = 7.9 Hz, 1H), (R)-1-(3-5 EBL) IR IE-3-

N

Cl

7.70 (s, 1H), 7.63 (dd, J =7.8, 1.5 Hz, 1H), 7.54 (d,J =1.9
Hz, 1H), 7.48 —7.36 (m, 3H), 5.19 (dd, J = 13.3, 5.2 Hz, 1H),
4.61 —4.49 (m, 2H), 4.45 — 4.28 (m, 2H), 4.05 (s, 2H), 3.76 —
3.66 (m, 2H), 3.62 — 3.49 (m, 2H), 3.11 (s, 1H), 2.89 - 2.77

iz
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3-(5-((((R)-1-B-FFH) IR
-3-FOMg EL) AL - 1-JlE 5
RIS IHE-2-H) IR E-2,6-
LG

(m, 3H), 2.57 — 2.46 (m, 1H), 2.21 (dtd, J = 12.8, 5.3, 2.5 Hz,
2H), 2.11 - 2.01 (m, 1H), 1.90 — 1.69 (m, 2H) °

100

Bt

3-(5-((((R)-1-(4-F T H) IR
-3-FOMg EL) AL - 1-JlE 5
RIS IHE-2-H) IR E-2,6-
LG

481.3

1H NMR (400 MHz, EH i£-d4) § 7.87 (d, J = 7.8 Hz, 1H),
7.71 (s, 1H), 7.64 (dd,J =7.9, 1.4 Hz, 1H), 7.48 (s, 4H), 5.19
(dd,J=13.3,5.1 Hz, 1H), 4.59 — 4.51 (m, 2H), 4.39 (q. J =
13.1 Hz, 2H), 4.21 (d, J = 7.8 Hz, 2H), 3.74 — 3.67 (m, 2H),
3.62 -3.51 (m, 2H), 3.03 — 2.88 (m, 3H), 2.81 (ddd, J = 17.6,
4.7,2.4 Hz, 1H), 2.52 (1t, J = 13.1, 6.6 Hz, 1H), 2.37 - 2.28
(m, 1H), 2.20 (dtd, J =12.8, 5.3, 2.3 Hz, 1H), 2.10 (dt, J =
13.3,4.0 Hz, 1H), 1.93 - 1.70 (m, 2H) -

(R)-1-(4-E8 F L) IRIE-3-
B

106

o}

N
(;NI
3-(5-((((2R,3R)-1-714-2-H
FLRIE-3- BB FHAR)-1-

R4 B BRNG IDRIAR-2- ) IR I -
2,6- [

461.3

1H NMR (400 MHz, FH i£-d4) § 7.86 (d, J = 7.8 Hz, 1H),
7.68 (s, 1H), 7.60 (d, J =7.9 Hz, 1H), 7.48 (s, 5H), 5.19 (ddd,
J=13.3,5.2,1.4 Hz, 1H), 4.59 — 4.46 (m, 2H), 4.40 —4.17
(m, 4H), 3.75 (s, 1H), 3.55 (s, 1H), 2.97 — 2.87 (m, 1H), 2.81
(ddd,J=17.7,4.7, 2.4 Hz, 1H), 2.53 (qd. J =13.2, 4.7 Hz,
1H), 2.25 - 2.09 (m, 2H), 2.02 (d, J =7.3 Hz, 1H), 1.88 (d,J
=119 Hz, 2H), 1.45 (d, J =6.8 Hz, 3H) -

(2R 3R)-1-F -2 B
-3

109

o

523.3

1H NMR (400 MHz, FH[iZ-d4) § 7.88 (d, ] = 7.9 Hz, 1H),
7.61—7.51 (m, 2H), 7.51 — 7.20 (m, 9H), 5.20 (dd, J = 13.3,
5.2 Hz, 1H), 4.60 — 4.50 (m, 2H), 4.19 — 4.08 (m, 2H), 3.91
(d, J=12.8 Hz, 1H), 3.69 — 3.58 (m, 2H), 3.54 (s, 2H), 2.98 —
2.89 (m, 1H), 2.87 —2.77 (m, 1H), 2.61 — 2.45 (m, 3H), 2.25
~2.15 (m, 2H), 2.07 (d, J = 15.6 Hz, 2H) -

1 8- 5- R AR R NE -3-

(C252375PA docx
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3-(5-(((1-F A-5- A RIE-
3-EOME A E)-1-HIE B R
05 IR R - 2 - D) R I8 - 2,6- e
119 o 461.3 | 1H NMR (400 MHz, 5 [{Z-d4) § 7.85 (d, J = 7.8 Hz, 1H), (3R,6S)-1-FE-6- FHELIR
Hy@dN—%o 7.58 (s, 1H), 7.49 (tt, T = 7.8, 4.6 Hz, 6H), 5.19 (dd, J = 13.3, | IE-3-fz
/(j’ g™ 5.2 Hz, 1H), 4.59 — 4.50 (m, 2H), 4.35 (d, J = 13.0 Hz, 1H),
N 4.16 (q, J = 13.3 Hz, 2H), 3.90 (s, 1H), 3.44 (s, 2H), 3.11 (d,
@2 J=8.1 Hz, 2H), 2.94 (ddd, J = 18.4, 13.4, 5.3 Hz, 2H), 2.86 —

2.76 (m, 2H), 2.51 (td, J = 13.3, 4.7 Hz, 1H), 2.26 — 2.17 (m,
3-(5-((((3R,6S)-1-FFL-6-H 1H), 2.00 (d, J = 38.5 Hz, 5H), 1.45 (d, J = 6.5 Hz, 3H) -
FEIRIE-3-B5) L) HH S ) - 1-

R 48 B S 05| R 2- 5 IR IE -
2,6- [
124 0 448.3 | 1H NMR (400 MHz, H[i2-d4) § 8.80 — 8.67 (m, 2H), 8.39 (d, | (R)-1-(M:1E-3-555 HH EL) IR
Hy@(ﬁN%o J=8.5Hz, 1H), 7.89 (t, ] = 6.8 Hz, 2H), 7.72 (s, 1H), 7.67 — | L-3-j& (£E% 1)
[j’ g 7.60 (m, 1H), 5.20 (dd, J = 13.3, 5.2 Hz, 1H), 4.60 — 4.50 (m,
N 2H), 4.46 — 4.32 (m, 2H), 3.90 (s, 2H), 3.47 (s, 1H), 3.06 (s,
N 1H), 2.98 — 2.88 (m, 1H), 2.86 — 2.74 (m, 2H), 2.54 (pd, J =
N 13.6, 6.8 Hz, 3H), 2.21 (dtd, J = 13.1, 5.4, 2.5 Hz, 2H), 1.94
3-(1-fH1E EE-5-(((R)-1-(THEnE (d,J=11.3Hz, 1H), 1.72 (d,J=8.1 Hz, 2H) -
-3-BLHHADIRIE-3- B i B
B L) S 05 | R IAR-2- D IR I -
2,6- [
125 o 448.3 | 1H NMR (400 MHz, H[iE-d4) § 8.83 — 8.64 (m, 2H), 8.09 — | (R)-1-(M:1E-4-55 HH EL) IR
HmN&o 7.95 (m, 2H), 7.89 (d, J = 7.9 Hz, 1H), 7.75 (s, 1H), 7.67 (dd, | -3-B (8% 1)
(j’ g J=17.8,1.5Hz, 1H), 5.20 (ddd, J = 13.2, 5.2, 1.5 Hz, 1H),
N 4.63 — 4.50 (m, 2H), 4.48 — 4.31 (m, 2H), 3.93 (d, T = 4.1 Hz,
B 2H), 3.55 — 3.44 (m, 1H), 3.04 (s, 1H), 2.98 — 2.88 (m, 1H),
N~ 2.85—2.77 (m, 1H), 2.71 (d, J = 11.7 Hz, 1H), 2.61 — 2.37
C252375PA.docx % 266 Ei ’ ;t‘ 344 E(’ég‘?%%ﬁ%%)
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3-(1- I E-5-(((R)-1- (L
-4-FL B IRIE-3- B A%
FH L) S405 | IR -2- 5 IR I -

2,6- [

(m, 3H), 2.26 - 2.10 (m, 2H), 1.94 (d, J = 13.2 Hz, 1H), 1.83
—1.62 (m, 2H) -

3-(5-((((3R,6R)-1-71F-6-H

FLRIE-3- BB FHAR)-1-

R4 B BRNG IDRIAR-2- ) IR I -
2,6- [

7.62 (s, 1H), 7.55 (d, T = 7.9 Hz, 1H), 7.52 — 7.36 (m, 5H),
5.19 (ddd, J = 13.1, 5.1, 1.3 Hz, 1H), 4.66 (d, J = 13.6 Hz,
1H), 4.55 — 4.46 (m, 2H), 4.37 (d, T = 13.3 Hz, 1H), 4.24 (d, J
=13.2 Hz, 1H), 4.01 (d, J = 13.2 Hz, 1H), 3.53 — 3.38 (m,
2H), 2.95 — 2.88 (m, 1H), 2.86 — 2.71 (m, 2H), 2.54 (1d, J =
13.2, 4.7 Hz, 1H), 2.39 (d, J = 11.0 Hz, 1H), 2.20 (dt, J =
12.6, 3.1 Hz, 2H), 1.74 (q, J = 12.9 Hz, 2H), 1.56 (d. ] = 6.3
Hz, 3H) -

130 0 4483 | IHNMR (400 MHz, HHi2-d4) § 8.76 (ddt, = 5.3, 1.9, 1.0 | (R)-1-(TLE-2- KL L) IR
H@Nﬁo Hz, 1H), 8.19 (tdd,J = 7.8, 1.7, 0.9 Hz, 1H), 7.89 (dd, J = g3 (SHEE 1
(j’ I 7.9,0.6 Hz, 1H), 7.77 — 7.58 (m, 4H), 5.19 (ddd, J = 13.3,
N 5.2,1.3 Hz, 1H), 4.62 — 4.51 (m, 2H), 4.49 — 4.36 (m, 2H),
~ 4.25(q, J=15.1 Hz, 2H), 3.64 (td, J = 8.7, 4.2 Hz, 1H), 3.44
N —3.36 (m, 1H), 3.08 — 2.75 (m, 5H), 2.53 (qd, T = 13.1,4.9
3_(1_15\”%%_5_((((1{)_1_([[[:&[[% Hz, 1H), 2.21 (dtd,J =12.9,5.4, 2.5 Hz, 2H), 2.06 (dt, ] =
BH L) B0 DRIpR-2- B IR IE -
2.6- A
138 o 461.2 | IH NMR (400 MHz, B [i2-d4) 5 7.84 (d, J = 7.9 Hz, 1H), (3R,6R)-1-*E5L-6- EHELNE

-3
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BiF6 - BHI31

o ‘o
Na(OAc)3BH AcOH
SI_ DCE N
/N VRN

TFA, DCM H\/@:K/N o
- NH
#1% Et;N, DMEDA, DCM 0

B pi31

[0385] ZPBR1 : 3-(1-flIEEE-5-(((LA4-IR)-4-FEIRCH) k) AL 25|
LRER-2-55)-1-(2- (= AR £5) Z &5 7 40 IKIE-2,6- —HF - 1/l EIAL2 (50
mg, 0.124 mmol) ~ (JE)-4- K58 - 1-FFEERAE8(39.5 mg, 0.186 mmol) ~ = ZFE &
EME/E81(79 mg, 0.373 mmol) ~ 1,2- " F L %E(0.50 mL) ~ & Z.f#%(0.007 mL,
0.124 mmol) - FEFFARILZ R RS h o {EHSRZ & - BREYIHEEZE
FURHE - AAPRER A BRI RS E - ES/MS: 562.2 (M+HY) -

[0386] ZHE2 : 3-(1-{IEE:-5-((LA4-IF)-4-FEIRCE )R s FE) 25|
DREpR-2-F)UKIE-2,6- — B (BHI31) A/ INE A EIA3-(1-{AIEEE-5-((((1S,45)-4-7
IR R ) B AR JI5 | DRIb-2- ) 1-((2-(= FHERHY B6) L 885 AR IR IE-2,6-
—fif(69.8 mg, 0.124 mmol) EDCM (0.698 mL) - B RN = 5.2 H(0.190 mL,
2.48 mmol) - i S FEAEZOR TORG L h » AL 2 1% - KB EZE TR
4 - REERIEERYIEREFYDCM (0.70 mL)FE A1 20T » FEERIGRIN=LM

252375PA.docx % 268 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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(0.138 mL, 0.993 mmol) 5 FE{4AIN,N - Fi % £, —}#(0.0160 mL, 0.149 mmol) -
PR TR R E =BR 17 h o (LRI 2 1% > R e E 2z

R ERYE N DMSOR HAEFHRP-HPLC (JEf2R © 0£100% MeCN/ZKEEfE -
EA0.1% TFA ) E#4(t - DR E=s LB &Y ('AFI3L) -

ES/MS: 432.1 (M+H") - 'TH NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.78 (s,

2H), 7.84 (d,J =7.8 Hz, 1H), 7.79 (s, 1H), 7.70 (d, J = 7.8 Hz, 1H), 7.35 — 7.28 (m,
4H), 7.20 (ddd, J = 8.6, 5.3, 3.3 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.51 (d, J =
17.6 Hz, 1H), 4.45 — 4.32 (m, 3H), 3.36 (s, 1H), 2.93 (ddd, J = 18.0, 13.6, 5.4 Hz,

1H), 2.76 — 2.58 (m, 3H), 2.47 — 2.35 (m, 1H), 2.07 — 1.89 (m, 4H), 1.88 — 1.75 (m,
2H), 1.69 (dd, J = 10.8, 5.8 Hz, 2H) -

[0387]  NHIEBIAEARFOT AT L —fRIEBLE - HEURIN TERS
e B TRELITNER - ERERER6r AT . — A Ry EAR LA R - H
RS Z & — WL T IEF6 L B E - AEEELE K,

252375PA.docx % 269 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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Z<5.
BF 6 28 :
A & BS/MS 'H-NMR - \
m/z ENGIEY: il s g =t
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.89 (s, 2H), 7.84 | (F7)-4-3E1E0-1-x
HV@dN&o (d, J=7.8 Hz, 1H), 7.77 (s, 1H), 7.68 (d,J = 7.8 Hz, 1H), 7.33 — BB
O g 7.23 (m, 4H), 7.19 (t, J = 7.1 Hz, 1H), 5.15 (dd, J = 13.3, 5.1 Hz,
© 1H), 4.52 (d, J = 17.6 Hz, 1H), 4.42 — 4.33 (m, 3H), 3.16 (s, 1H),
32 432.1 193 (ddd, J = 18.0, 13.6, 5.4 Hz, 1H), 2.67 — 2.53 (m, 1H), 2.42 (it,
3-(1-H & EE-5-((((1.4-]2)-4- J=13.3,6.5 Hz, 1H), 2.25 (s, 2H), 2.07 — 1.98 (m, 1H), 1.91 (d, T =
AR LA ED) FE AR ) 520 7.1 Hz, 2H), 1.55 (q, J=11.2, 9.8 Hz, 4H) -
IR - 2- 55 MR- 2, 6- i
o 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 9.32 (s, 2H), 7.82 | %z
@HmN o (d,J=7.8 Hz, 1H), 7.72 (s, 1H), 7.64 (d, ] = 7.9 Hz, 1H), 7.54 —
N NH 7.40 (m, 5H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 (d, J = 17.5 Hz,
33 . © 364.1 | 1H), 4.40 — 4.29 (m, 3H), 4.21 (d, J = 5.4 Hz, 2H), 2.93 (ddd, J =
3-(5-(CF AN E) HES)-1-H] 18.1, 13.6, 5.4 Hz, 1H), 2.67 —2.56 (m, 1H), 2.42 (qd, J = 14.1, 13.3,
S FR g DRI - 2- L) IR I - 5.4 Hz, 1H), 2.07 — 1.97 (m, 1H) -
2,6- i
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.73 (s, 1H), 8.47 | ((1S,2R)-2-fxxa
y (s, 1H), 7.82 (d, J = 7.8 Hz, 1H), 7.73 (s, 1H), 7.65 (d, T = 7.8 Hz, EL)EH i
N Nﬁo 1H), 5.14 (dd, T = 13.3, 5.1 Hz, 1H), 4.50 (dd, J = 17.6, 2.8 Hz, 1H),
C& on 4 446 —4.23 (m, 3H), 3.82 (dd, J = 10.9, 8.4 Hz, 1H), 3.57 (dd, J =
34 - 386.1 | 11.0,5.2 Hz, 1H), 3.31 (dd, J = 10.5, 5.4 Hz, 1H), 2.93 (ddd, J =
3-(5-((((IR.28)-2-(FXH A IR 17.4, 13.6, 5.4 Hz, 1H), 2.66 — 2.57 (m, 1H), 2.47 — 2.35 (m, 1H),
T ik ) FH L )- 1-{H &6 5L 2.35-2.24 (m, 1H), 2.03 (ddq, J = 10.8, 5.9, 3.8, 2.9 Hz, 1H), 1.84
R | R -2- B IR IE-2,6- (d, J=11.4 Hz, 1H), 1.74 (dt, J = 11.5, 5.0 Hz, 3H), 1.34 (dq, J =
i 20.8, 12.1, 10.0 Hz, 4H) -
C252375PA. docx % 270 Ei ’ ;t‘ 344 E(’ég‘?%%ﬁ%%)
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35

3-(1-fIEEE-5-(((1-(TEIE-2-
) IIRIGE-4- 55 ) B ) 72

434.1

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 9.04 — 8.96 (m,
2H), 8.11 (dd, J = 5.4, 1.8 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.77 —
7.68 (m, 2H), 7.66 (d, J = 7.9 Hz, 1H), 7.11 (d, J = 8.8 Hz, 1H), 6.77
(t,J=6.2 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 (d, T = 17.6
Hz, 1H), 4.41 — 4.32 (m, 4H), 3.50 — 3.39 (m, 1H), 3.05 — 2.86 (m,
3H), 2.66 — 2.56 (m, 1H), 2.49 — 2.34 (m, 1H), 2.17 (dd, J = 13.2, 3.8
Hz, 2H), 2.10 — 1.96 (m, 1H), 1.67 — 1.52 (m, 2H) -

1-(ALEE -2-H) IR -4
Wz

36

S

15 | GRIph - 2- ) MR -2, 6- — i
L

o]
N o
N

3-(1-fIEEE-5-(((1-(TEIE-3-
) IIRIGE-4- 55 ) B ) 72

434.1

1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 9.00 (s, 2H), 8.45
(d,J=2.9 Hz, 1H), 8.15 (d, J = 5.1 Hz, 1H), 7.91 — 7.77 (m, 2H),
7.75 (s, 1H), 7.65 (dd, J = 10.6, 6.3 Hz, 2H), 5.14 (dd, J = 13.3, 5.1
Hz, 1H), 4.51 (d, J = 17.6 Hz, 1H), 4.42 — 433 (m, 3H), 4.02 (d, J =
13.1 Hz, 2H), 3.00 — 2.86 (m, 3H), 2.66 — 2.57 (m, 1H), 2.47 — 2.34
(m, 1H), 2.22 — 2.14 (m, 2H), 2.06 — 2.01 (m, 1H), 1.72 — 1.59 (m,
2H) -

(L -3 U -4-
bz

37

S

15 [ AR- 2- ) R E -2,6- i
0]
H N o]
ON\/Q:/f ﬁ
|

3-(1-RIH-5-(((1-(THEE-4-
R4 5 e ) )
W3- 2R 2.6~

431.1

1H NMR (400 MHz, DMSO-d6) & 13.50 (s, 1H), 11.01 (s, 1H), 9.13
(s, 2H), 8.29 (d, J = 7.0 Hz, 2H), 7.87 — 7.72 (m, 2H), 7.66 (d, J =
7.9 Hz, 1H), 7.26 (d, J = 7.1 Hz, 2H), 5.14 (dd, J = 13.3, 5.1 Hz,
1H), 4.50 (d, ] = 17.6 Hz, 1H), 4.42 — 4.29 (m, 4H), 3.22 (t, ] = 12.9
Hz, 2H), 3.00 — 2.86 (m, 1H), 2.66 — 2.57 (m, 1H), 2.47 — 2.34 (m,
1H), 2.25 (dd, J = 13.1, 4.2 Hz, 3H), 2.12 — 1.97 (m, 1H), 1.68 —
1.53 (m, 2H) -

13- )R 4-
e — BAR

38

N
X :

OH
3-(5-((((15,28)-2- 7R CA)
W B ) B AR ) - 1 - 8 AL S U

IHR-2-E5) UIRIE -2,6- i

372.1

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.98 (s, 1H), 8.75
(s, 1H), 7.82 (d, J =7.8 Hz, 1H), 7.76 (s, 1H), 7.68 (d, J = 7.9 Hz,
1H), 5.51 (s, 1H), 5.14 (dd, J =13.3, 5.1 Hz, 1H), 4.44 (dd, J = 36.5,
8.2 Hz, 1H), 4.35(d,J =6.9 Hz, 3H), 3.48 (d,J =11.4 Hz, 1H), 2.93
(ddd, J =18.1, 13.6, 5.4 Hz, 1H), 2.69 (s, 1H), 2.66 — 2.57 (m, 1H),
247 —-2.35 (m, 1H), 2.15 (d, T =12.1 Hz, 1H), 2.02 (tt, ] = 6.5, 4.0
Hz, 1H), 1.91 (s, 1H), 1.69 (d,J = 11.3 Hz, 1H), 1.63 (d, J = 6.6 Hz,
1H), 1.34 (q,J =11.6 Hz, 1H), 1.20 (q, J = 10.3, 9.9 Hz, 3H) -

(18.28)-2-fgE3r CIZ

(C252375PA docx
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1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.72 (s, 1H), 8.46
(s, 1H), 7.82 (d,J =7.8 Hz, 1H), 7.73 (s, 1H), 7.64 (d, J = 7.9 Hz,

1H), 5.14 (dd, J =13.3, 5.1 Hz, 1H), 4.50 (dd,J =17.7, 2.8 Hz, 1H),
4.36 (qd, J =18.3, 8.7 Hz, 3H), 3.82 (dd, J = 10.9, 8.4 Hz, 1H), 3.57

((1R.29)-2-fgF3r
) HIE

39| 3-G-(((IS.2R)-2-GEHE)ZE | 386.1 | (44, 7= 11.0, 5.2 Hz, 1H), 3.31 (d, J = 8.5 Hz, 1H), 2.93 (ddd, J =
CEOWER)HE)-1-JIEE 18.2, 13.6, 5.4 Hz, 1H), 2.66 — 2.57 (m, 1H), 2.41 (tt, T = 13.1, 6.4
R - 2- L IR I5E-2,6- Hz, 1H), 2.30 (s, 1H), 2.07 — 1.98 (m, 1H), 1.83 (d, J = 11.5 Hz, 1H),
i 1.79 — 1.65 (m, 3H), 1.45 — 1.21 (m, 4H) »
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.95 (d, J = 10.6 (1R2R)-2-fEra i
Hm”%° Hz, 1H), 8.74 (s, 1H), 7.82 (d, ] = 7.8 Hz, 1H), 7.76 (s, 1H), 7.67 (d,
Of J J=7.9 Hz, 1H), 5.51 (s, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.44
oH - (dd, J =36.4, 8.2 Hz, 1H), 4.35 (d, J = 6.6 Hz, 3H), 3.49 (s, 1H),
40 | 3-G((IR2R)-2-EEHEE) | 3721 1593 (gdd, 7= 18.1. 13.6. 5.4 Hz, 1H), 2.69 (s. 1H), 2.66 — 2.58 (m,
W RS ) FH L )- 1 -{HI S8 R 05 1H), 2.40 (td, J = 13.2, 4.5 Hz, 1H), 2.15 (d, J = 12.4 Hz, 1H), 2.03
k-2 E5) IEIE-2,6-—ff (dd, T =9.5, 4.2 Hz, 1H), 1.91 (s, 1H), 1.74 — 1.59 (m, 2H), 1.34 (q, J
=12.4, 11.9 Hz, 1H), 1.20 (g, J = 10.7 Hz, 3H) -
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 9.14 (d, J = 7.2 Hz, | B&8 T Iz
HVO/V«N&O 2H), 7.82 (d, J = 7.8 Hz, 1H), 7.71 (s, 1H), 7.62 (d, J = 7.8 Hz, 1H),
UN NH 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.56 — 4.32 (m, 2H), 4.17 (t, ] = 5.8
41 o 328.1 | Hz, 2H), 3.71 (p, J = 7.3 Hz, 1H), 2.93 (ddd, J = 18.1, 13.6, 5.4 Hz,
3-(5-(GRT B E)HE)-1- 1H), 2.67 — 2.57 (m, 1H), 2.48 — 2.34 (m, 1H), 2.16 (q, T = 10.2, 9.4
{58 AL SRS VIR -2- 2 ) IR IVE - Hz, 4H), 2.07 — 1.96 (m, 1H), 1.78 (dt, J = 20.0, 9.3 Hz, 2H) -
2,6-
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.82 — 8.53 (m, (I])-EEES[2.2.1]FE-2-
HV@dN&o 2H), 7.82 (d, J = 7.8 Hz, 1H), 7.75 (s, 1H), 7.66 (d.J = 7.8 Hz, 1H), |
@ g 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.57 — 4.33 (m, 2H), 4.28 (t, ] = 6.0
Hz, 2H), 3.08 (t, J = 6.2 Hz, 1H), 2.93 (ddd, J = 18.1, 13.6, 5.4 Hz,
42 3-(5-((FP-EER[2.2.1]FF-2-5 | 368.1 | 1H), 2.68 — 2.58 (m, 1H), 2.42 (dd, J = 13.2, 4.5 Hz, 1H), 2.33 (d,J

W B ) B AR ) - 1 - 8 AL S U
IHR-2-E5) UIRIE -2,6- i

=4.2 Hz, 1H), 2.03 (dq, J =10.2,4.5 Hz, 1H), 1.69 (dd, J = 13.9, 8.8
Hz, 2H), 1.62 — 1.39 (m, 3H), 1.25 - 1.06 (m, 4H) -

=N REY)
C252375PA docx % 272 Ei ’ ;t‘ 344 E(”?&‘?%Eﬁ%%)
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43(a)
3-(5-((((1S,2S.4R)- 32
[2.2.1]5&-2-F0) k) FH L) -1-
(AT R 0G| R -2- ) IR -
2.6-

43(b)
3-(5-(((IR.2R 4S)- 38
[2.2.1]5&-2-F0) k) FH L) -1-
(AT R 0G| R -2- ) IR -
2.6-

43

3-(1-HIEE-5-((((S)-1.2,3.4-

PO Z5-1- 2 e k) FH D)
15 | GRIph - 2- ) MR -2, 6- — i

404.1

1H NMR (400 MHz, DMSO-d6) § 11.00 (s, 1H), 9.15 (s, 1H), 9.08
(s, 1H), 7.82 (d, T = 7.8 Hz, 1H), 7.77 (s, 1H), 7.68 (d, J = 7.9 Hz,
1H), 7.50 (d, J = 7.6 Hz, 1H), 7.38 — 7.20 (m, 3H), 5.14 (dd, J =
13.3,5.1 Hz, 1H), 4.55 — 4.45 (m, 2H), 4.41 — 4.32 (m, 2H), 3.00 —
2.70 (m, 3H), 2.66 — 2.57 (m, 1H), 2.46 — 2.34 (m, 1H), 2.28 — 2.19
(m, 1H), 2.12 — 1.93 (m, 4H), 1.83 — 1.67 (m, 1H) ©

(S)-1,2,3,4-I0
i3

Pt
=l 7r<'1'

(C252375PA docx

111149135

FEHESE A0202
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BF7 g2 -

.
NH, 0
1) NaCNBH;, ACOH, DCM HJO:I(/N 5
Ox, NAg;NB:O 2) TFA, DMEDA @\/\/N NH
cl

\ DCM 4

T 44

[0388]  3-(5-(((2-chlorophenethyl)fzEk) B E)-1-(Hll 8 B S5 | LRI 2-55)
UKE-2,6-—W (EPN44) o HKFI-2 (100 mg, 0.248 mmol) ~ 2-(2-FFHE) LI
(0.106 mL, 0.497 mmol) - S EHF(LEH(46.8 mg, 0.745 mmol) ~ K L [5(0.0426
mL, 0.745 mmol Y _ ZH (S mL)Fi#RH+4 h - FEESYIENE « B4 ~ I
ASIITFA (1 mL) - HREESYIRH 107788 < KR SVIRME U IRIZERTFA ~ /5
R —EH (S mL)T AR ON, N - B A 2 T (S0 mL) fe = Z[E(0.5 mL) H i
FERRI - RERSP)HRIE N #ETRP-HPLC - W E i {n /<2 Mz LA E E TFARR

UL FEREEY) (BH44) - ES/MS: 439.1 (M+HY) - 'H NMR (400 MHz,

DMSO-d6) 6 11.01 (s, 1H), 9.01 (s, 2H), 7.83 (d, J = 7.7 Hz, 1H), 7.72 (s, 1H), 7.64
(d,J=7.9 Hz, 1H), 7.43 - 7.30 (m, 4H), 7.30 — 7.17 (m, 1H), 5.14 (dd, J = 13.3, 5.1

Hz, 1H), 4.57 — 4.34 (m, 2H), 4.32 (t, ] = 5.5 Hz, 2H), 3.23 (s, 2H), 3.05 — 2.88 (m,
3H), 2.67 — 2.58 (m, 1H), 2.47 —2.33 (m, 1H), 2.12 - 1.94 (m, 1H) -

[0389] TRIEHUAMEHRFTHATM . —RoREBIE - BRI TER6
H o B TRIFELUNER > (FRERRT AT — SR ERERE AR > B
EE6 Bt —rbstoE TRFET & F « REEEIHEEE | -

C252375PA.docx % 274 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0
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Z=6.
¢l &g ESMS TH-NMR BF 78R
) m/z A EBIREEA R
o 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 7.87 — | (3R,5S)-1-FEE-5-FIRIE-
H@Nﬁo 7.78 (m, 2H), 7.71 (s, 1H), 7.62 (d, J = 7.6 Hz, 1H), 3.
@@ g 7.49 (ddd, T =17.0, 11.2, 6.9 Hz, 2H), 7.37 (d, T = 6.5
Hz, 3H), 7.33 — 7.28 (m, 1H), 5.13 (dd, J = 13.3, 5.1
F Hz, 1H), 4.85 (1, J = 8.5, 4.0 Hz, 1H), 4.72 (dd, J = 8.1,
4 3-(5-(((BR.S5S)-1-EE-5-IRNE- | 4051 | 44 Hz, 1H). 4.48 (d.T = 17.6 Hz, 1H), 4.40 — 4.27 (m,
3- L) irEL ) FH B )- 1 -fHI] 45 L B2 |1 3H), 3.31 (p, ] = 4.8, 4.4 Hz, 2H), 3.00 — 2.78 (m, 3H),
k-2 L) IR -2,6- 271 (q,J=11.9, 10.7 Hz, 1H), 2.65 — 2.56 (m, 1H),
2.46 —2.37 (m, 2H), 2.02 (dt, J = 11.7, 5.4 Hz, 1H),
1.85 (dtt, J =20.2, 12.5, 7.0 Hz, 1H) ©
o] 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.86 | (15,2R)-2- HELIE
H\/@dN o (s, 1H), 8.66 (s, 1H), 7.82 (d, T = 7.8 Hz, IH), 7.77 (s, | fipEa
N {N?T 1H), 7.67 (dd, T=7.8, 1.4 Hz, 1H), 5.14 (dd, J = 13.3,
O d 5.1 Hz, 1H), 4.50 (d,J = 17.5 Hz, 1H), 4.37(d,J=17.5
Hz, 1H), 4.30 (dq, T = 12.5, 8.2, 6.1 Hz, 2H), 3.17 (dq, J
16 3-(5-((((1S,2R)-2- HHELFB = 2D fir 3701 |= 10.0, 5.0 Hz, 1H), 2.93 (ddd, J = 17.3, 13.6, 5.4 Hz,
L) FH L) 1-{HI &5 5k B na U -2 - : 1H), 2.62 (ddd, T = 17.5, 4.4, 2.0 Hz, 1H), 2.48 — 2.35
) IRTE-2.6- [ (m, 1H), 2.31 (tp, J = 7.9, 3.7 Hz, 1H), 2.03 (ddq, T =
10.4,5.3,3.2,2.7 Hz, 1H), 1.90 — 1.81 (m, 1H), 1.75 (d,
J=13.1 Hz, 1H), 1.62 — 1.43 (m, 3H), 1.38 (tt, J = 8.0,
3.4 Hz, 2H), 1.23 (dddd, J = 17.9, 14.6, 9.7, 5.0 Hz,
1H), 0.99 (d, J = 7.0 Hz, 3H) -
C252375PA.docx % 275 Ei ’ ;t‘ 344 E(’ég‘?%%ﬁ%%)
111149135 FREIRSE A0202 1123161888-0
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1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.82
(q.J=6.1,54Hz, 2H), 7.82(d, J =7.8 Hz, 1H), 7.73
(s, 1H), 7.64 (dd, J =7.8, 1.4 Hz, 1H), 5.14 (dd, J =
13.3,5.1 Hz, 1H), 4.50 (d, J =17.6 Hz, 1H), 4.37 (d. J
=17.6 Hz, 1H), 4.31 (t, J=6.2 Hz, 2H), 3.01 (td, J =

B

-4 AR R B B

4.32 (m, 2H), 428 (ddd, J = 14.2, 8.2, 4.4 Hz, 2H), 3.04
(s, 2H), 2.93 (ddd, J = 18.0, 13.6, 5.4 Hz, 1H), 2.60 (dd,
J=14.2,73 Hz, 2H), 2.46 — 2.30 (m, 1H), 2.13 (s, 1H),
2.09 — 1.98 (m, 2H), 1.80 (d, J = 7.5 Hz, 1H), 1.64 (d, J
=11.9 Hz, 2H), 1.27 (q, J = 11.3, 9.6 Hz, 2H), 1.03 (q.
J=11.9 Hz, 1H), 0.90 (d, J = 11.5 Hz, 1H) -

47 3-(5-((14-F)-4-HEBEEONE | 3701 | 12.3, 11.6, 5.9 Hz, 1H), 2.97 — 2.84 (m, 1H), 2.61 (dt, J
L) D) 1 {H45, L S -2 - =17.5, 3.1 Hz, 1H), 2.42 (qd. J = 13.3, 4.6 Hz, 1 H),
) IRIE-2.6-— 2.15 - 2.07 (m, 2H), 2.03 (ddq, J = 10.5, 5.5, 3.2, 2.7
Hz, 1H), 1.79 — 1.71 (m, 2H), 1.36 (qt, J = 10.5, 5.0 Hz,
3H), 0.95 (qd, J = 13.5, 3.2 Hz, 2H), 0.87 (d, ] = 6.5
Hz, 3H) -
110 o 4483 | 1H NMR (400 MHz, DMSO-d6) 5 11.01 (s, 1H), 8.96 | (1S,3R)-3-3E&EELFE T -1-
H\/@;QN o (s, 2H), 7.83 (d, J = 7.8 Hz, 2H), 7.74 (s, 1H), 7.65 (dd, | pr =47 ke (HE% 1)
N N J=7.8,14Hz, 1H),7.29 (ddd, J = 8.7, 7.3, 2.6 Hz,
O 4 2H), 7.00 — 6.89 (m, 3H), 5.14 (dd, J = 13.3, 5.1 Hz,
- 1H), 4.54 — 4.26 (m, 4H), 3.27 (s, 1H), 2.93 (ddd, J =
s 17.2, 13.6, 5.4 Hz, 1H), 2.67 — 2.53 (m, 1H), 2.47 —
@ 2.28 (m, 1H), 2.18 — 1.96 (m, 4H), 1.94 — 1.76 (m, 2H),
1.51 —1.13 (m, 3H) °
3-(1-{HEEE-5-((((1S,3R)-3-K 5,
EIR TR MBS B L) S 05 | U Ip-
2-EOIRIE-2,6-
115 o 4463 | 1H NMR (400 MHz, DMSO-d6) 5 11.01 (s, 1H), 8.74 | (IR,3R)-3-4EELFE - 1-H%
(d,J=27.6 Hz,2H),7.80 (d, T = 7.8 Hz, 1H), 7.68 (s, | =47 fsE
§ N&‘) 1H), 7.64 —7.57 (m, 1H), 7.29 (t, ] = 7.4 Hz, 2H), 7.24
N ~7.13 (m, 3H), 5.13 (dd, J = 13.3, 5.1 Hz, 1H), 4.54 —

(C252375PA docx

111149135

FEHESE A0202
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3-(5-(((1R,3R)-3-FEEE 5L iz
) AR)- 1R 55 B 5205 LIk - 2-
H)IRIE-2,6- _Fd

3-(5-(((AR,38)-3-FHEE AR
FOMEEL) FHER)- 1 S8 AL 505Uy
IHR-2-E5) UIRIE -2,6-

4.55(dd,J=17.0,7.1 Hz, 2H), 4.43 (s, 2H), 3.72 —
3.55 (m, 1H), 3.46 (tt, ] = 12.0, 4.2 Hz, 1H), 3.03 — 2.86
(m, 1H), 2.81 (ddd, J = 17.6, 4.7, 2.4 Hz, 1H), 2.53 (qd,
J=132,4.6 Hz, 1H), 2.35 (t, ] = 12.8 Hz, 2H), 2.21
(did, T=12.9, 5.3, 2.5 Hz, 1H), 2.14 — 1.96 (m, 2H),
1.72 (dq, J =26.4,13.9, 13.0 Hz, 2H), 1.55 — 1.27 (m,
2H).;"&nbsp; 1H NMR (400 MHz, HH fig-d4) § 7.93 —
7.84 (m, 1H), 7.69 (s, 1H), 7.64 (d, J =7.9 Hz, 1H),
7.46 —7.20 (m, 4H), 5.20 (dd, J = 13.3, 5.2 Hz, 1H),
4.66 —4.50 (m, 2H), 4.47 (d, ] = 6.5 Hz, 1H), 4.43 —
4.28 (m, 2H), 3.22 — 3.07 (m, 2H), 2.94 (ddd, J = 18.3,
13.5,5.4 Hz, 1H), 2.81 (ddd, J = 17.7, 4.7, 2.5 Hz, 1H),
2.53(qd,J=13.2,4.6 Hz, 1H), 2.41 (d, ] = 12.2 Hz,
1H), 2.32 — 2.14 (m, 1H), 2.03 — 1.86 (m, 1H), 1.77 (dd,
J=102,6.0Hz, 1H), 1.50 (d, J = 13.2 Hz, 1H), 1.43 —

116 0 446.3 | 1HNMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.75 | (18,38)-3- &2 - 1-J
(d,J=28.8 Hz, 2H),7.80 (d, J=7.8 Hz, 1H), 7.69 (s, | =@ 7 ks
Ry N&O 1H), 7.60 (dd, I =7.9, 1.4 Hz, 1H), 7.29 (t, ] = 7.4 Hz,
O‘ g OH). 7.23 —7.13 (m, 3H), 5.13 (dd. J = 13.3. 5.1 Hz.
' 1H), 4.55 — 4.19 (m, 4H), 3.04 (s, 1H), 2.93 (ddd, J =
: 17.2, 13.6, 5.4 Hz, 1H), 2.60 (dd, J = 13.6, 6.5 Hz, 2H),
\© 2.43 (ddd. T = 22.0. 12.0, 7.8 Hz, 2H), 2.13 (s, 1H).
2.02 (ddd, J =7.0, 5.2, 2.2 Hz, 2H), 1.80 (d, J = 7.7 Hz,
3-(5-((((18,38)-3-FEL I8 20 7 1H), 1.64 (d,J =11.8 Hz, 2H), 1.25 (t, J = 10.1 Hz,
;_—%)$%)‘1‘1EU%%§3D§IH%U$$‘2‘ ZH), 1.03 (q, J=119 HZ, IH), 0.90 (d, J=12.0 HZ,
) IRYE-2.6- e
129 o 460.1 | 1H NMR (400 MHz, Eifig-d4) § 8.10 — 7.97 (m, 2H), ((1S,3R)-3-fELrat
Hm'“ {%0 7.92 (d,J=7.8 Hz, 1H), 7.75 (s, 1H), 7.71 (s, 2H), 7.61 | E)(GEE)EHER (82 1)
N N — 747 (m, 2H), 5.19 (ddd, J = 14.4, 9.3, 5.2 Hz, 1H),

(C252375PA docx

111149135
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1.19 (m, 3H), 1.19 - 1.01 (m, 1H)."; 1H NMR (400
MHz, Hii#-d4) 5 7.88 (d, J = 7.9 Hz, 1H), 7.67 (d, J =
19.6 Hz, 1H), 7.59 (d, J =7.9 Hz, 1H), 7.45 — 7.21 (m,
5H), 5.19 (dd, J =13.3, 5.2 Hz, 1H), 4.63 — 4.42 (m,
3H), 4.42 - 4.18 (m, 2H), 3.06 — 2.84 (m, 1H), 2.84 —
2.74 (m, 1H), 2.59 — 2.41 (m, 1H), 2.32 - 2.10 (m, OH),
1.97 (dd, J =26.5, 11.9 Hz, 3H), 1.80 (s, 1H), 1.49 —
0.97 (m, 4H) -

135

O

o)

HO"

3-(5-((((IR38)-3-((R)-FEECFE)
HHEDER C AR H ED)- 1- (5
B BAIG | WRIpR-2- ) IR 1 -2,6-

462.1

1H NMR (400 MHz, H[iZ-d4) & 8.10 — 7.97 (m, 2H),
7.92 (d, T =7.8 Hz, 1H), 7.75 (s, 1H), 7.71 (s, 2H), 7.61
—7.47 (m, 2H), 5.19 (ddd, J = 14.4, 9.3, 5.2 Hz, 1H),
4.55(dd, T =17.0, 7.1 Hz, 2H), 4.43 (s, 2H), 3.72 —
3.55 (m, 1H), 3.46 (tt, J = 12.0, 4.2 Hz, 1H), 3.03 — 2.86
(m, 1H), 2.81 (ddd, J = 17.6, 4.7, 2.4 Hz, 1H), 2.53 (qd,
J=132,4.6 Hz, 1H), 2.35 (t, ] = 12.8 Hz, 2H), 2.21
(did, T=12.9, 5.3, 2.5 Hz, 1H), 2.14 — 1.96 (m, 2H),
1.72 (dq, J =26.4,13.9, 13.0 Hz, 2H), 1.55 — 1.27 (m,
2H).;"&nbsp; 1H NMR (400 MHz, FHig-d4) § 7.93 —
7.84 (m, 1H), 7.69 (s, 1H), 7.64 (d, T = 7.9 Hz, 1H),
7.46 —7.20 (m, 4H), 5.20 (dd, J = 13.3, 5.2 Hz, 1H),
4.66 —4.50 (m, 2H), 4.47 (d, J = 6.5 Hz, 1H), 4.43 —
4.28 (m, 2H), 3.22 — 3.07 (m, 2H), 2.94 (ddd, J = 18.3,
13.5, 5.4 Hz, 1H), 2.81 (ddd, J = 17.7, 4.7, 2.5 Hz, 1H),
2.53(qd,J=13.2,4.6 Hz, 1H), 2.41 (d, ] = 12.2 Hz,
1H), 2.32 — 2.14 (m, 1H), 2.03 — 1.86 (m, 1H), 1.77 (dd,
J=102,6.0Hz, 1H), 1.50 (d,J = 13.2 Hz, 1H), 1.43 —
1.19 (m, 3H), 1.19 — 1.01 (m, 1H)."; 1H NMR (400
MHz, HiZ-d4) § 7.88 (d, T = 7.9 Hz, 1H), 7.67 (d, J =
19.6 Hz, 1H), 7.59 (d, J = 7.9 Hz, 1H), 7.45 - 7.21 (m,
5H), 5.19 (dd, J = 13.3, 5.2 Hz, 1H), 4.63 — 4.42 (m,
3H), 4.42 — 4.18 (m, 2H), 3.06 — 2.84 (m, 1H), 2.84 —
2.74 (m, 1H), 2.59 — 2.41 (m, 1H), 2.32 — 2.10 (m, OH),

((1S.3R)-3-fgFR T
E)CEE)HEE (P8R 1)

(C252375PA docx

111149135
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1.97 (dd, J =26.5, 11.9 Hz, 3H), 1.80 (s, 1H), 1.49 —
0.97 (m, 4H) -

136

HO

H
N

o)

o}

3-(5-((((1R,38)-3-((S)-FEECFE)
HHEDER C AR H ED)- 1- (5
B BAIG | WRIpR-2- ) IR 1 -2,6-

462.2

1H NMR (400 MHz, HH[iZ-d4) § 8.10 — 7.97 (m, 2H),
7.92 (d,J=7.8 Hz, 1H), 7.75 (s, 1H), 7.71 (s, 2H), 7.61
—7.47 (m, 2H), 5.19 (ddd, ] = 14.4, 9.3, 5.2 Hz, 1H),
4.55(dd,J=17.0,7.1 Hz, 2H), 4.43 (s, 2H), 3.72 —
3.55 (m, 1H), 3.46 (tt, ] = 12.0, 4.2 Hz, 1H), 3.03 — 2.86
(m, 1H), 2.81 (ddd, J = 17.6, 4.7, 2.4 Hz, 1H), 2.53 (qd,
J=132,4.6 Hz, 1H), 2.35 (t, ] = 12.8 Hz, 2H), 2.21
(did, T=12.9, 5.3, 2.5 Hz, 1H), 2.14 — 1.96 (m, 2H),
1.72 (dq, J =26.4,13.9, 13.0 Hz, 2H), 1.55 — 1.27 (m,
2H).;"&nbsp; 1H NMR (400 MHz, FHig-d4) § 7.93 —
7.84 (m, 1H), 7.69 (s, 1H), 7.64 (d, J =7.9 Hz, 1H),
7.46 —7.20 (m, 4H), 5.20 (dd, J = 13.3, 5.2 Hz, 1H),
4.66 —4.50 (m, 2H), 4.47 (d, ] = 6.5 Hz, 1H), 4.43 —
4.28 (m, 2H), 3.22 — 3.07 (m, 2H), 2.94 (ddd, J = 18.3,
13.5,5.4 Hz, 1H), 2.81 (ddd, J = 17.7, 4.7, 2.5 Hz, 1H),
2.53(qd,J=13.2,4.6 Hz, 1H), 2.41 (d, ] = 12.2 Hz,
1H), 2.32 — 2.14 (m, 1H), 2.03 — 1.86 (m, 1H), 1.77 (dd,
J=102,6.0Hz, 1H), 1.50 (d, J = 13.2 Hz, 1H), 1.43 —
1.19 (m, 3H), 1.19 — 1.01 (m, 1H)."; 1H NMR (400
MHz, H[iZ-d4) § 7.88 (d, ] =7.9 Hz, 1H), 7.67 (d, ] =
19.6 Hz, 1H), 7.59 (d, J = 7.9 Hz, 1H), 7.45 — 7.21 (m,
5H), 5.19 (dd, J = 13.3, 5.2 Hz, 1H), 4.63 — 4.42 (m,
3H), 4.42 — 4.18 (m, 2H), 3.06 — 2.84 (m, 1H), 2.84 —
2.74 (m, 1H), 2.59 — 2.41 (m, 1H), 2.32 — 2.10 (m, OH),
1.97 (dd, T = 26.5, 11.9 Hz, 3H), 1.80 (s, 1H), 1.49 —
0.97 (m, 4H) -

((1S.3R)-3-fgFR T
E)CEE)HEE (P8R 1)

(C252375PA docx
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137 0 480.3 | IHNMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.79 | (IR,3R)-3-(2-F 5088
(d, ] =46.1 Hz, 2H),7.80 (d,J = 7.8 Hz, 1H), 7.69 (s, | O-1-}%
§ N%;%O 1H), 7.63 —7.58 (m, 1H), 7.43 (dd, J =7.5, 1.5 Hz, 1H),
g™ 7.28 (ddd, J = 16.5,7.1,2.3 Hz, 3H), 5.13 (dd, J = 13.3,

Cl

3-(5-((((IR,3R)-3-(2-FF )R T
FOMEEL) FHER)- 1 S8 AL 505Uy
IHR-2-E5) UIRIE -2,6-

5.1 Hz, 1H), 4.53 — 4.17 (m, 4H), 3.05 (s, 1H), 2.93
(ddd, J = 17.3, 13.6, 5.4 Hz, 1H), 2.77 — 2.56 (m, 4H),
2.47 —2.33 (m, 1H), 2.13 (s, 1H), 2.07 — 1.96 (m, 2H),
1.81 (d, J = 10.9 Hz, 1H), 1.63 (d, J = 13.7 Hz, 1H),
1.27 (q, J = 10.8, 10.3 Hz, 2H), 1.12 (q. J = 12.0 Hz,
1H), 0.98 (q, J =12.1, 11.1 Hz, 1H) -

(C252375PA docx
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B8 HEH48 -

d Na(OAc);BH, Et;N
HCl DMF, 40 °C .

0 0
OO L OO
H,N 4§;N\H: > Q/N NH
N 0

B H48

[0390]  3-(5-((1- ZEEWKNE-4-F5) R ) BR &) - 1-fRll S B S5 | WRIM - 2- B Ik
E-2,6-—H 9 (EHI48) o 1/ A3-(5-(BH £)-1-{H S AL 205 LRk-2- 2 Ik
WE-2,6- _RESEEES (100 mg, 0.323 mmol) ~ 1- L FIKLE-4-fiF(43.1 mg, 0.339
mmol) ~ = ZFE SRS (L7205 mg, 0.969 mmol) ~ DMF (1.00 mL) ~ K = 7.}
(0.180 mL, 1.29 mmol) « #FT{FARNNELE40°CUDEA3 h o fEHEFFHE 212 - &
ROV R FRYE - FIRERYARE S DMSOH HEEHRP-HPLC (JFF2iE : 0
£100% MeCN/ZKEEE - H7H0.1% TFA ) E#4L - LENE =/ LBREP
CEY) (BEP48) o ES/MS: 385.2 (M+H*) - 'TH NMR (400 MHz, DMSO-d6) &
11.01 (s, 1H), 9.67 (s, 1H), 9.35 (s, 2H), 7.83 (d, I = 7.8 Hz, 1H), 7.76 (s, 1H), 7.67
(d,T=7.9 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 (d, J = 17.6 Hz, 1H), 4.43 —
4.31 (m, 3H), 3.60 (d, J = 12.3 Hz, 2H), 3.32 (s, 1H), 3.08 (dt, I = 10.6, 5.4 Hz, 2H),
3.02 — 2.86 (m, 3H), 2.68 — 2.57 (m, 1H), 2.43 (dd, J = 13.2, 4.5 Hz, 1H), 2.34 (d, ] =

13.3 Hz, 2H), 2.02 (tt, ] = 6.6, 4.0 Hz, 1H), 1.89 — 1.76 (m, 2H), 1.21 (t, J = 7.2 Hz,

3H) -
BF9 ' -
C252375PA.docx % 281 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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(cis)

NH
NG °
N 0 OH HJ@ij 0
%
O§./©f {NBH: N N
d Na(OAC);BH, AcOH g
MeOH OH

BHH49

B H49 = 49(a) K 49b)FTE S

[0391]  3-(5-(((IF-2-RRER AL Ferk) B AL ) - 1-fH S AL S5 DR - 2- 55 IR BE -
2,6-—F (EHI49) - {r/MEFEIAT-1 (50 mg, 0.184 mmol) ~ IF-2-FFEIRC-1-
f%(23.3 mg, 0.202 mmol) ~ = ZFgEAMF(EH(117 mg, 0.551 mmol) ~ MeOH
(0.500 mL) ~ Kz Z[£(0.0105 mL, 0.184 mmol) - FEFTEAIRAEZ0M FEFE4 h > 3
ENNEEA0C A0 h o LIS 218 - FOR G YT EZE RS - KiIReRY)
R DMSOH HAEHRP-HPLC (R - 022100% MeCN/IKEE - HAH0.1%
TFA) E#H4L > LEHE=ZRLBEETX 2 EY) (BH49) - ES/MS: 372.1

(M+H*) - '"H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.80 (s, 1H), 8.66 (d, J =

9.7Hz, 1H), 7.81 (d, I =7.7 Hz, 1H), 7.74 (s, 1H), 7.65 (d, J =7.9 Hz, 1H), 5.37 (s,
1H), 5.14 (dd, J=13.3,5.1 Hz, 1H), 4.50 (d, J = 17.6 Hz, 1H), 4.36 (d, J = 17.5 Hz,
1H), 4.28 (d,J = 6.7 Hz, 2H), 4.12 (s, 1H), 3.05 (s, 1H), 2.93 (ddd, J = 18.0, 13.5,

5.4 Hz, 1H), 2.68 — 2.54 (m, 1H), 2.40 (td, J = 13.1, 4.4 Hz, 1H), 2.02 (dd, J = 12.2,

€252375PA. docx % 282 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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6.6 Hz, 1H), 1.83 — 1.73 (m, 2H), 1.74 — 1.62 (m, 2H), 1.52 (t, J = 12.5 Hz, 1H), 1.44
(d, T =13.7 Hz, 1H), 1.35 (d, J = 14.0 Hz, 1H), 1.23 (dd, ] = 14.7, 10.5 Hz, 1H) - &

BlAdR AR EY) + BBI49() © 3-(5-((1R,2R)-2-FIR O ) HH ) - 1- (1
S A RIS IR UAR-2- B DRIE-2,6- i K B BI49(b) * 3-(5-((((1S,28)-2- ¥R A M
BL) R R )- 1 S B 05 | DR IR-2- 86 IR E -2,6- )

[0392]  NHIEBIAEARFIT AT L —ARE B - BERIY TERT
e B TRELITNED - BRI, — ARy EAE LA R B
TERT 2 e — et " BP9 BT | AEEEIREAR

C252375PA docx % 283 E ’ ;t‘ 344 E(’é&‘?%%ﬁ%%)
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%=7.
BFIZEE:
B G PSS HNMR 7 \
z R ERHI LB
o 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.78 (s, 2H), 3 SEETE T
HV@N&O 7.84 (d,J =7.9 Hz, 1H), 7.79 (s, 1H), 7.70 (d, J = 7.9 Hz, 1H),
g 7.33 (t,J = 7.5 Hz, 2H), 7.26 (d, T = 7.6 Hz, 2H), 7.21 (t, T = 7.2
Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.51 (d,J = 17.7 Hz,
50 4321 1H), 4.42 — 4.33 (m, 3H), 3.03 (s, 1H), 2.93 (ddd, J = 17.9, 13.5,
5.3 Hz, 1H), 2.69 —2.57 (m, 1H), 2.42 (dd, J = 13.3, 4.6 Hz, 1H),
3-(1-fHIE EL-5-(((3-FE£L 2.05 (s, 3H), 1.91 (s, 1H), 1.83 — 1.53 (m, 5H) °
BB R e L) FH AL ) g
IR IHR-2- 6 IR 12,6 —
Fi
(252375PA.docx % 284 Ei ’ ;t‘ 344 E(éﬁ%%gﬁﬁg)
111149135 FRELRSE A0202 1123161888-0




1858469

BF10 - BHI51 -

0 ol
DMF
N 0 H N 0
Cl NH Ho >N NH
: 0

0

-3 B 5151

[0393]  3-[5-[[[(AR)-2-5RE:-1-FHEL- Z B e B | FR A 1-1-fll S8 B - 05 Rk
2-FIREE-2,6-—H (BHI51) - $1-3 (20.0 mg, 0.0683 mmol) B (2R)-2-FEE -
1-f5(10.3 mg, 0.137 mmol)/&f#&EXDMF (1.5 mL)9 - i REEEYIINIEES50°C 724
h o BERGYEE N TRP-HPLC - K E i (7% Ae e LA E 2 TFARE 2 DL
iEREREY) (BHI51) - ES/MS: 332.1 (M+H*) - 'H NMR (400 MHz, DMSO-d6)
5 11.01 (s, 1H), 9.00 — 8.67 (m, 2H), 7.82 (d, J = 7.8 Hz, 1H), 7.75 (s, 1H), 7.67 (d, J
=7.9 Hz, 1H), 5.41 (s, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.59 — 4.34 (m, 2H),
4.32(d,J = 6.2 Hz, 2H), 3.67 (dd, J = 11.8, 4.2 Hz, 1H), 3.54 (d, J = 5.7 Hz, 1H),
3.21(q, J = 5.9 Hz, 1H), 2.93 (ddd, J = 18.0, 13.6, 5.4 Hz, 1H), 2.70 — 2.52 (m, 1H),

2.41 (tt, I =13.2, 6.6 Hz, 1H), 2.02 (ddd, J = 12.0, 6.2, 3.9 Hz, 1H), 1.25 (d, J = 6.6
Hz, 3H) -

[0394]  NHIEBIAEFARFLOF AT — IR R - HERI TR
8 o By TEUBLLTED] - (ERBRERF10T il 2 — A FIEVEEI AR -
HAERS Z it — et " P10 B & - ARBEIEAM R, -

252375PA.docx % 285 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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%=<8.

-yl

ES/MS
m/z

'H-NMR

2R 10 28 -
NG e

52

O
i o
HO

3-(5-((((S)-2-FE- 1R E LH)
M ) B ) - 1- Bl 45 A B2 05 LR -
2-F)IRIE-2.6-_fH

394.1

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 9.50
(s, 2H), 7.78 (d, I =7.8 Hz, 1H), 7.61 (s, 1H), 7.57 —
7.40 (m, 7H), 5.66 (s, 1H), 5.13 (dd, J =13.3, 5.1 Hz,
1H), 4.47 (dd,J=17.7, 2.8 Hz, 1H), 4.36 (d,J =5.5
Hz, 1H), 4.34 — 4.26 (m, 1H), 4.26 — 4.06 (m, 2H), 3.84
(d, J=5.8 Hz, 2H), 2.93 (ddd, J = 18.0, 13.6, 5.4 Hz,
1H), 2.69 — 2.56 (m, 1H), 2.42 (qd, J = 13.4, 4.5 Hz,
1H), 2.02 (dt,J =11.2,5.2 Hz, 1H) »

($)-2-WiFk-2-R L Z-1- 12

53

0O
¥ :
HO

3-(5-((((S)- 1-HEP5-2- 0 B ) FH
E)- 1[5, 5 505 AR -2 )
E-2,6- I

332.0

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.91
(s, 1H), 8.77 (s, 1H), 7.81 (d, J = 7.8 Hz, 1H), 7.76 (s,
1H), 7.67 (d,J =7.9 Hz, 1H), 5.33 (s, 1H), 5.14 (dd, J =
13.3,5.1 Hz, 1H), 4.56 —4.33 (m, 2H), 4.31 (d,J =5.8
Hz, 2H), 3.67 (dd,J =11.8, 4.2 Hz, 1H), 3.52 (dd, J =
11.8,5.5 Hz, 1H), 3.21 (q. J =5.9 Hz, 1H), 2.92 (ddd, J
=18.3,9.7,4.4 Hz, 1H), 2.81 — 2.71 (m, 1H), 2.70 —
2.57 (m, 1H), 2.42 (qd, J = 13.5, 4.8 Hz, 1H), 2.02 (dq,
J=12.1,5.8,49 Hz, 1H), 1.25 (d,J = 6.6 Hz, 3H) -

($)-2-W L PN-1-2

54

O
/D’N 4§;l\}-|:
HO ©

3-(5-((((1,3-ME)-3-FEAIR T &)
M ) B ) - 1- Bl 45 A B2 05 LR -
2-F)IRIE-2.6-_fH

344.0

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 9.17
(t, J=6.3 Hz, 2H), 7.81 (d,J =7.7 Hz, 1H), 7.71 (s,
1H), 7.62 (d,J =7.8 Hz, 1H), 5.14 (dd, J =13.3, 5.1
Hz, 1H), 4.55 - 4.31 (m, 2H), 4.18 (t, J = 5.8 Hz, 2H),
390 (q,J=7.3Hz, 1H), 3.21 (p, J =7.6 Hz, 1H), 3.06
—2.86 (m, 1H), 2.75 (d, J = 13.0 Hz, 1H), 2.69 — 2.56

(1,3-IF)-3-Pr LB T - 1-Ji2

(C252375PA docx
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(m, 1H), 2.40 (td, J = 13.3, 4.5 Hz, 1H), 2.01 (dud, J =
17.0,12.1,11.2, 8.7 Hz, 3H) -

6]
H N 0
o]

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.89
(s, 2H), 7.82 (d,J=7.8 Hz, 1H), 7.73 (s, 1H), 7.64 (d, J
=7.8 Hz, 1H), 5.14 (dd, J =13.3, 5.1 Hz, 1H), 4.55 —

55 332.0 | 4.33 (m, 2H), 4.30 (t, T = 5.7 Hz, 2H), 3.48 (t, T = 5.9
3-(5-((3- AR E) B HHE)-1- Hz, 2H), 3.08 — 2.85 (m, 3H), 2.61 (dd, J = 17.3, 3.3
(BI85, Bk I3 I - 2- L IR I - Hz, 1H), 2.42 (qd, J = 13.3, 4.6 Hz, 1H), 2.08 — 1.96
2.6- (m, 1H), 1.78 (dq, J = 12.3, 6.4 Hz, 2H) -
o 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 9.04 | (S)-2-fEL-3-FEEp5-1-l2
b@ﬁ o (d, J=43.7 Hz, 2H), 7.84 (d, J = 7.8 Hz, 1H), 7.76 (s,
=N {NBHZ 1H), 7.69 (d, T = 7.9 Hz, 1H), 7.35 (t, ] = 7.4 Hz, 2H),
s6 ©/\LOH © 208.1 7.26 (t, J =9.2 Hz, 3H), 5.47 (s, 1H), 5.15 (dd, J = 13.3,
3_(5_((((8)_1_;%7%_3_%%%_2_ 5.1 HZ, IH), 4.57 - 4.31 (m, 4H), 3.64 (dd, J= 120, 2.9
N L Hz, 1H), 3.18 — 3.08 (m, 1H), 3.02 — 2.82 (m, 2H), 2.70
FEE) A 1-FIE A A L —2.57 (m, 1H), 2.48 — 2.36 (m, 1H), 2.10 — 1.95 (m,
IAR-2- ) IR -2,6- 1H) -
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.99 | (4-HFELNRIE-1-55)(FEEL)
Hm,q{}:o (d, J=7.7 Hz, 2H), 7.84 (d, J = 7.8 Hz, 1H), 7.74 (s, EH
@\W C(“ g 1H), 7.65 (d, J =7.9 Hz, 1H), 7.47 (q, ] = 4.5, 3.3 Hz,
N 3H), 7.38 (p, J = 3.8 Hz, 2H), 5.14 (dd, T = 13.3, 5.1
57 0 461.1 | 4y 1H), 4.60 — 4.26 (m, 4H), 3.48 — 3.33 (m, 1H), 3.12
3-(5-(((1- 7K HA B RE IR VE -4-5S) (s, 1H), 2.93 (ddd, J = 18.1, 13.5, 5.4 Hz, 1H), 2.70 —
Bk ) FF L ) - 1 -{HI] 45, Bk B3 | Ik - 2.57 (m, 1H), 2.47 — 2.33 (m, 1H), 2.27 — 1.95 (m, 3H),
2-EL)IRIE-2,6- 1.53 (s, 2H) °
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.83 | HZ[2.5]3%-6-}%
Hy@;ﬁj&o (s, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.74 (s, 1H), 7.65 (d, J
58 N ) N 380 1 =7.9 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.55 —

T

4.26 (m, 4H), 3.12 (s, 1H), 2.93 (ddd, J =17.9,13.4,5.3
Hz, 1H), 2.68 —2.56 (m, 1H), 2.42 (dd, J = 13.2, 4.6
Hz, 1H), 2.16 — 1.96 (m, 3H), 1.79 — 1.67 (m, 2H), 1.50
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3-(1-HIEE-5-((R[2.5]-6-7
Mz ) B ) S5 | IRIAR-2- 55 IR e
-2,6-__fid

(qd, J =12.2, 3.7 Hz, 2H), 0.98 (d, J = 13.3 Hz, 2H),
0.34 (dd, J = 8.7, 5.7 Hz, 2H), 0.23 (dd, J = 8.7, 5.8 Hz,
2H) -

O

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.75
(s,2H), 7.82 (d,J=7.8 Hz, 1H), 7.72 (s, 1H), 7.63 (d, J
=7.8 Hz, 1H), 5.14 (dd, J =13.3, 5.1 Hz, 1H), 4.55 —
4.24 (m, 4H), 3.06 — 2.86 (m, 2H), 2.68 — 2.56 (m, 1H),

2(3.5]L-7-H7

3-(5-(((1- R B:-2-(F R BRI IE -4-
FOHEEL) FH AR - 1- I S AR g L
IR-2-F5)URIE-2.6- Fd (52t
711)

(m, 2H), 2.67 — 2.58 (m, 1H), 2.58 — 2.53 (m, 1H), 2.42
(qd, J =13.3, 4.6 Hz, 1H), 2.29 (d, J = 13.0 Hz, 1H),
2.03 (ddd, J=9.6, 5.3, 2.7 Hz, 1H), 1.85 (qd, ] = 11.6,
5.5 Hz, 1H) -

59 396.1 1546 -2.32 (m, 1H), 2.07 — 1.91 (m, 3H), 1.89 — 1.76
3-(1-fHI&E E-5-((ME[3.5]) - 7- 5 (m, 4H), 1.70 (dt, J = 15.6, 7.5 Hz, 4H), 1.45 — 1.17 (m,
WS ) BB 5 | LRIpR - 2- B IR IGE 4H) -
-2,6- i
o 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.75 | 2-&418[3.5] - 7-}¢
HVQ/V«N&O (s, 2H), 7.83 (d, J =7.8 Hz, 1H), 7.72 (s, 1H), 7.63 (d. J
N NH =7.8 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.55 —
60 d © 3081 | 414 (m, 8H),3.11 -2.86 (m, 2H), 2.68 — 2.56 (m, 1H),
(ARSI 15 2. 204 @ 116 Ha. 3K, 153 140 (om. 28,
B EHED)- -@La_a&i/;?l DIpR-2- 1.38 — 1.22 (m, 2H) »
FOIRIGE-2,6- —fH
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 9.12 | I-11
HmN o (s, 2H), 7.84 (d, J = 7.8 Hz, 1H), 7.75 (s, 1H), 7.66 (dd,
0 N NH J=179,1.4 Hz, 1H), 741 — 7.31 (m, 2H), 7.32 - 7.21
U 0 (m, 4H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.65 — 4.51
(m, 1H), 4.47 (d, J = 8.9 Hz, 1H), 4.38 (dd, T =21.5, 8.0
61 461.1 | Hz, 4H), 3.67 (s, 2H), 3.39 — 3.14 (m, 2H), 3.01 - 2.85

(C252375PA docx
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0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 9.10 | I-12
b@f“{;% (d,J = 31.6 Hz, 2H), 7.81 (d, J = 7.8 Hz, 1H), 7.70 (s,
o N N 1H), 7.62 (dd, J = 7.9, 1.4 Hz, 1H), 7.41 — 7.32 (m, 2H),
U o 7.32 (s, 2H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.69 (d, J
= 14.9 Hz, 1H), 4.54 — 4.25 (m, 3H), 3.35 (dd, J = 12.4,
02 4611 | 81 Hz, 1H), 3.00 - 2.85 (m, 1H), 2.63 (dd, J = 17.5,
13.9 Hz, 1H), 2.47 — 2.36 (m, 1H), 2.25 (dd, J = 12.8,
3-(5-(((1-E -2 -{HI 48 EL IR -4 5.4 Hz, 1H), 2.10 — 1.88 (m, 1H) -
F RS B ED) - 1R S8 A B9y
IhR-2- B IRIE-2,6- —Fd (5
Y12)
0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.86 | 2-((Ir.4r)-4- B ELIB L £5) 7,
H\/CdN &O (d, J=6.9 Hz, 2H), 7.83 (4, = 7.8 Hz, 1H), 7.73 (s, | &
N NH 1H), 7.64 (dd, J = 7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3,
NC\/O 0 5.1 Hz, 1H), 4.57 — 4.25 (m, 4H), 3.04 (s, 1H), 2.93
S e Il [ R S
LR35 1- B A P 0a A0 2 m B 228 = 212 (m, A, 203 (ddd, T =
= R 10.3,5.3, 3.1, 2.6 Hz, 1H), 1.93 — 1.80 (m, 3H), 1.62
h-5-55) RO IR C A £ (tq, ] = 8.2, 4.4, 3.4 Hz, 1H), 1.40 (qd, J = 12.7, 3.5 Hz,
HE 2H), 1.20 — 1.05 (m, 2H) °
0 1H NMR (400 MHz, DMSO-d6) 8 11.13 (d, J = 2.1 Hz, | (1 H-I3|1j-2-£5) H 57
C@Q”@“&" 1H), 11.01 (s, 1H), 9.45 (s, 2H), 7.83 (d,J = 7.8 Hz,
NN NH 1H), 7.73 (s, 1H), 7.66 (dd, J = 7.8, 1.4 Hz, 1H), 7.57
o (dd, J = 8.0, 1.1 Hz, 1H), 7.42 (dd, J = 8.1, 1.0 Hz, 1H),
64 3-(5-((((1H-g| -2 ) Bl 403.1 | 7.14(ddd, T=8.2,7.0, 1.2 Hz, 1H), 7.03 (ddd, J = 8.0,
L) L )- 1 - (BI85 07 L -2 7.0, 1.0 Hz, 1H), 6.70 — 6.60 (m, 1H), 5.14 (dd, J =
EIRIE-2.6- B 13.3,5.1 Hz, 1H), 4.49 (d, J = 17.6 Hz, 1H), 3.00 — 2.85
(m, 1H), 2.70 — 2.57 (m, 1H), 2.40 (td, J = 13.2, 4.5 Hz,
1H), 2.07 — 1.97 (m, 1H) -
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o 1H NMR (400 MHz, DMSO-d6) 8 11.01 (s, 1H), 8.71 | 4-Borh-1- 538 -1 -
Hv@dN o (s, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.76 (s, 1H), 7.70 —
N NH 7.65 (m, 1H), 7.59 — 7.53 (m, 2H), 7.39 — 7.33 (m, 2H),
© 7.27-7.22 (m, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H),
s @ OH gy | 497 T=254Hz, 1H), 4.4 (dd,J=537, 18.0 Hz,
vt | g 141, 2.93 (ddd, T = 18.0, 13.5, 5.4 Hz, 1H), 2.61 (d, J =
(5- 4 -F 4-
3-0-(((As 4s)-4- 7L E-4- 230 17.0 Hz, 1H), 2.40 (td, J = 13.2, 4.5 Hz, 1H), 2.22 (1, ]
CRMEE) FE - |-HI AT = 11.3 Hz, 2H), 2.16 — 1.96 (m, 1H), 1.90 — 1.78 (m,
RO~ 2-F5) WK g -2,6- i 1H), 1.70 (d, T = 9.7 Hz, 3H), 1.63 — 1.53 (m, 2H) -
(EsY 1-87E)
o 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.87 | 4-f - 1- 538 0 152
b@ﬁ o (s, 2H), 7.84 (d,J = 7.8 Hz, 1H), 7.77 (s, 1H), 7.68 (dd,
N NH J=8.1, 1.2 Hz, 1H), 7.52 — 7.46 (m, 2H), 7.32 (dd, J =
o 8.4,7.0 Hz, 2H), 7.24 — 7.18 (m, 1H), 5.15 (dd, J =
o OH gy | 13351 Hz 1H). 5.00 (s, 1H), 4.45 (dd, J=53.9, 175
s aegn | 0 Ml w8 e -7
e S M B B . B - M B B . . B
CEOHZE HED)- 1- Al A0 1H), 2.08 — 1.88 (m, 5H), 1.87 — 1.65 (m, 4H) -
IRIHR-2- D) K E-2,6-
(Eis¥ 2-E7E)
e 1H NMR (400 MHz, DMSO-d6) 5 11.01 (s, 1H), 8.97 | 2- 5880 -1
Hmh,&o (s, 1H), 7.87 — 7.79 (m, 1H), 7.76 (s, 1H), 7.73 — 7.65
Of“ NH (m, 1H), 7.34 —7.25 (m, 2H), 7.24 — 7.14 (m, 3H), 5.15
© (dd, J =13.3, 5.1 Hz, 1H), 4.45 (ddd, J = 50.7, 17.6, 5.9
Hz, 4H), 3.10 (d, J = 13.8 Hz, 1H), 2.94 (ddd, J = 18.4,
67 446.1 | 13.6,5.6 Hz, 2H), 2.74 — 2.58 (m, 2H), 2.47 — 2.24 (m,
e R 2H), 2.14 (d, J = 11.1 Hz, 1H), 2.08 — 2.00 (m, 1H),
3-(-(((1R,25) Zb*%fﬁaf—;) 1.92 (s, 1H), 1.71 (s, 1H), 1.54 (d, J = 11.5 Hz, 2H),
Hﬁ'%)Eﬁ%)'l'ﬁUﬂ%Eﬁiugl[[?KWF' 1.40 — 0.95 (m, 3H) -
2-F5)IRIE-2,6-
(EsY 1-87E)

(C252375PA docx
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0O

O

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.86
(d,J=69.6 Hz, 2H), 7.85 (d, J =7.9 Hz, 1H), 7.80 (s,
1H), 7.71 (d,J =7.9 Hz, 1H), 7.34 —7.24 (m, 4H), 7.24
—7.15 (m, 1H), 5.15 (dd, J =13.3, 5.1 Hz, 1H), 4.58 —
4.30 (m, 4H), 3.34 (s, 1H), 2.93 (ddd, J =17.8,13.4,5.4
Hz, 1H), 2.65 (dd, J = 26.6, 13.7 Hz, 3H), 2.46 — 2.29

- REERC- 1M

68 446.2 | (1 2H), 2.08 — 1.99 (m, 1H), 1.95 (d, J = 12.3 Hz, 1H),
I 1.82 (d, J= 12.4 Hz, 1H), 1.70 (d, J = 12.5 Hz, 1H),
SCA(UUR2R-2-FRFCE) 153 (s, 110, 131 (0,0 = 12.3 He, 280, 123 (4,1 2 148
W 5 ) BH B )- 1 - R 5 Bk B | R - Hz, 1H) -
2-F)IRIE-2,6- —FR
(EEY) 2-EE )
0 1H NMR (400 MHz, DMSO-d6) 8 11.01 (s, 1H), 8.90 | 3-8 - 1-f
y (d,J = 37.4 Hz, 2H), 7.82 (dd, J = 7.8, 1.7 Hz, 1H),
H Nﬁo 7.72(d, J = 3.4 Hz, 1H), 7.63 (dt, J = 7.8, 2.2 Hz, 1H),
g 7.33-7.25 (m, 2H), 7.19 (ddg, J = 6.6, 3.8, 1.4 Hz,
3H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.54 — 4.32 (m,
60 4300 | 2H),4.25 (1, = 6.0 Hz, 2H), 3.63 (s, 1H), 2.93 (ddd, J

3-(5-(((3-"FALTR A e &)
55)-1-fHI S AL 55| R -2- 25 Ik
I1E-2,6- [

=17.2,13.6, 5.4 Hz, 1H), 2.69 — 2.53 (m, 4H), 2.45 -
2.30 (m, 1H), 2.14 (qd. J = 8.3, 7.8, 4.0 Hz, 1H), 2.07 -
1.96 (m, 1H), 1.81 (ddd, J =13.4, 8.2, 5.4 Hz, 2H), 1.67
(dq.J =164, 8.5 Hz, 2H), 1.50 - 1.10 (m, 1H) -

(C252375PA docx

111149135

FEHESE A0202

55291 B - 3 344 FH(EEHEERAAE)

1123161888-0
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B 870 -

N o)
|\
o) Z o)
NaBHsCN
2 NH AcOH, MeOH i NH
O 50 °C N &

(03951  3-(1-RUISEEE-5-(((5,6,7,8- VU SN -7- %) ik ) FR 2 ) S5 | kB 2-

FURBE-2,6-—FE (BBI70) o iH53-(5-( HH A%)- 1- ] S8 A S 05 IRIpE-2- ) DR e -
6-_fin HC1 (75.0 mg, 0.24 mmol)/&R# /X HI F%(2.4 mL) 13l S, 8- 5 Ik

7(6H)-Fjil(66.7 mg, 0.36 mmol) K fE{&HY L (346 pL, 6.05 mmol )AL ER T -
TR L MBS 788 - FEE RIS ZE S (E59(45.6 mg, 0.72 mmol)if;
IS ENNENZE SOC 2405738 - (IR 218 - BTSSRI R R &V B2 R

° R ERY)E B P DMFO #E RP-HPLCE #240{E (4R © MeCN/7ZKES
£ BH0.1% TFA) DENE = LKBIP2EY) (BFI70) - ES/MS:

405.1 M+H"*) - '"H NMR (400 MHz, FHi$-d4)  8.64 (dd, J = 5.6, 1.5 Hz, 1H), 8.28

K

(dd,J=7.9,1.4Hz, 1H), 791 (d,J =7.9 Hz, 1H), 7.86 — 7.66 (m, 3H), 5.19 (dd, J =
13.3,5.2 Hz, 1H), 4.68 — 4.48 (m, 4H), 3.99 — 3.85 (m, 1H), 3.74 (ddd, ] = 17.3, 5.7,
1.7 Hz, 1H), 3.44 — 3.35 (m, 1H), 3.31 —3.18 (m, 1H), 3.13 (ddt, J = 17.6, 11.2, 5.2

Hz, 1H), 3.05 - 2.87 (m, 1H), 2.81 (ddd, J =17.6, 4.7, 2.4 Hz, 1H), 2.69 — 2.45 (m,
2H), 2.21 (dtd, J = 12.9, 5.3, 2.4 Hz, 1H), 2.16 — 2.02 (m, 1H) -

B2 'HI71 -

C252375PA.docx % 292 Ei ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)

111149135 FEHESE A0202 1123161888-0
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\\\NHZ HC|
[ 0 Jos
H N 0
N e} «N 4§;|\>—|:
0 NH 0

0 AcOH, STAB, DMF FEIT1

(03961  3-(5-(((1S,2R,4R)-BEER[2.2.1]58-2- ) B &) - 1 -l R A |
IO~ 2- ) IKTE -2,6- —  jF1-2 (50 mg, 0.18 mmol)/ A Y DMF (1 mL) 33l
(1S,2R 4R)-EEFR[2.2.115-2-F L (41 mg, 0.28 mmol) & Z (11 pL, 0.18
mmol) « FE&IN= ZEEAEMEEH(117 mg, 0.55 mmol) - KR IER & VL E
MRS o HEE R ELFAIDMSOMRE ~ 488 - WS MRP-HPLCH{E (fz
& MeCNIKEBRE » BH0.1% TFA) DIEHE =R LEBEIP &Y (H
71) ° ES/MS: 368.1 (M+H*) - 'H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H),
9.00 (d,J = 9.3 Hz, 1H), 8.77 (s, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.75 (s, 1H), 7.66 (d,
J=7.9Hz, 1H), 5.14 (dd, T = 13.3, 5.1 Hz, 1H), 4.57 — 4.33 (m, 2H), 4.26 (, ] = 5.9
Hz, 2H), 2.93 (ddd, J = 18.0, 13.5, 5.3 Hz, 1H), 2.59 (d, J = 38.6 Hz, 3H), 2.42 (dd, J
= 13.2,4.5 Hz, 1H), 2.24 (s, 1H), 2.02 (dt, ] = 11.6, 5.4 Hz, 1H), 1.90 (td, T = 12.7,

11.3,4.5 Hz, 1H), 1.57 (dt, J = 35.2, 10.0 Hz, 3H), 1.45 — 1.28 (m, 3H), 1.12 — 1.00
(m, 1H)

(0397 NHIEBIARERARFI2HP AT — IR B » HERIY TR
O o Ry T BUBLATERY - (EFHEERR 125 Al  — £ [F R EURIARE dapT »
HAERI Z fete—Patid " P12 2 B 5« ARBEIEAM R, -

252375PA.docx % 293 E ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)

111149135 FEHESE A0202 1123161888-0
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239.
0] P ESMS | 15 \MR B 12 28F :
‘ m/z RSB REEA
o 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 9.06 (s, 1H), | (1R,2S,4S)-£EE2[2.2.1]5:-
H¢©i<N o 8.82 (d,J=10.3 Hz, 1H), 7.82 (d, J = 7.8 Hz, 1H), 7.76 (s, 2.
N NH 1H), 7.66 (d, J = 7.8 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H),
7 0 3681 | 436-432(m, 2H),4.26 (1,1 =59 Hz, 2H), 3.43 (d, ] = 8.5
3(5-((IR.2S.4S)- 872 ' Hz, 1H), 2.93 (ddd, J = 18.1, 13.5, 5.4 Hz, 1H), 2.65 — 2.52 (m,
) SR 2H), 2.41 (td, J = 13.3, 4.5 Hz, 1H), 2.24 (d, J = 3.8 Hz, 1H),
[2-2-25'@'2'%)&?‘%@%)' 2.07 - 1.98 (m, 1H). 1.90 (ddd, J = 15.0, 8.5, 3.1 Hz, 1H), 1.67
1 -{H 5 Bk B0 | IR - 2- B Ik —1.45 (m, 3H), 1.45 — 1.29 (m, 3H), 1.07 (dt, J = 13.2, 2.8 Hz,
E-2,6- [ 1H) -
(252375PA.docx % 294 Ei ’ ;t‘ 344 E(éﬁ%%gﬁﬁg)
111149135 FRELRSE A0202

1123161888-0
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EF13 > |'HI74 -

NH2

Q:%} Qﬁ&

cho3 DMF
80 °C

HHI73

[0398]  3-(5-(((AR,2R)-2-GRFE) IR E)E) FE)-1-fI & B 5205 LRI
-2-F)IKNE-2,6-—Wd (BHI73) o £/ E AI-3 (50 mg, 0.171 mmol) ~
((1R,2R)-2-f B3R = ) HHEZ(33.1 mg, 0.256 mmol) ~ TRfEHH(47.2 mg, 0.342
mmol) + ;ZDMF (0.500 mL) ° &FTERAIIEAES0 C LR &23 h » FEIEEFE
% RRESYERZE TR - RERerYIE R DMSOH HAEHRP-HPLC (g
& © 0£100% MeCN/IKFRE - BH0.1% TFA ) EHAE > IEH E =8

B EY (BHI73) - ES/MS: 386.1 M+H") - 'H NMR (400 MHz, DMSO-

d6) 6 11.01 (s, 1H), 8.85 (d, J =24.0 Hz, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.73 (s, 1H),
7.64 (d,J =79 Hz, 1H), 5.79 (s, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.55 — 4.33

(m, 3H), 4.27 (dt, J = 12.9, 6.1 Hz, 1H), 3.60 (dd, J = 10.8, 3.7 Hz, 1H), 3.01 (s, 1H),
2.93 (ddd, J = 18.3, 13.6, 5.5 Hz, 1H), 2.66 — 2.57 (m, 1H), 2.41 (tt, J = 13.0, 6.9 Hz,
1H), 2.18 (d,J = 12.5 Hz, 1H), 2.01 (dq, J =13.2,7.4,6.3 Hz, 1H), 1.75 (d, T = 12.2

Hz, 2H), 1.63 (d, J = 10.6 Hz, 2H), 1.43 (dt, J = 13.1, 6.5 Hz, 1H), 1.22 (dt, J = 29.0,
10.3 Hz, 3H), 0.98 (t, J = 11.5 Hz, 1H) -

252375PA.docx % 295 E ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)

111149135 FEHESE A0202 1123161888-0
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[0399]  NHIEBIAEFARFI3PATI . — IR B - HER TR
10 - B TEUBELUTE R - (EAERF13F il 2 — A RV BI G R
HAERI0 2 it — st " BRP13 B « AEEBREEAR, -

252375PA.docx % 296 E ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)

111149135 FEHESE A0202 1123161888-0



1858469

Z=10.
2451 P ES/MS H.NMR BF 13 Z28F -
) m/z ENEIEEy:il sy
o) 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.92 (s, | EEES[3.1.1]55-3-fEafis e
H\/©i</N 5 2H), 7.84 (d, J = 7.8 Hz, 1H), 7.75 (s, 1H), 7.66 (d, J =
N {N?f 7.8 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.56 — 4.34
@ S (m, 2H), 4.29 (t, J = 6.2 Hz, 2H), 3.78 (s, 1H), 2.93 (ddd,
74 368.1 |J=17.8,13.5,5.3 Hz, 1H), 2.63 (dd, J = 16.9, 13.2 Hz,
3-(5-((EEZR[3.1.1] 52-3-Fhz 1H), 2.41 (dt, T = 10.9, 5.6 Hz, 5H), 2.16 (s, 1H), 2.07 —
) EF L) 1 {4 S S e - 1.98 (m, 1H), 1.88 (dt, J = 10.1, 5.3 Hz, 1H), 1.79 (t, ] =
2-EOIRIE-2.6- [ 10.7 Hz, 2H), 1.51 (t, J = 8.9 Hz, 1H), 1.18 (t, ] = 8.5 Hz,
1H) -
0 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.91 (q. | (1.4-fK)-4-HEEIE-1-
n@%}o J=6.6,6.0 Hz, 2H), 7.82 (d, J = 7.8 Hz, 1H), 7.73 (s, B
Q g 1H), 7.64 (d, J = 7.8 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
"o 1H), 4.50 (d, J = 17.5 Hz, 1H), 4.36 (d, J = 17.5 Hz, 1H),
3-(1- (I E-5-((((1.4-[2)-4- 431 (1, T = 6.0 Hz, 2H), 3.36 (1, J = 6.6 Hz, 2H), 3.19 (1,
75 HNEEBCHEHHEDHE | 441 172102, 4.1 Hz, 1H), 3.12 - 3.01 (m, 1H), 2.93 (ddd, J =
02 | A< Ik -2 -5 IR g -2,6- — el 18.0, 13.6, 5.4 Hz, 1H), 2.66 — 2.57 (m, 1H), 2.42 (qd, J =
13.4, 4.6 Hz, 1H), 2.19 — 2.10 (m, 2H), 2.03 (td, J = 12.8,
11.8, 4.4 Hz, 3H), 1.52 — 1.34 (m, 4H), 1.24 — 1.10 (m,
2H), 0.85 (t, J = 7.4 Hz, 3H) °
(C252375PA docx % 297 Ei ’ ;t‘ 344 E(’ég‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0
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76

3-(5-((((14-FD)-4-HEFRD
FOMEEL) AR -1l AL 505
IR -2 -0 IR IE - 2,6- i

386.1

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.86 (s,
2H), 7.82 (d, J = 7.8 Hz, 1H), 7.73 (s, 1H), 7.64 (d, J =
7.8 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 (d, J =
17.5 Hz, 1H), 4.37 (d, I = 17.6 Hz, 1H), 4.31 (1, ] = 6.2
Hz, 2H), 3.24 (s, 3H), 3.11 (dd, J = 14.1, 9.8 Hz, 2H),
2.93 (ddd, J = 18.0, 13.5, 5.4 Hz, 1H), 2.65 — 2.56 (m,
1H), 2.42 (qd. J = 13.3, 4.5 Hz, 1H), 2.14 (d,J = 12.3 Hz,
2H), 2.08 (dd, J = 13.7, 3.5 Hz, 2H), 2.01 (t, J = 5.3 Hz,
1H), 1.46 — 1.33 (m, 2H), 1.15 (q, J = 11.0 Hz, 2H) -

(1L4-F)-4-HIE BT 1-
el

77

e :

3-(1- I EE-5-((((1.4-52)-4-

(CHRFEECE) A H

55) FAG | DRI 2-F) IR E -2,6-
—fd

424.1

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.83 (s,
2H), 7.83 (d,J =7.8 Hz, 1H), 7.77 (s, 1H), 7.68 (d, J =
7.9 Hz, 1H), 5.14 (dd, J =13.3, 5.1 Hz, 1H), 451 (d,J =
17.5 Hz, 1H), 4.43 — 4.31 (m, 3H), 3.31 (d, J =7.7 Hz,
1H), 2.93 (ddd, J =18.1, 13.5, 5.4 Hz, 1H), 2.67 — 2.56
(m, 1H), 2.41 (1d, J =13.1,4.4 Hz, 2H), 2.02 (dd, ] = 9.5,
4.1 Hz, 1H), 1.91 (s, 2H), 1.88 — 1.74 (m, 4H), 1.69 (dt, J
=17.9,42 Hz, 2H) -

78

3-(5-((((1R,28)-2-HEER
FOMEEL) AR -1l AL 505
IR -2 -0 IR IE - 2,6- i

370.1

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.80 (s,
1H), 8.66 — 8.50 (m, 1H), 7.83 (d, J =7.8 Hz, 1H), 7.76
(s, 1H), 7.67 (d, T =7.9 Hz, 1H), 5.14 (dd, J =13.3, 5.1
Hz, 1H), 4.51 (d,J =17.5 Hz, 1H), 4.37 (d,J = 17.6 Hz,
1H), 4.31(q.J=5.7,4.7Hz, 2H), 3.18 (dt, J =11.2, 5.1
Hz, 1H), 2.93 (ddd, J =18.1, 13.5, 5.4 Hz, 1H), 2.66 —
2.57 (m, 1H), 2.41 (tt, J =13.2, 6.6 Hz, 1H), 2.35 - 2.26
(m, 1H), 2.07 - 1.98 (m, 1H), 1.90 — 1.80 (m, 1H), 1.75
(d,J=13.1 Hz, 1H), 1.63 - 1.43 (m, 3H), 1.38 (p,J =5.9,
4.7 Hz, 2H), 1.24 (ddt, J = 12.3, 8.3, 5.1 Hz, 1H), 0.99 (d,
J=7.0Hz, 3H) -

(1R,2S)-2-FHELIE = -1 -7

(C252375PA docx

111149135

FEHESE A0202

55298 B > 3t 344 EH(SEHEEREEE)
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79

o}
(0]

3-(5-(((1L4-F)-4- T B
FOMEEL) AR -1l AL 505
IR -2 -0 IR IE - 2,6- i

412.2

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.90 —
8.74 (m, 2H), 7.82 (d, J =7.8 Hz, 1H), 7.73 (s, 1H), 7.68
—7.59 (m, 1H), 5.14 (dd, J =13.3, 5.1 Hz, 1H), 4.50 (d.J
=17.6 Hz, 1H), 4.37 (d, J =17.6 Hz, 1H), 4.33 — 4.26 (m,
2H), 3.01 (s, 1H), 2.93 (ddd, J =17.4, 13.7, 5.5 Hz, 1H),
2.66 —2.57 (m, 1H), 2.41 (tt, J =13.2, 6.6 Hz, 1H), 2.17 -
2.07 (m, 2H), 2.03 (ddq, J =104, 5.4, 3.2, 2.7 Hz, 1H),
1.81 (d,J=13.0 Hz, 2H), 1.42 - 1.29 (m, 2H), 1.29 (s,
4H), 1.17 (d, J =5.5 Hz, 3H), 0.99 — 0.89 (m, 2H), 0.89 —
0.80 (m, 3H) -

(L4-F)-4-TE3RC-1-H7

80

L :
NC

(14-52)-4-(((2-(2.6- =5
R -3- ) - 1 - 45 Ak 505 U
IHR-5-85) R F e BB - 1-
el

381.1

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.90 (q,
J=6.1Hz, 2H), 7.82 (d,J =7.8 Hz, 1H), 7.73 (s, 1H),
7.64 (dd,J =7.8,1.4 Hz, 1H), 5.14 (dd, J =13.3, 5.1 Hz,
1H), 4.50(d,J =17.6 Hz, 1H), 4.37 (d, J =17.6 Hz, 1H),
4.30 (t,J =6.1 Hz, 2H), 3.18 — 3.06 (m, 1H), 2.93 (ddd, J
=17.2,13.6,5.4 Hz, 1H), 2.72 (tt, J = 12.0, 3.5 Hz, 1H),
2.62 (dt,J =15.5,2.9 Hz, 1H), 2.47 — 2.34 (m, 1H), 2.21
—2.08 (m, 4H), 2.03 (ddq, J =104, 5.4, 3.2, 2.7 Hz, 1H),
1.58 (qd.J =13.4,12.7,3.7 Hz, 2H), 1.39 (qd, J = 13.8,
13.1, 4.0 Hz, 2H) -

(14-2 -4 LT L1
i B

81

OH

3-(5-((((1S,3R)-3- 7R CA)

M ) B R ) - 1- Rl S A B g
IHR-2-E5) UIRIE -2,6-

372.1

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.86 (s,
2H), 7.82 (d, T = 7.8 Hz, 1H), 7.74 (s, 1H), 7.65 (dd, J =
7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 (d,
J=17.6 Hz, 1H), 437 (d, T = 17.6 Hz, 1H), 4.32 (t, T =
6.2 Hz, 2H), 3.43 (tt, J = 10.6, 3.9 Hz, 1H), 3.10 (s, 1H),
3.00 — 2.84 (m, 1H), 2.62 (dt, J = 15.4, 2.7 Hz, 1H), 2.54
(s, 1H), 2.42 (qd, J=13.2, 4.4 Hz, 1H),2.28 (d, T = 11.8
Hz, 1H), 2.03 (dtd, T = 10.3, 5.4, 2.9 Hz, 2H), 1.84 — 1.73
(m, 2H), 1.32 — 1.18 (m, 3H), 1.13 — 0.99 (m, 1H) -

(IR 38)-3-§E 78 T B
BaE

(C252375PA docx

111149135

FEHESE A0202
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0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.88 (d, | (1S,3R)-3-rELig T i
HmN 5 T=8.4Hz 2H),7.82 (d,T=7.8 Hz, IH), 7.74 (s, 1H), | fete
N ﬁ 7.65 (dd, J = 7.8, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
g 1H), 4.50 (d, J = 17.5 Hz, 1H), 4.37 (d, J = 17.6 Hz, 1H),
% 3701 | 432 (tT=62Hz 2H), 3.43 (1.1 = 10.8, 4.0 Hz, 1H),
OH 1310 (s, 1H), 2.93 (ddd, T = 17.2, 13.6, 5.4 Hz, 1H), 2.62
3-(5-((((1R,3S)-3-£XEE T £L) (dt, J = 15.6, 2.8 Hz, 1H), 2.54 (s, 1H), 2.42 (qd, J = 13.2,
B ) B L) - 1 ] 45 2 4.5 Hz, 1H),2.28 (d, T = 11.8 Hz, 1H), 2.10 — 1.97 (m,
-2 IE 2.6 — 2H), 1.86 — 1.69 (m, 2H), 1.26 (dt, J = 20.4, 10.4 Hz,
3H), 1.14 — 1.00 (m, 1H) «
0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.79 (d, | #2[5.5]+—z-3-f e ke
HmN&o J=7.5Hz, 2H), 7.83 (d.J = 7.8 Hz, 1H), 7.73 (s, 1H),
OON e 7.64 (d, T =7.8 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H),
4.50 (d, T = 17.5 Hz, 1H), 437 (d, J = 17.6 Hz, 1H), 4.31
(t,J = 6.2 Hz, 2H), 3.01 (dd, J = 11.5, 6.3 Hz, 1H), 2.93
83 3-(1-HIEE-5-((E5.50+— | *2*2 | (ddd, T = 17.2, 13.6, 5.4 Hz, 1H), 2.66 — 2.57 (m, 1H),
o 3 EL R R ) H L) LR I - 2.41(tt, T = 13.3, 6.7 Hz, 1H), 2.02 (dtd, T = 12.5, 5.4,2.3
2 E0)IEE-2.6- Hz, 1H), 1.89 (dd, J = 13.1, 4.0 Hz, 2H), 1.70 (d, J = 13.4
Hz, 2H), 1.52 (qd, J = 12.9, 3.4 Hz, 2H), 1.38 (s, $H),
1.19 (t, J = 5.3 Hz, 2H), 1.05 (td, J = 13.7, 3.8 Hz, 2H) ©
o 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.81 (s, | #2[4.5]3%-8-HEafisEE
H@N&O 2H), 7.82 (d, J = 7.8 Hz, 1H), 7.73 (s, 1H), 7.64 (dd, J =
@O JN 7.8, 1.4 Hz, 1H), 5.14 (dd, T = 13.3, 5.1 Hz, 1H), 4.50 (d,
J=17.5Hz, 1H), 437 (d,J = 17.6 Hz, 1H), 4.31 (1, J =
w o[ Sommmsemny |y QR0 20 20T
e 37s SE L ITEEY O e 200 2ol e ) 24T (0 = 132
= )25 6.6 Hz, 1H), 2.02 (ddd, J = 20.7, 9.1, 5.6 Hz, 3H), 1.56
IRIE -2.6- (ddd, J = 20.1,11.6, 6.1 Hz, 6H), 1.46 (dd, J = 12.2, 3.3
Hz, 2H), 1.40 (t, J = 6.9 Hz, 2H), 1.33 (q, J = 5.5, 3.9 Hz,
3H), 1.26 (dd, J = 14.1, 4.1 Hz, 1H) o
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0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.86 (d, | (1,4-5F)-4-( =4 HEL) I8
HVC&N&O J=7.1Hz, 2H), 7.83 (d, T = 7.8 Hz, 1H), 7.77 (s, 1H), 1 -frEapL e
O NH 7.68 (dd, J = 7.8, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
. © 1H), 4.51 (d, J = 17.5 Hz, 1H), 4.39 (s, 1H), 4.35 - 4.31
85 s s .| 4242 | (m, 2H),331(p.T=54,43Hz, 1H),2.93 (ddd, T=172,
3 S_{E‘Jffjgg ’ii) 4 13.6, 5.4 Hz, 1H), 2.61 (dt, J = 17.4, 2.5 Hz, 1H), 2.42
CRRDRCDED)H (qd, T = 13.2, 4.5 Hz, 2H), 2.03 (ddq, J = 10.4, 5.3, 3.1,
) S5 [LRIR-2- ) IRIE-2.6- 2.7 Hz, 1H), 1.93 (d, J = 10.6 Hz, 2H), 1.88 — 1.73 (m,
—fd 4H), 1.70 (dt, T = 13.0, 3.7 Hz, 2H) -
0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.80 (d, | (1,4-JlE)-4-FH 45 ELI8 - 1-
Hm“' o J=7.0Hz, 2H), 7.82 (d, ] =7.8 Hz, 1H), 7.73 (s, IH), | pricisi
Q»N NH 7.64 (dd, J = 7.8, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
o 0 1H), 4.50 (d, J = 17.6 Hz, 1H), 4.37 (d, J = 17.6 Hz, 1H),
o 431 (t,J = 6.2 Hz, 2H), 3.22 (s, 3H), 3.16 — 3.02 (m, 1H),
-(5- _[E)-4-HH & B3
86 gsﬁig 4 ;"f) f E f§§[§ 386-1 1993 (ddd, J = 17.2, 13.6, 5.4 Hz, 1H), 2.61 (dd. J = 17.2,
DIRRIFE) LHIRET 3.6 Hz, 1H), 2.42 (qd, J = 13.4, 4.6 Hz, 1H), 2.03 (ddq, J
RIR-2-255 ) E-2,6- i = 10.4, 5.4, 3.1,2.7 Hz, 1H), 1.90 (ddt, J = 23.9, 9.3, 3.6
Hz, 4H), 1.62 (qd, J = 12.3, 3.3 Hz, 2H), 1.41 (tt, ] =
13.2, 3.1 Hz, 2H) -
0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.94 (q, | (1.4-E)-4-Br a8 f5-1-
HmN o J=6.1 Hz, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.74 (s, 1H), 5 B B
QN NH 7.65(d,J=7.9 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H),
" o 4.50 (d,J = 17.5 Hz, 1H), 4.37 (d, J = 18.1 Hz, 1H), 4.32
87 A9 6. — (& 3812 | (d,J =6.5Hz, 2H), 3.16 (dt, J = 14.8, 4.9 Hz, 2H), 2.93
(;r,tjlgé) ;z;(((lzél?i;;ﬁ?ﬁ (ddd, J = 18.0, 13.7, 5.4 Hz, 1H), 2.62 (dt, ] = 17.3, 3.0
IE-3-22)- 1- Pl s Hz, 1H), 2.42 (qd, J = 13.5, 4.8 Hz, 1H), 2.12 (tt, J = 9.6,
Uh-5-255) B B A IR e 1- 4.8 Hz, 2H), 2.06 — 1.92 (m, 3H), 1.63 (t, J = 8.7 Hz,
EHIE 4H) o
C252375PA. docx % 301 Ei ’ ;t‘ 344 E(’ég‘?%%ﬁ%%)
111149135 FREIRSE A0202 1123161888-0
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1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.82 (d,
J=6.7Hz, 2H), 7.83 (d, J =7.8 Hz, 1H), 7.73 (s, 1H),
7.64 (dd,J =7.8,1.4 Hz, 1H), 5.14 (dd, J =13.3, 5.1 Hz,
1H), 4.50 (d,J =17.6 Hz, 1H), 4.37 (d, J =17.7 Hz, 1H),
4.31(d,J =6.4Hz, 2H), 3.54 (q. J = 5.4 Hz, 4H), 3.03

3 RIS 5] 459
B

88 3-(5-((3-FFER[5.5]+ W5 | 4262 | (dd,J =10.8,5.7 Hz, 1H), 2.98 — 2.87 (m, 1H), 2.62 (dt, J
0L L R L)- 1 (] S L =15.3, 2.8 Hz, 1H), 2.42 (qd, T = 13.3, 4.6 Hz, 1H), 2.03
02| 1Ak -2 - L IR IE-2,6- (ddq,J=10.4,54,3.1,2.7 Hz, 1H), 1.96 — 1.87 (m, 2H),
1.82 (d, J = 13.5 Hz, 2H), 1.54 (td, J = 12.7, 3.3 Hz, 2H),
1.46 (t,J = 5.4 Hz, 2H), 1.29 (¢, J = 5.4 Hz, 2H), 1.13 (td,
J=13.6,3.6 Hz, 2H) -
0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.81 (q, | (1,4-F)-4- FHELIR T - 1-J2
H\/CdN 5 J=6.1 Hz, 2H), 7.82 (d, J = 7.8 Hz, 1H), 7.76 (s, 1H), BEfEEE
N NH 7.66 (dd, T =7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
/O’ 0 1H), 4.50 (d, J = 17.6 Hz, 1H), 4.37 (d, ] = 17.7 Hz, 1H),
- 4.32 (t,J = 6.1 Hz, 2H), 3.12 (dhept, J = 10.0, 5.0 Hz,
89 3-G-(((14-1IF)-4- Ei%%&a 3702 | ), 705 (ddd, J = 17.)2, 13.6f .4 Hy, 1H), 2,65 (e, =
B 1- IR E ] 15.6, 2.8 Hz, 1H), 2.42 (qd, J = 13.3, 4.5 Hz, 1H), 2.02
RIBR-2- ) WK - 2,6- (dd, T =12.8, 5.4, 2.3 Hz, 1H), 1.74 (ddtd, J = 22.2, 13.2,
10.2, 8.7, 5.4 Hz, 5H), 1.49 (qt, T = 11.1, 5.5 Hz, 4H),
0.94 (d, J = 6.9 Hz, 3H)
o 1H NMR (400 MHz, FH/i2-d4) § 7.91 (d, J = 7.8 Hz, 1H), |I-13
U@d“ o 7.71 (s, 1H), 7.65 (d, I = 7.9 Hz, 1H), 7.25 (t, T = 7.9 Hz,
N NH 2H), 6.87 (dd, J = 7.8, 4.0 Hz, 3H), 5.20 (dd, J = 13.3, 5.2
0 Hz, 1H), 4.66 — 4.46 (m, 2H), 4.46 — 4.22 (m, 2H), 3.55 -
o 3.40 (m, 1H), 3.40 — 3.34 (m, 1H), 3.00 — 2.87 (m, 1H),
90 @ 446.8 | 2.81(ddd,T=17.6,4.7,2.5 Hz, 1H), 2.53 (qd, J = 13.1,

3-(1-HIEE-5-(((1R.35)-3-

CRELMEER)BR O AL

55) FAG | DRI 2-F) IR E -2,6-
—fd

4.8 Hz, 2H), 2.37 - 1.99 (m, 4H), 1.70 — 1.22 (m, 4H) -
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3-(5-((IR,2R)-2-HAIE
FOMEEL) AR -1l AL 505
IR -2 -0 IR IE - 2,6- i

1H), 8.64 (s, 1H), 7.82 (d, J =7.8 Hz, 1H), 7.77 (s, 1H),
7.68(dd,J=7.8,1.4 Hz, 1H), 5.14 (dd, J =13.3, 5.1 Hz,
1H), 4.51 (dd, J =17.7, 1.9 Hz, 1H), 4.41 —4.24 (m, 3H),
2.93(ddd,J=17.2,13.6, 5.4 Hz, 1H), 2.79 — 2.69 (m,
1H), 2.61 (ddd,J=17.4,4.4,2.1 Hz, 1H), 242 (qd, J =
13.3,4.5 Hz, 1H), 2.11 (dt, J = 12.6, 3.7 Hz, 1H), 2.03
(dtd, J=12.5,5.2,2.2 Hz, 1H), 1.81 — 1.64 (m, 3H), 1.59
(dd,J =94,3.8 Hz, 1H), 1.46 (qd, J =11.8, 3.7 Hz, 1H),

0 1H NMR (400 MHz, HH[iE-d4) § 7.91 — 7.81 (m, 1H), 7.72 | 1-14
Hv©:/<N {5:0 (s, 1H), 7.64 (dd, J=7.9, 1.4 Hz, 1H), 7.39 (ddt, T = 9.2,
N NH 5.4, 1.9 Hz, 2H), 7.24 — 7.00 (m, 4H), 5.19 (dd, J = 13.3,
O 3 5.2 Hz, 1H), 4.65 — 4.47 (m, 2H), 4.40 (q. J = 13.1 Hz,
: 2H), 3.57 (tt, T = 11.4, 3.7 Hz, 1H), 3.41 — 3.34 (m, 1H),
01 ”N© A46.8 | 3:06—2.86 (m, 1H),2.81 (ddd. J = 17.6, 4.7, 2.4 Hz, 1H),
2.51 (ddd, J = 18.0, 11.8, 4.7 Hz, 2H), 2.37 — 2.26 (m,
3 (115 2-5-((((1S.3R)-3- ;g) ?2(5) (d;dég = 123.%, 5.3,2.4 Hz, 1H), 2.16 — 2.01 (m,
(B T e )» 165 =129 (m, 3H) -
F5) F05{LEIHR-2-F5) IR IE-2,6-
—
o 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.91 (s, | I-15
b@dN {\FO OH), 7.83 (d, J = 7.8 Hz, 1H), 7.74 (s, 1H), 7.65 (dd, J =
N N 7.9, 1.4 Hz, 1H), 7.35 - 7.25 (m, 2H), 7.02 — 6.88 (m,
Q o 3H), 5.14 (dd, T = 13.3, 5.1 Hz, 1H), 4.54 — 4.30 (m, 5H),
92 I 3.29 (d, J = 17.6 Hz, 1H), 2.93 (ddd, J = 18.2, 13.6, 5.4
@ 448.2 | Hz, 1H), 2.68 — 2.53 (m, 2H), 2.46 — 2.31 (m, 1H), 2.18 —
1.97 (m, 3H), 1.87 (d, J = 11.4 Hz, 1H), 1.37 (ddt, J =
3-(1-f1EEE-5-(((1R,38)-3-% 37.6, 24.5, 11.7 Hz, 4H)
SRR ES) A g
IR -2- B IR IE-2,6-
101 0 370.3 | 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 9.02 (s, | (1R,2R)-2-E ELFE T el

5
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1.30 — 1.15 (m, 2H), 1.13 — 1.05 (m, 1H), 1.02 (d, J = 6.2
Hz, 3H) -

102

3-(5-((((15,28)-2-HEIR D
FOMEEL) AR -1l AL 505
IR -2 -0 IR IE - 2,6- i

370.3

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 9.06 (s,
1H), 8.67 (d, J = 10.7 Hz, 1H), 7.82 (d, ] = 7.8 Hz, 1H),
7.78 (s, 1H), 7.68 (dd, J = 7.9, 1.4 Hz, 1H), 5.14 (dd, J =
13.3,5.1 Hz, 1H), 4.51 (dd, T = 17.8, 1.9 Hz, 1H), 4.42 —
4.33 (m, 2H), 4.28 (dt, J = 13.0, 6.5 Hz, 1H), 2.93 (ddd, J
=17.2,13.6, 5.4 Hz, 1H), 2.74 (dd, J = 10.8, 6.0 Hz, 1H),
2.61 (ddd, J =17.3,4.5,2.1 Hz, 1H), 2.43 (qd. J = 13.3,
4.5 Hz, 1H), 2.11 (dt, J = 12.7, 3.7 Hz, 1H), 2.03 (dtd, J =
12.5,5.2,2.2 Hz, 1H), 1.72 (du, J = 19.8, 10.3, 5.6 Hz,
3H), 1.62 — 1.54 (m, 1H), 1.46 (qd. J = 11.8, 3.6 Hz, 1H),
1.29 — 1.13 (m, 2H), 1.08 (td, J = 11.0, 5.7 Hz, 1H), 1.02
(d,J=6.2 Hz, 3H)

(18.28)-2- FHEER CHZ L

104

SWepaat sl

3-(1- -5 (4-F R A
T ) F ) S5 I -2-
FOIRNE-2,6-

448.3

1H NMR (400 MHz, DMSO-d6) 6 11.00 (d, J = 6.6 Hz,
1H), 8.85 (s, 2H), 7.84 (dd, J =7.7, 1.7 Hz, 1H), 7.74 (d,
J=6.6 Hz, 1H), 7.67 (t,J =7.7 Hz, 1H), 7.29 (dtd, J =
8.9,7.2,2.0 Hz, 2H), 7.01 — 6.86 (m, 3H), 5.14 (dd, J =
13.4, 5.0 Hz, 1H), 4.55 - 4.26 (m, 5H), 3.19 (s, 1H), 2.93
(ddd, J=18.2, 13.5, 5.6 Hz, 1H), 2.63 (t, ] = 15.2 Hz,
1H), 2.42 (td, J = 13.3, 8.9 Hz, 1H), 2.18 (s, 2H), 2.08 —
1.91 (m, 3H), 1.83 - 1.35 (m, 4H) -

105

3-(5-((EEIR[3.2.1]3-3-FE
) FHED)- 1-{H] 58 B B | LEIH-
2-EOIRIE-2,6-

382.3

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.75 (s,
2H), 7.82 (d, J = 7.8 Hz, 1H), 7.72 (s, 1H), 7.62 (dd, J =
7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.54 —
4.33 (m, 2H), 4.26 (1, J = 6.3 Hz, 2H), 3.33 (dq. ] = 11.5,
5.7 Hz, 1H), 2.93 (ddd, J = 17.3, 13.7, 5.5 Hz, 1H), 2.66 —
2.56 (m, 1H), 2.46 — 2.36 (m, 1H), 2.32 (d, J = 5.4 Hz,
2H), 2.08 — 1.92 (m, 3H), 1.65 (dd, J = 8.8, 4.2 Hz, 2H),
1.51 — 1.31 (m, 6H) -

EETR[3.2.1]3-3-H7

(C252375PA docx
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107

3-(5-((AR,28)-2-HE AT
FOMEEL) AR -1l AL 505
IR -2 -0 IR IE - 2,6- i

386.3

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.97 (s,
1H), 8.84 (s, 1H), 7.81 (d, J =7.8 Hz, 1H), 7.76 (s, 1H),
7.67 (dt,J=7.9, 1.3 Hz, 1H), 5.14 (dd, J =13.3, 5.1 Hz,
1H), 4.50 (d,J =17.5 Hz, 1H), 4.37 (d,J = 17.5 Hz, 1H),
4.27 (q.J=7.0 Hz, 2H), 3.76 (d, J = 3.9 Hz, 1H), 3.32 (d,
J=1.1Hz, 3H), 3.18 (q, ] = 8.8, 7.3 Hz, 1H), 2.93 (ddd, J
=17.2,13.6,5.4 Hz, 1H), 2.62 (dt, ] = 15.3, 3.0 Hz, 1H),
243 (qd,J=13.2,4.5 Hz, 1H), 2.14 - 1.97 (m, 2H), 1.88
- 1.79 (m, 1H), 1.77 — 1.67 (m, 1H), 1.61 (qd, J = 12.2,
3.7 Hz, 1H), 1.42 - 1.31 (m, 2H), 1.31 — 1.15 (m, 2H) -

(1IR,29)-2-HEAR C I
el

108

3-(5-((18.2R)-2-HEAIE T
FOMEEL) AR -1l AL 505
IR -2 -0 IR IE - 2,6- i

386.3

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.98 (s,
1H), 8.85 (s, 1H), 7.81 (d, J = 7.8 Hz, 1H), 7.76 (s, 1H),
7.67 (dt,J =7.9, 1.3 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
1H), 4.50 (d, J = 17.5 Hz, 1H), 4.37 (d,J = 17.5 Hz, 1H),
4.27(q,J=7.0 Hz, 2H), 3.76 (d, ] = 3.7 Hz, 1H), 3.32 (s,
3H), 3.24 — 3.12 (m, 1H), 2.93 (ddd, J = 17.2, 13.6, 5.4
Hz, 1H), 2.61 (dt, J = 17.3, 2.6 Hz, 1H), 2.48 — 2.36 (m,
1H), 2.13 — 1.98 (m, 2H), 1.90 — 1.81 (m, 1H), 1.76 —
1.68 (m, 1H), 1.61 (qd, J = 12.2, 3.7 Hz, 1H), 1.41 — 1.31
(m, 2H), 1.30 — 1.17 (m, 2H) *

(1S,2R)-2-HE AR C I
T

111

4

3-(5-(((18.3R)-3-(F&EE )=
TR HE ) HH BD)- 1 - S B
15| bR -2- ) IR 1 -2,6-

462.3

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.95 (s,
2H), 7.82(d,J =7.8 Hz, 1H), 7.73 (s, 1H), 7.64 (dd, J =
7.8, 1.4 Hz, 1H), 7.40 - 7.24 (m, 5H), 5.14 (dd, J =13.3,
5.1 Hz, 1H), 4.60 —4.45 (m, 3H), 4.41 —4.27 (m, 3H),
3.45-3.32 (m, 1H), 3.15 - 3.09 (m, 1H), 3.00 — 2.86 (m,
1H), 2.66 — 2.57 (m, 1H), 2.56 — 2.51 (m, 1H), 2.50 —
2.34 (m, 1H), 2.10 - 1.96 (m, 3H), 1.86 — 1.78 (m, 1H),
1.40 - 1.05 (m, 3H) -

DIPEA > (18.3R)-3-(F&,
)R- 17

(C252375PA docx
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112 o) 462.3 | 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.91 (s, | DIPEA - (1R,3S)-3-(F 4,
Hv©/vZ<N o 2H), 7.82(d,J =7.8 Hz, 1H), 7.73 (s, 1H), 7.64 (dd, J = | EyE-1-H7
N NH 7.8, 1.4 Hz, 1H), 7.41 — 7.24 (m, 5H), 5.14 (dd, J = 13.3,
Q g 5.1 Hz, 1H), 4.60 — 4.45 (m, 3H), 4.36 (dd, J = 15.0, 7.5
Hz, 3H), 3.44 — 3.34 (m, 1H), 3.13 (s, 1H), 3.00 — 2.86
© (m, 1H), 2.66 — 2.57 (m, 1H), 2.56 — 2.51 (m, 1H), 2.50 —
2.34 (m, 1H), 2.11 — 1.98 (m, 3H), 1.86 — 1.81 (m, 1H),
1.40 — 1.05 (m, 3H) -
3-(5-(((1R,3S)-3-(F & F)IE
OO HED)-1-fI & A 7
05| &R -2 - B R TE-2,6-
113 o 370.2 | 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.70 (d, | DIPEA ; 1-EFELEE O Hyti
H\/©:/</N o J=7.6 Hz, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.75 (s, 1H), i B
N NH 7.66 (dd, J =7.8, 1.5 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
g 1H), 4.50 (d, J = 17.6 Hz, 1H), 4.37 (d, J = 17.5 Hz, 2H),
- N 4.32 — 4.24 (m, 2H), 3.00 — 2.86 (m, 1H), 2.67 — 2.56 (m,
3'(5'(((1'5'%3&5%)5?%@ 1H), 2.50 — 2.34 (m, 1H), 2.08 — 1.97 (m, 1H), 1.84 (d. J
F)- 1-{Hl) 58 Bk He 05 R Opk-2- 56 =11.8 Hz, 2H), 1.73 — 1.57 (m, 4H), 1.49 — 1.38 (m, 5H),
IRIE-2,6- [ 1.21 - 1.07 (m, 1H) -
117 o 4403 | 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.78 (d, | DIPEA » 3,3- " HE2. &
Hm,q&o J=7.0Hz, 2H), 7.83 (d, J =7.7 Hz, 1H), 7.73 (s, 1H), FEUR[4.5]5%-8- B B B
) N I 7.64 (dd,J=7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
o 1H), 4.54 — 4.28 (m, 4H), 3.45 (s, 2H), 3.10 — 2.99 (m,
1H), 2.93 (ddd, J = 17.3, 13.7, 5.4 Hz, 1H), 2.68 — 2.56
SRIP[4.5] 53-8 50 ) (12’ 0 31t 41 1)’26 " (gﬁ) D, 159 (dad, ] = 36.2,
F)- 1-{Hl) 58 Bk He 05 R Opk-2- 56 T e A
RIE-2,6-

(C252375PA docx

111149135

FEHESE A0202

55306 H o It 344 FH(EEHEERAAE)

1123161888-0
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118 0 440.3 | 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.74 (s, | DIPEA > 3,3- _HE-2-&
Hm“‘ o 2H), 7.83(d,J =7.8 Hz, 1H), 7.72 (s, 1H), 7.63 (dd, J = | 2402 [4.5]5%-8- i Ecifip b
NH 7.8, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.55 —
o © 4.23 (m, 4H), 3.56 (s, 2H), 3.05 (s, 1H), 2.99 — 2.83 (m,
1H), 2.61 (d, J = 16.9 Hz, 1H), 2.46 — 2.31 (m, 1H), 2.02
. d,J =122 Hz, 4H), 1.76 (d, T = 8.0 Hz, 2H), 1.54 (s,
3;(5;((((5 ’8'}%)3 )3 '—fﬁ =2 (2H), 1.37 (d, JZ = 9.i Hz, 3%{), 1.18 (s, 6ZH) o : ¢
SR [4.5] 3%-8- D) B )
£5)- -l = B B 05 Uk -2- )
IRIE-2,6-
120 o 462.3 | 1HNMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.91 (s, | DIPEA > (1S,2R)-2-F &k
b@dN o 1H), 8.67 (s, 1H), 7.81 (d, J = 7.8 Hz, 1H), 7.69 (d, J = i Tl
N N 3.6 Hz, 1H), 7.66 —7.58 (m, 1H), 7.49 — 7.34 (m, 4H),
O-: g 7.36 —7.27 (m, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.64
0 (d,J=11.6 Hz, 1H), 4.54 — 4.41 (m, 2H), 4.36 (dd, J =
17.7, 2.5 Hz, 1H), 4.27 — 4.16 (m, 2H), 4.00 (s, 1H), 3.22
(s, 1H), 3.00 — 2.86 (m, 1H), 2.62 (d, J = 17.7 Hz, 1H),
e 2.49 - 2.34 (m, 1H), 2.17 (d, J = 14.0 Hz, 1H), 2.10 —
= bt
3-(-(((18,2R)-2-(F HF) 1.98 (m, 1H), 1.85 (d, J = 11.0 Hz, 1H), 1.78 — 1.63 (m,
LA M) AR - 1-HSE A 52 2H), 1.46 — 1.21 (m, 4H) o
05 [k -2- 5 R - 2,6-
121 0 436.2 | IHNMR (400 MHz, i [iZ-d4) § 7.88 (d, ] = 7.8 Hz, 1H), |I-16
H\/©:l</N o 7.70 (s, 1H), 7.67 —7.61 (m, 2H), 7.53 (d, ] = 2.0 Hz,
N NH 1H), 6.33 (t, J = 2.1 Hz, 1H), 5.19 (dd, J = 13.3, 5.2 Hz,
o 1H), 4.64 — 4.46 (m, 2H), 4.45 — 4.26 (m, 2H), 4.26 —
3.99 (m, 2H), 3.27 — 3.12 (m, 1H), 2.94 (ddd, J = 17.6,
NN 13.5, 5.4 Hz, 1H), 2.88 (s, 1H), 2.53 (qd, J = 13.2, 4.7 Hz,
= 1H), 2.33 — 2.11 (m, 2H), 2.11 — 1.91 (m, 4H), 1.68 (d, J
3-(5-((((1,3-)-3-((1H-AEL - =13.2 Hz, 1H), 1.40 (pd, J = 13.2, 3.4 Hz, 2H), 1.20 (q, J
1-56) B LB 2 B ik = 12.4 Hz, 1H), 1.13 - 0.95 (m, 1H) °
£5)- -l = B B 05 Uk -2- )
IRIE-2,6-
C252375PA docx % 307 E ’ ;t‘ 344 E(”?&‘?%Eﬁ%%)
111149135 FESHRIE A0202 1123161888-0
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=N ZREY)
(o]

W
(121a)

3-(5-((((1R,38)-3-((1 H- M 4-
15 A BR A A H
£5)- -l = B B 05 Uk -2- )
RILE-2,6- [

(121b)
3-(5-((((1R,38)-3-((1 H- M 4-
15 A BR A A H
£5)- -l = B B 05 Uk -2- )
RIE-2,6- _Fd

(C252375PA docx

111149135

FEHESE A0202

55308 B 0t 344 FH(EEHEERAAE)

1123161888-0
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122

3-(5-((((1,3-MI9)-3-((1 H-15 |14k~
155 U BRI
- 1A -2 5)
IRIE-2.6- A
=TI REY

[e]
(0]
(122a)

3-(5-((((1R,3S)-3-((1H-5] -
1B BHEDIR A ES) HH
A5)- 1-HI S5 AL 05 | LRIk -2- L)
RIE-2,6- _Fd
5

486.1

1H NMR (400 MHz, Hi-d4) § 8.25 (d, J = 1.0 Hz, 1H),
7.85(dd,J=7.9,0.7Hz, 1H), 7.72 (dt, J = 8.5, 1.1 Hz,
1H), 7.69 —7.47 (m, 3H), 7.33 (ddd, J = 8.8, 6.6, 1.1 Hz,
1H), 7.11 (ddd, J = 8.5, 6.6, 0.9 Hz, 1H), 5.18 (dd, J =
13.3, 5.2 Hz, 1H), 4.61 — 4.43 (m, 3H), 4.43 — 4.22 (m,
3H), 3.19 (tp. J = 8.0, 4.0 Hz, 1H), 2.93 (ddd, J = 17.7,
13.4,5.4Hz, 1H), 2.81 (ddd, J =17.6, 4.7, 2.4 Hz, 1H),
2.64 —2.38 (m, 1H), 2.28 — 2.12 (m, 1H), 2.12 - 1.92 (m,
3H), 1.74 (d, J = 13.1 Hz, 1H), 1.57 — 1.34 (m, 2H), 1.27
(q,J=12.1 Hz, 1H), 1.20 - 1.00 (m, 1H) -

I-17

(C252375PA docx

111149135

FEHESE A0202

55309 H o It 344 FH(EEHEERAAE)

1123161888-0
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(122b)
3-(5-((((18,3R)-3-((1H-5]mg-
1B BHEDIR A ES) HH
A5)- 1-HI S5 AL 05 | LRIk -2- L)
RILE-2,6- [

123

3-(1-fHIEEE-5-(((3R)-1-
(2,2.2- =& -1-FE LE)IRKIE-
3-F5 )W EL) B B ) 05 IWEIpR-2-
FIRIE-2,6-

515.3

1H NMR (400 MHz, DMSO-d6) 5 11.01 (s, 1H), 8.94 —
8.61 (m, 1H), 7.84 — 7.79 (m, 1H), 7.69 (s, 1H), 7.61 (dt,
J=7.9, 1.7 Hz, 1H), 7.49 — 7.36 (m, 5H), 5.14 (dd, J =
13.3, 5.1 Hz, 1H), 4.79 — 4.69 (m, 1H), 4.50 (d, ] = 17.6
Hz, 1H), 4.40 — 4.21 (m, 3H), 3.29 — 3.14 (m, 2H), 2.99 —
2.78 (m, 2H), 2.66 — 2.57 (m, 1H), 2.48 — 2.27 (m, 2H),
2.22 — 1.97 (m, 3H), 1.82 — 1.72 (m, 1H), 1.54 — 1.41 (m,
1H), 1.38 — 1.20 (m, 1H) °

I-18

126

462.3

1H NMR (400 MHz, DMSO-d6) § 11.00 (d, J = 12.0 Hz,
1H), 8.93 (s, 1H), 8.76 (s, 1H), 7.86 — 7.76 (m, 2H), 7.65
—7.55 (m, 2H), 7.49 — 7.30 (m, 5H), 5.14 (dd, J = 13.3,
5.1 Hz, 1H), 4.75 — 4.60 (m, 2H), 4.56 — 4.26 (m, 5H),
3.09 — 2.86 (m, 2H), 2.66 — 2.57 (m, 2H), 2.47 — 2.34 (m,
1H), 2.23 (dd, J = 44.9, 11.4 Hz, 2H), 2.07 — 1.92 (m,
1H), 1.71 (s, 2H), 1.51 — 1.07 (m, 2H) -

DIPEA » (1R,2R)-2-(*E4,
RO

(C252375PA docx

111149135

FEHESE A0202

55310 H - 3t 344 FH(EEHEERAAE)

1123161888-0
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3-(5-(((IR,2R)-2-(CF & )R
A A) D) 1- IS A R
05 | R -2 -5 MR IE-2,6- —FFH
127 o 386.3 | 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 9.13 (d, | (1R,2R)-2-FH & EL I8 2 iz
H\/©:/</N4§;>:O J=10.8 Hz, 1H), 8.82 (s, 1H), 7.82 (d,J = 7.8 Hz, 1H), | Eifizta
N NH 7.76 (s, 1H), 7.66 (dd, J = 7.9, 1.4 Hz, 1H), 5.14 (dd, T =
@ P 3 13.3, 5.1 Hz, 1H), 4.51 (dd, J = 17.7, 3.2 Hz, 1H), 4.42 —
‘0 4.30 (m, 3H), 3.33 (s, 3H), 3.28 (dd, T = 10.2, 4.3 Hz,
3-(3-((((1R,2R)-2-HE F1E = 1H), 2.99 — 2.82 (m, 2H), 2.62 (dt, J = 15.7, 2.9 Hz, 1H),
EDHEED D) -1 -] & B | 2.42 (qd, T = 13.2, 4.5 Hz, 1H), 2.26 — 2.13 (m, 2H), 2.02
I -2 -5 IR IE-2,6- i (dtd,J =11.3,4.6,4.1,1.6 Hz, 1H), 1.75 — 1.64 (m, 2H),
1.39 (tt, T=12.2, 6.3 Hz, 1H), 1.26 — 1.12 (m, 2H), 1.09 —
0.98 (m, 1H) °
131 0 384.3 | IHNMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.73 (d, | 3,3- ~HHEIE-1-§%
H\/CifN&O J=21.1 Hz, 2H), 7.83 (d, T = 7.8 Hz, 1H), 7.73 (s, 1H),
N NH 7.64 (dd, T =7.8, 1.4 Hz, 1H), 5.14 (dd, T =13.3, 5.1 Hz,
0 1H), 4.54 — 4.34 (m, 2H), 4.31 (t, J = 6.3 Hz, 2H), 3.22 (s,
1H), 2.93 (ddd, J = 17.2, 13.6, 5.4 Hz, 1H), 2.68 — 2.56
o0 o s B
) L) 16, 2L AR L 208~ o8 tm 1. 1.85(d, ) = 124 e, 1D, 1.0 (d,
= 3 ~ =13.8 Hz, 1H), 1.39 (dd, J = 35.1, 13.6 Hz, 2H), 1.27 —
22 IRIE-2.6- 1.03 (m, 3H), 0.97 (s, 3H), 0.88 (s, 3H) -
132 0 382.2 | 1H NMR (400 MHz, DMS0-d6) § 11.01 (s, 1H), 8.79 (s, | UZ[2.5]3%-7-HEafistE
HmN & o 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.72 (s, 1H), 7.63 (dd, T =
N NH 7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.54 —
0 4.33 (m, 2H), 4.30 (t, J = 6.2 Hz, 2H), 3.14 (s, 1H), 3.01 —
2.85 (m, 1H), 2.61 (d, J = 17.0 Hz, 1H), 2.40 (td, J = 13.2,
ORISR S e 0 B0 a2
FEHEES) AL F 05 | UEIfR-2- 5 4,28 Bz, 1), 179 (1, =119 Fz. 2H). 168 - 1.57
= = S (m, 1H), 1.38 (t, J = 11.3 Hz, 3H), 0.83 (d, J = 13.2 Hz,
IRIE-2,6- B 1H), 0.37 (dd. ] = 8.6, 5.9 Hz, 2H). 0.29 — 0.20 (m, 2H) -
C252375PA.docx % 311 Ei ’ ;t‘ 344 E(’ég‘?ﬁﬂﬁﬁﬁﬂé)
111149135 FREIRSE A0202 1123161888-0
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133 0 410.3 | IHNMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.69 (d, | iZ[4.5]3%-9-}xEafsEE
HV@&N$O J=18.7 Hz, 2H), 7.83 (d,J=7.8 Hz, 1H), 7.72 (d, T = 7.5
N N Hz, 1H), 7.66 — 7.62 (m, 1H), 5.14 (dd, J = 13.3, 5.2 Hz,
J 1H), 4.54 — 4.40 (m, 2H), 4.33 (q, ] = 6.5, 5.7 Hz, 2H),
3.21-3.02 (m, 1H), 2.93 (ddd, J = 18.1, 13.5, 5.4 Hz,
1H), 2.82 (d, J = 16.9 Hz, 1H), 2.69 — 2.58 (m, 2H), 2.40
3-(1-{H & EE-5-((UE[4.5]15%-7- —2.29 (m, 1H), 2.22 — 1.97 (m, 2H), 1.92 (d, J = 12.1 Hz,
LR ) EE ) B IR - 2- 5L ) 1H), 1.70 (d, J = 13.3 Hz, 1H), 1.58 (d, ] = 4.7 Hz, 5H),
MELE-2,6- inIL)S —1.22 (m, 5H), 1.15(td, J=12.4, 12.0, 3.6 Hz,
134 o 410.2 | 1H NMR (400 MHz, H[i5-d4) § 7.92 (d, = 7.8 Hz, 1H), | (1S.2S.3S.5R)-2,6,6-— H
H\/@dN&O 7.79 (s, 1H), 7.78 = 7.66 (m, 1H), 5.20 (dd, J = 13.3, 5.1 | EL[&E-3-z
7@/ JNH Hz, 1H), 4.68 — 4.51 (m, 2H), 4.51 — 4.36 (m, 2H), 3.61
(dt, J = 10.2, 6.1 Hz, 1H), 3.05 — 2.88 (m, 1H), 2.81 (ddd,
- J=178,48,2.4Hz, 1H),2.73 - 2.61 (m, 1H), 2.61 -
(s 2283@5;%656: o 2.40 (m, 2H), 2.28 - 2.17 (m, 2H), 2.12 (it, ] = 5.8, 2.9
PSR DT TS Hz, 1H), 1.97 (ddq, J = 11.8, 5.8, 2.5 Hz, 2H), 1.31 (s,
EIR(3. 11 PE-3-F0) A H 3H), 1.26 (d, ] = 7.1 Hz, 3H), 1.17 (d, J = 10.4 Hz, 1H),
AL B | WEIR-2-FD) IRIE - 2,6 1.02 (s, 3H) ©
-
139 0 410.2 | 1H NMR (400 MHz, HH[iZ-d4) § 7.93 (dd, J = 7.9, 0.7 Hz, | (1R,2R,3R.,5S)-2,6,6- = H
Hm“iﬁ 1H), 7.81 — 7.76 (m, 1H), 7.76 — 7.70 (m, 1H), 5.20 (dd, J | EL#TE-3-H
e =13.3, 5.2 Hz, 1H), 4.67 — 4.52 (m, 2H), 4.52 — 4.36 (m,
2H), 3.62 (dt, J = 10.1, 6.1 Hz, 1H), 2.94 (ddd, J = 17.6,
- 13.5, 5.4 Hz, 1H), 2.81 (ddd, J = 17.7, 4.7, 2.5 Hz, 1H),
(IR ;i{(lﬁ”;%'g 6. 2.65 (dd. J = 13.5, 10.8 Hz, 1H), 2.60 — 2.44 (m, 2H),
ARSI, T 2.32 -2.16 (m, 2H), 2.12 (dd, J = 5.7, 2.8 Hz, 1H), 2.05 —
EEEIR(3.1.1]PE-3-Fo )l ) H 1.83 (m, 2H), 1.32 (s, 3H), 1.29 (s, 2H), 1.17 (d, J = 10.4
) SIS | LRIFR-2 -5 MK IE - 2,6- Hz, 1H), 1.02 (s, 3H) -
-
C252375PA.docx % 312 Ei ’ ;t‘ 344 E(’ég‘?ﬁﬂﬁﬁﬁﬂé)
111149135 FEH5E A0202 1123161888-0
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140

o]
0
3-(5-((4.4-“HEBCE)HE

L) FH B )- 1 (A48 B N5 DR Ipf -
2-F5)IRIE-2.6-_fH

384.2

1H NMR (400 MHz, HH[fZ-d4) § 7.91 (dd, J = 7.9, 0.7 Hz,
1H), 7.74 (d,J = 1.5 Hz, 1H), 7.71 (s, 1H), 5.20 (dd, J =
13.3, 5.2 Hz, 1H), 4.66 — 4.45 (m, 2H), 4.39 (s, 2H), 3.14
(tt, J=11.8,4.1 Hz, 1H), 2.94 (ddd, J =17.6,13.5,5.4
Hz, 1H), 2.81 (ddd, J =17.6,4.7, 2.4 Hz, 1H), 2.53 (qd, J
=13.2,4.7 Hz, 1H), 2.21 (dtd, J = 12.9, 5.3, 2.4 Hz, 1H),
2.05(t,J=7.7 Hz, 3H), 1.65 (ddd, J =29.8, 15.1, 11.2
Hz, 5H), 1.37 (td, J = 13.5, 3.8 Hz, 2H), 1.02 (s, 3H),
1.00 (s, 3H) -

44-CHEIRC-1-H

141

3-(5-((EERR[2.2. 1] BE-1- A5z
L) FH B )- 1 (A48 B N5 DR Ipf -
2-F5)IRIE-2.6-_fH

368.3

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 9.34 (s,
2H), 7.87 — 7.81 (m, 1H), 7.76 (s, 1H), 7.67 (dd, ] = 7.9,
1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.56 — 4.34
(m, 2H), 4.31 (dd, J = 8.2, 4.9 Hz, 2H), 2.93 (ddd, J =
17.3, 13.6, 5.4 Hz, 1H), 2.66 — 2.56 (m, 1H), 2.48 — 2.35
(m, 1H), 2.25 (s, 2H), 2.03 (ddd, J = 10.4, 5.3, 2.7 Hz,
1H), 1.91 — 1.65 (m, 4H), 1.62 (s, 2H), 1.45 (t, J = 9.9 Hz,
2H) o

DIPEA - [£57-1 - B

142

3-(5-((4-GE B EERR[2.2.1]
BE-1-F) g 55 FH ED)- 1 -1 E A
NG| WEIR-2-F5) IR IE -2,6-

398.3

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 9.30 (s,
1H), 7.83 (d,J =7.8 Hz, 1H), 7.75 (s, 1H), 7.66 (dd, J =
7.8, 1.4 Hz, 1H), 5.14 (dd,J =13.3, 5.1 Hz, 1H), 4.54 -
4.35 (m, 2H), 4.29 (dd, J = 8.3, 4.6 Hz, 2H), 3.43 (s, 2H),
3.01 —2.84 (m, 1H), 2.68 — 2.56 (m, 1H), 2.44 (td, J =
13.2,4.5 Hz, 1H), 2.03 (dp, J = 10.5, 3.2 Hz, 1H), 1.90
(d, J=12.0 Hz, 2H), 1.85 — 1.64 (m, 5H), 1.56 (s, 2H),
1.38 (d, J =10.6 Hz, 2H) -

DIPEA - (4-#7Ak[EIR-1-
) HIE

143

384.3

1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 9.15 (s,
2H), 7.82(d,J =7.8 Hz, 1H), 7.74 (s, 1H), 7.65 (dd, J =
7.9,1.4 Hz, 1H), 5.14 (dd, J =13.3, 5.1 Hz, 1H), 4.54 —
4.33 (m, 2H), 4.21 (t, J = 6.3 Hz, 2H), 3.00 — 2.86 (m,
1H), 2.66 — 2.57 (m, 1H), 2.40 (td, J = 13.3, 4.5 Hz, 1H),

DIPEA - 5-JaELfETR-1-I%

o 2.15-2.08 (m, 2H), 2.03 (ddd, ] = 9.6, 5.4, 2.7 Hz, 1H),
C252375PA docx % 313 Ei ’ ;t‘ 344 E(’é&‘?%%ﬁ%%)
FEH5E A0202 1123161888-0

111149135
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3-(5-(((5-FLELEEIR(3.1. 1] B&-
1) k) 55)- 1 -(HI R AL
15| bR -2- ) IR 1 -2,6-

1.97 - 1.84 (m, 4H), 1.84 - 1.74 (m, 2H), 1.72 (d, J = 6.6
Hz, 2H) -

144

L 3-(((2-(2,6- IS AR

Mg -3- %) - 1- I S5 B NG [ AR

5-F) A E)-1-H A T
Wi-1-F2 1% B

428.3

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.89 (s,
2H), 7.83 (d, J = 7.8 Hz, 1H), 7.75 (s, 1H), 7.66 (dd, J =
7.8, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.56 —
4.27 (m, 4H), 3.62 (d, J = 2.2 Hz, 3H), 3.18 — 3.04 (m,
1H), 2.93 (ddd, J = 19.0, 12.3, 4.1 Hz, 1H), 2.67 — 2.57
(m, 1H), 2.47 — 2.35 (m, 1H), 2.14 — 1.99 (m, 4H), 1.74
(d,J=10.8 Hz, 1H), 1.32 — 1.07 (m, 7H) °

DIPEA » HHEL 3-fzst-1-H
A BT G R

145

3-(5-((IR2R)-2-(2- G )

BT ) ) - 1)

5 L IR - ) DR 2,6
—

496.3

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.99 (s,
1H), 8.75 (s, 1H), 7.80 (d, T = 7.8 Hz, 1H), 7.65 (d, J =
3.2 Hz, 1H), 7.64 — 7.52 (m, 2H), 7.51 — 7.42 (m, 1H),
7.43 -7.31 (m, 2H), 5.14 (ddd, J = 13.3, 5.1, 1.6 Hz, 1H),
475 (d, T = 12.3 Hz, 1H), 4.59 (dd, J = 12.3, 5.2 Hz, 1H),
4.46 (dd, J = 17.5, 9.7 Hz, 1H), 4.40 — 4.27 (m, 3H), 3.71
~3.61 (m, 1H), 3.06 (s, 1H), 3.00 — 2.86 (m, 1H), 2.66 —
2.57 (m, 1H), 2.49 — 2.34 (m, 1H), 2.35 — 2.26 (m, 1H),
2.19 (d, J = 12.7 Hz, 1H), 2.06 — 1.98 (m, 1H), 1.72 (s,
2H), 1.50 — 1.40 (m, 1H), 1.29 — 1.11 (m, 3H) -

DIPEA > (IR,2R)-2-((2-5
TEREHEC-1-H

(C252375PA docx

111149135

FEHESE A0202

55314 H o 344 HEEHEERAAE)

1123161888-0
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146 0 476.4 | 1HNMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.79 (s, | DIPEA » (1R,3S)-3-((F&,
b@é o 2H), 7.82(d,J =7.8 Hz, 1H), 7.73 (s, 1H), 7.64 (dd, J = | E0)HE) BB -1
N NH 7.8, 1.4 Hz, 1H), 7.41 — 7.25 (m, 5H), 5.14 (dd, J = 13.3,
o 5.1 Hz, 1H), 4.53 —4.26 (m, 6H), 3.39 — 3.25 (m, 2H),
3.12 (s, 1H), 2.99 — 2.86 (m, 1H), 2.67 —2.57 (m, 1H),
o 2.42(dd,J =13.2, 4.6 Hz, 1H), 2.23 (d, ] = 12.1 Hz, 1H),
2.15 (s, 1H), 2.02 (ddd, J = 10.8, 5.7, 3.4 Hz, 1H), 1.83
FoqRI SRS || (1M I @R L
%E‘eﬂﬁlﬂ—’%ﬂ$$ 2- ﬁé)ﬂfﬂm 2 6— R
147 384.3 | 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.50 (s, | DIPEA » 1.4- " HEES
m 2H), 7.84 (d,J = 7.8 Hz, 1H), 7.76 (s, 1H), 7.68 (dd. J = | prazifip
7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.55 —
4.34 (m, 2H), 427 (t, ] = 6.4 Hz, 2H), 2.93 (ddd, J = 17.8,
3'(5'(((1,4'_$%£ﬁ5%)ﬁﬁ' 13.5, 5.3 HZ, IH), 2.62 (d, J = 17.7 HZ, IH), 2.48 - 2.34
) B )] L S (m, 1H), 2.08 — 1.98 (m, 1H), 1.92 (dd, J = 12.4, 7.6 Hz,
= [\[jz“i/; R 2H), 1.71 — 1.51 (m, 6H), 1.39 (s, 4H), 0.94 (d,] = 6.7
2-FO)IRIE-2,6- Hz, 3H) °
148 0 384.3 | 1H NMR (400 MHz, DMSO-d6) 5 11.01 (s, 1H), 8.69 (d, | DIPEA > (1R,2S)-2-7. E:¥5
b@f” o J=84.5Hz, 2H), 7.83 (d,J=7.8 Hz, 1H), 7.76 (s, 1H), | S pxeapsts
N N 7.67 (dd, T =7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
CQ/ S 1H), 4.54 — 4.21 (m, 4H), 3.18 (d, J = 4.1 Hz, 1H), 2.93
- (ddd, T =17.1,13.6, 5.4 Hz, 1H), 2.62 (d, T = 17.2 Hz,
3-G-(((IR 28)-2- ZEFRT [H), 2.47 - 2.34 (m, 1H), 2.03 (ddd, J = 9.6, 5.4, 2.7 Hz,
FOME AL HEED)- 1 - (R S B kg 1H), 1.93 (s, 1H), 1.83 (d, J = 12.7 Hz, 1H), 1.75 (s, 2H),
IR -2 - 55 R E- 2,6- 1.53 (t,T=11.9 Hz, 1H), 1.36 (td, T = 16.2, 14.8, 10.2
Hz, 6H), 0.89 (1, J = 7.2 Hz, 3H) -
€252375PA.docx % 315 Ei 344 E(éﬁé%”\%i)

111149135
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149

3-(5-(IR,2R)-2- ZAIE
FOMEEL) AR -1l AL 505
IR -2 -0 IR IE - 2,6- i

384.3

1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.87 (s,
1H), 8.51 (s, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.77 (s, 1H),
7.68 (dd, J =7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz,
1H), 4.55 — 4.23 (m, 4H), 3.00 — 2.76 (m, 2H), 2.62 (d, J
= 17.2 Hz, 1H), 2.49 — 2.33 (m, 1H), 2.15 — 1.97 (m, 2H),
1.85 (d, J = 13.0 Hz, 1H), 1.74 (d, J = 8.9 Hz, 1H), 1.62
(d,J=5.1 Hz, 1H), 1.50 (q, J = 10.0 Hz, 2H), 1.33 - 1.10
(m, 4H), 1.02 (q, J = 11.8, 10.6 Hz, 1H), 0.83 (td, J = 7.3,
1.4 Hz, 3H) -

DIPEA > (IR,2R)-2- 7%
BT

(C252375PA docx

111149135

FEHESE A0202

55316 H o I 344 FH(EEHEERAAE)

1123161888-0
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ERF14 - BHI93 -
NH; HCl
0 i
o e
NZ H@N o)
NH O
@) Cs,C05, DMF, 65°C
I 193
BE193 = 93() RO ()R A
0 O
s : :
i e | 23¢e)

p—

N

[0400]  (1,3-52)-3-(((2-(2,6- — IS ELDRIE-3-55)- 1 - S EL 15| R -5-55)
FREDREE)BROE-1-HIE (FB193) - #53-(5-(RHE)- -l EZ R0 IWEH-2-55)
DRHE-2,6- (20 mg, 0.07 mmol)Ff#FYDMF (1 mL)HalfiAvin(l,3-5)-3-fE AR
Cke-1-FHRE ERREER(17 mg, 0.102 mmol) Kl f%#E(45 mg, 0.14 mmol) ° R JEIR
EYHES CINEAK - #EE R LA A 220 - FIDMSOMGEE ~ #B)E - #E
RP-HPLC{L (il - MeCNIKESRE » HH0.1% TFA) LIEH 2 =@ L%
EI > Y (EH93) - ES/MS: 381.1 (M+H") - 'H NMR (400 MHz, DMSO-
d6) 8 11.01 (s, 1H), 8.87 (d, J = 27.0 Hz, 2H), 7.84 (d, ] = 7.8 Hz, 1H), 7.74 (s, 1H),

7.65(d,J =79 Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.56 — 4.31 (m, 4H), 3.00 -

2.87 (m, 2H), 2.63 (t, J = 15.4 Hz, 1H), 2.47 — 2.28 (m, 2H), 2.18 (d, J = 12.2 Hz,
C252375PA docx % 317 Ei ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)
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1H), 2.07 — 1.98 (m, 1H), 1.84 (d, J = 10.8 Hz, 2H), 1.76 — 1.62 (m, 1H), 1.60 — 1.32
(m, 3H) - EFIIEHTIIZE8EY) - BHI93(@) : (1R,3R)-3-(((2-(2,6- _IEFEIK

g -3-7)- 1~ S8 AR FE S ILRIM-5-85) A B A BR C e 1- RS R B A193(b)
(18,38)-3-(((2~(2,6- I sm L IRIE-3-55)- 1 -l 55 Fng | Wi 5-5) FHED e B)FR 2
fre-1-H g

[0401]  NHIEBIAEFARFL4P AT — ORI - HERY TR
11 - & TRUBELLTER] - (ER SRR 14 T Frill 2 — A FETEB Rk -
HAERINZHE—WMTEER "R EE © ARBBGERM R, -

C252375PA docx % 318 Ei ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)
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#11.
¢l &1 ES/MS TH-NMR BT 14 288 :
‘ m/z A EIARIFELEA R
o) 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.71 | (R)-ZEE&[2.2.2]3%-2-} g
(d.J=73.4 Hz, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.76 (s, | ik
H N 0 1H), 7.68 (dd, T=7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3,
NH 5.1 Hz, 1H), 4.55 — 4.34 (m, 2H), 4.30 (t, J = 6.0 Hz,
94 0 382.1 | 2H), 2.93 (ddd, J =18.0, 13.6, 5.4 Hz, 1H), 2.63 (t,J
- - =15.1 Hz, 1H), 2.47 - 2. , 1H), 2.10 — 1.94 (m,
3.(5-((((R)-EEIB[2.2.2] 3-2-E0 iz 2H)5 Lol ( l)H 7-2.30 (m, 1H), 2.10 = 1.94 (m
il o , 1.91 (s, 1H), 1.79 (t, J = 10.3 Hz, 1H), 1.67 (s,
2 8- 1-RUISEA SR V-2 -4) 1H), 1.64 — 1.49 (m, 3H), 1.44 (q, J = 11.6 Hz, 4H)
MRIE-2,6- —fF
o) 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.85 | (S)-ZEE8[2.2.2]3%-2- i
(s, 1H), 8.67 (s, 1H), 7.83 (d, J= 7.8 Hz, 1H), 7.77 (s, | jizk
H N&O 1H), 7.68 (dd, T=7.9, 1.4 Hz, 1H), 5.14 (dd, J = 13.3,
NH 5.1 Hz, 1H), 4.56 —4.34 (m, 2H), 4.30 (t, ] = 6.0 Hz,
95 0 382.2 | 2H), 3.30 (s, 1H), 3.01 — 2.86 (m, 1H), 2.62 (d, J =
- . 17.4 Hz, 1H), 2.42 (dd, J = 13.1, 4.5 Hz, 1H), 2.08 —
_(5- _fEtE o
3-6-((S) Xff[z'z'z]éiz Fhz 1.87 (m, 2H), 1.80 (t, J = 10.3 Hz, 1H), 1.71 — 1.53
MRIE-2,6- —fF
o) 1H NMR (400 MHz, DMSO-d6) § 11.01 (s, 1H), 8.85 | (1,3-l8)-3-fELactie-1-
(s, 2H), 7.83 (d, J = 7.8 Hz, 1H), 7.74 (s, 1H), 7.65 e T M B i
N N&" (dd, T =79, 1.4 Hz, 1H), 7.33 (s, 1H), 6.86 (s, 1H),
96 S NH 399.2 | 5.14(dd,J = 13.2, 5.1 Hz, 1H), 4.56 — 4.24 (m, 4H),
3.12 (s, 1H), 3.00 — 2.86 (m, 1H), 2.61 (d,J = 17.4
Hz, 1H), 2.46 — 2.32 (m, 1H), 2.16 (dd, J =29.5, 154
O™ 'NH; Hz, 2H), 2.07 — 1.96 (m, OH), 1.91 — 1.70 (m, 3H),
C252375PA docx % 319 Ei ’ ;t‘ 344 E(’é&‘?%%ﬁ%%)
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(1,3-MI80)-3-(((2-(2,6- (A= EIRIE
-3-F5)- 1-fHI S 2R S5 | LRIAR- 5-5) FH
MR O - 1740z

=N ZREY)
O
H N 6]
@)
O™ "NH,
96(a)

(1S,3R)-3-(((2-(2.6- _ IS ANRIE
-3-F5)- 1-fHI S 2R S5 | LRIAR- 5-5) FH
BN R C - 1-74 Tk

S
07 “NH,

96(b)
(IR.38)-3-(((2-(2.,6- I EIRLE
-3-F5)- 1-fHI S 2R S5 | LRIAR- 5-5) FH

MR O - 1740z

1.48 (q,J= 11.9 Hz, 1H), 1.28 (q.J = 14.1, 12.5 Hz,
4H)

(C252375PA docx

111149135

FEHESE A0202

55320 F ot 344 FH(EEHEERAAE)
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97

0 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.80 | ((1,3-57)-3-H&5k38 O k) HH
—8.63 (m, 2H), 7.82 (d, J = 7.8 Hz, 1H), 7.75 (s, IH), | p5apsts
N Nﬁo 7.69—7.61 (m, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H),

OH
3-(5-((((1,3-F)-3-(EHA) R T
FOHEEL) FHER)- 1 S8 AL L5 LR
-2-F5)IRIE-2.6-fH
=TI REY]

97(a)
3-(5-((IR,3R)-3-GRH AR
FoME AL ) FEED)- 1 - (R S5 L L 05 DIk
-2-ED)IRIE-2,6- —fH

386.2

4.55 —4.25 (m, 4H), 3.32 (dd, ] = 6.8, 2.9 Hz, 1H),
2.93(ddd, J =17.9, 13.6, 5.4 Hz, 1H), 2.62 (d, ] =
17.1 Hz, 1H), 2.47 — 2.35 (m, 1H), 2.07 — 1.97 (m,
1H), 1.94 — 1.76 (m, 3H), 1.72 — 1.54 (m, 3H), 1.53 —
1.31 (m, 3H) *

5
0]
H\V/J[:::I:jgN ©
0
OH
97(b)
€252375PA docx % 321 Ei ’ ;t‘ 344 E(”?&‘?%Eﬁ%%)
FEH5E A0202

111149135
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3-(5-((((18,38)-3-GRHE)IRCA)
W) B R ) - 1 - 4 A 5 | - 2-
B)IRIE-2.6-
103 o 446.3 | 1H NMR (400 MHz, DMSO-d6) § 11.00 (d,J =5.6 | 4-FHE 4 SEETET 117
”@N o Hz, 1H), 8.71 (d, J = 93.4 Hz, 2H), 7.79 (d, T = 7.8
N NH Hz, 1H), 7.67 (d, J = 6.7 Hz, 1H), 7.57 (d, J = 7.7 Hz,
© 1H), 7.33 (dd, J = 15.1, 7.5 Hz, 1H), 7.21 (1, ] = 7.2
Hz, 1H), 5.18 — 5.08 (m, 1H), 4.55 — 4.29 (m, 3H),
e by P~ 42 ,J = 0. H,2H, 14 ,2H,22 . J =
3-(5-(4- I E AR T A 2(d, ] =66 Hz, 2, 3.14 (s, 2H), 2.92 (ddd, 1
= < 18.5, 13.6, 5.5 Hz, 1H), 2.69 — 2.56 (m, 1H), 2.43 (d,
2 ) - 1R A F25 VR -2-45) J=13.5 Hz, 2H), 1.98 (td, J = 21.3, 13.1 Hz, 4H),
IRPE-2.6- B 1.85 — 1.60 (m, 2H), 1.48 (1, J = 13.5 Hz, 2H), 1.33 (1,
J =123 Hz, 1H), 1.10 (s, 3H) -
128 o) 4242 | 1H NMR (400 MHz, DMSO-d6) 6 11.01 (s, 1H), 8.85 | (IR,3R)-3-(= & HE)ED
(s, 2H), 7.84 (d, I = 7.8 Hz, 1H), 7.77 (s, 1H), 7.68 i
§ N&O (dd,J =79, 1.4 Hz, 1H), 5.14 (dd, ] = 13.3, 5.1 Hz,
g NH 1H), 4.51 (d, J = 17.5 Hz, 1H), 4.44 — 426 (m, 3H),
3.46 (s, 2H), 2.93 (ddd, J = 17.3, 13.6, 5.4 Hz, 1H),
2.76 (dd, J = 11.5, 6.8 Hz, 1H), 2.67 — 2.58 (m, 1H),
FeF 2.41 (td, J = 13.2, 4.5 Hz, 1H), 2.07 — 1.88 (m, 3H),
FHED IR OB &S ) HE D) L 09 U Ik
-2-FH)IRIE-2,6- [
=TFIZREY
O
H N (0]
(0]
FIF
F
252375PA.docx % 322 Ei ’ ;t‘ 344 E(”?&‘?%Eﬁ%%)
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(128a)
3-(1-fIEE-5-(IR.3R)-3-(=#,
FH L BR O A e k) FH B85 5405 | DRIk

-2-F5)IRIE-2.6-fH

(128b)
3-(1-HIEE-5-((((18.,35)-3- (=4
FH L BR O A e k) FH B85 5405 | DRIk
-2-F5)IRIE-2.6-fH

C252375PA docx % 323 Ei ’ ;t‘ 344 E(’é&‘?%%ﬁ%%)
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215 > FHI98 -

{cis)

H;
1 \@\IBOC 0
O
DMF, 55C H N O
N 0 HN NH
Cl NH @]
-3 ©

2. TFA, DCM
HH98

BEHI98 = 98(a) 5L 98(D)EVIR AW

e e

98(3) ga(b)

[0402] ZPBR1 - =K T £:(1,4,6-NF)-6-(((2-(2,6- — IS HELIRNE-3-5)-
1-{Rll & B RS DRI 5 ) R B Mt G ) - 2- AR B B [ 2. 2. 11 B - 2- 7RI - 7713 (60
mg, 0.21 mmol)JEfE S DMF (2 mL)H A flrel- =4k T £ (1R 4R,6R)-6-f&4-2- 5
FEEEIR[2.2. 11500 2-FR FERS(87 mg, 0.41 mmol) - RS IER S PI(ESS C T IIES
& - AR LA E 200 ~ R L8 JFE(x2)ZEHT - & 0F 2 A
FIZK ~ BZKORHR ~ 52KR(NapSOy) ~ NUR4E - BEErPIR R ER2 -

[0403]  ZPER2 : BHE3-(5-((((1,4,6-F)-2-FHEEETR( 2. 2. 1] 5E-6-F) i E) R

B)-1-{Ul S F 05| URI-2-F0) URIE-2,6-—Fi (BHI98) - KiRel- =R T 2

(18,4S,63)-6-(((2-(2,6- Al sFARNRNE-3-55)- 1 -l 5 A FE N3 IRk 5 -2 FH B B ) -
2-FUREREER(2.2. 11 BENE-2- PR B S (77 mg, 0.16 mmol IR — ZH (2 mL) il

NI =7 L 1%(0.25 mL, 3.3 mmol) - R EESYITZ R NEFE/NE - 2188
C252375PA docx % 324 Ei ’ ;t‘ 344 E(éﬁ%% E-RE%%)
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HAFEZE RS ~ 7BEEDMSOM ~ s » HFEMRP-HPLCA{E (AR
MeCN/KESE - BH0.1% TFA) DEHE =# LMEPAZEY) (EBI98) -

ES/MS: 369.2 (M+H") - '"H NMR (400 MHz, DMSO-d6) $ 11.00 (s, 1H), 7.78 (d, J

=7.8 Hz, 1H), 7.70 (s, 1H), 7.62 (d, ] =7.8 Hz, 1H), 5.13 (dd, J = 13.3, 5.1 Hz, 1H),
4.52 — 4.28 (m, 2H), 3.76 (s, 2H), 3.08 (s, 2H), 2.93 (ddd, J = 17.8, 13.6, 5.4 Hz,

1H), 2.68 — 2.57 (m, 2H), 2.45 — 2.31 (m, 1H), 2.16 — 1.94 (m, 3H), 1.82 (d, J = 11.3
Hz, 1H), 1.71 (d,J = 11.2 Hz, 1H) o

BiF16 - EHI150

AEjNHZ-HC
0
T e e Yy T e
cl
NH DMF
o)
-3

mw, 150 °C
HHI150

[0404]  3-(5-((1-FRPAEER CA0) Brhs) FH &) -1 -8 A F205 DR Ipk- 2- 25 Uk
BE-2,6-—F (BHI150) o #1-3 (50.0 mg, 0.17 mmol)iAfEADMF (1.5 mL)H iR
AN -ERN AR CREHC (90 mg, 0.51 mmol) » 5 HERE S PIE RO BRST M E150 C
NANERAS 8 - AR 2 1% R RS YIE S E AN iR B S
RP-HPLCE#40(E (R - MeCNIKRERE » BA50.19% TFA) BIEHE =4
Z it =Y (BH1150) o ES/MS: 396.1 (M+H*) « 'H NMR (400 MHz, H

f£-d4) 8 7.92 (dd, J=17.9,0.7 Hz, 1H), 7.84 — 7.75 (m, 1H), 7.71 (dd,J =7.9, 1.5

C252375PA.docx % 325 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)

111149135 FEHESE A0202 1123161888-0
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Hz, 2H), 5.20 (dd, I = 13.4, 5.2 Hz, 1H), 4.67 — 4.34 (m, 4H), 2.94 (ddd, J = 17.6,
13.5,5.4 Hz, 1H), 2.81 (ddd, J = 17.6, 4.7, 2.4 Hz, 1H), 2.53 (qd, J = 13.2, 4.7 Hz,

1H), 2.21 (dtd, J = 12.9, 5.4, 2.4 Hz, 1H), 1.86 — 1.44 (m, 9H), 1.17 (tt,J = 8.4, 5.6
Hz, 1H), 0.99 — 0.82 (m, 2H), 0.82 — 0.64 (m, 2H) °

[0405]  NHIEBIAEFARFL6M ATl — MR R - HERY TR
1200 o B TEUBELUTER - (LA ERF16 il ~ — A RV BI AR
HAERI2ZZ g — M atll T P16 2 B8 « AFEARGEAMEL ) - Fridhiin
T B T R B A 2 R P16 2 WIS R LA AT R LA N a2 F
[ElEE AP R A -

C252375PA.docx % 326 Ei ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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F12.
B 16 2 8 .
0| o ES/MS 'H-NMR - .
m/z A EIRAE EEEAHE
151 0 356.0 | 1H NMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 8.96 (d, J = | 1-HHELEE Ly tafis
6.7 Hz, 2H), 7.82 (d, J = 7.8 Hz, 1H), 7.76 (s, 1H), 7.67 (dd, J
H N 0 =7.8,1.4Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 (d, J =
N NH 17.6 Hz, 1H), 4.41 — 4.24 (m, 3H), 3.00 — 2.86 (m, 1H), 2.67 —
o) 2.56 (m, 1H), 2.51 — 2.35 (m, 1H), 2.08 — 1.94 (m, 1H), 1.97 —
1.87 (m, 2H), 1.81 — 1.62 (m, 6H), 1.42 (s, 3H) -
3-(5-(((1-FHEZR R B W ED) B -1-
{HI 48 B S 05| RpR-2- 25 ) RIE-2,6- R
152 o 460.2 | 1H NMR (400 MHz, H[i2-d4) § 7.94 (dd, T =7.9, 0.7 Hz, 1H), | 1-Q-%EE7&)EE
778 (d,J=1.3Hz 1H), 7.73 (dd, T =7.9, 1.5 Hz, 1H), 7.41 — | jiafsts
§ N o) 7.30 (m, 4H), 7.25 (ddt, J = 7.7, 6.1, 1.7 Hz, 1H), 5.20 (dd, J =
NH 13.3, 5.2 Hz, 1H), 4.66 — 4.46 (m, 2H), 4.42 (s, 2H), 2.94 (ddd,
o J=17.6,13.5,5.4 Hz, 1H), 2.81 (ddd, J = 17.6, 4.7, 2.5 Hz,
1H), 2.77 - 2.63 (m, 2H), 2.53 (qd, J = 13.2, 4.7 Hz, 1H), 2.32
3-(1-HIEE-5-(1-K AR O E)IE —2.09 (m, 6H), 1.92 — 1.51 (m, 6H), 1.38 (q, J = 12.7, 11.8 Hz,
#) F RS FLI5 DRI -2- B IRIE-2,6- — 1H) -
el
153 0 450.1 | 1H NMR (400 MHz, HiZ-d4) § 7.89 — 7.72 (m, 3H), 7.51 — 1-4-FEER s
F y 743 (m, 1H), 7.43 — 7.24 (m, 2H), 5.16 (dd, J = 13.3, 5.2 Hz,
N Nﬁo 1H), 4.60 — 4.34 (m, 2H), 3.95 (s, 2H), 2.98 — 2.84 (m, 3H),
4 2.80 (ddd, J = 17.6, 4.7, 2.4 Hz, 1H), 2.50 (qd, J = 13.2, 4.7 Hz,
1H), 2.18 (did, J = 12.9, 5.3, 2.4 Hz, 1H), 1.96 (1d, ] = 12.9, 3.4
C252375PA.docx % 327 Ei ’ ;t‘ 344 E(’é&‘?%%ﬁ%%)
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3-(5-(((1-(4-FFENER C A &)
55)-1-{HI S B BA05 | WEIRR - 2- B IR E -
2,6- [

Hz, 2H), 1.86 (d, J = 13.8 Hz, 2H), 1.72 (d, J = 12.1 Hz, 1H),
1.38 (h, 7= 12.0, 11.6 Hz, 3H) *

154

O
~
NH
0O

3-(5-(I-(HEEAHEECEOIEEL)
FHEL)- 1 (Bl 55 S5 | IR -2 - B IR e -

400.2

1H NMR (400 MHz, H[i5-d4) 7.90 (d, J = 7.9 Hz, 1H) 7.72 (s,
1H), 7.66 (dd, J =7.9, 1.4 Hz, 1H), 5.19 (dd, J = 13.3, 5.2 Hz,
1H), 4.67 — 4.42 (m, 2H), 4.30 (s, 2H), 3.79 (s, 2H), 3.54 (s,
3H), 2.94 (ddd, J = 18.5, 13.5, 5.4 Hz, 1H), 2.81 (ddd, J = 17.7,
4.7,2.4 Hz, 1H), 2.53 (qd. J = 13.2, 4.7 Hz, 1H), 2.29 - 2.11
(m, 3H), 1.86 — 1.73 (m, 3H), 1.69 — 1.44 (m, 4H), 1.44 — 1.27
(m, 1H) -

I-(HEEREERD

i

2

3

2.,6-_HH
C252375PA docx % 328 Ei ’ ;t‘ 344 E(’é&‘?%%ﬁ%%)
FEH5E A0202 1123161888-0
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BFE17 » BHI155

N
Boc

b B g

OED
( m
Na(OAc);BH
N NH
o
N
H

DCE

MeOH

[0406] ZPBE1 @ =&K& T £:(3S)-3-(((2-(2,6- _{HIE ENKIE-3-55)- 1- I &5
TR0 | RIbR-5- 42 ) FR A e A )-3- B AR K - 1- AR RS  F =40 T B:(3S)-3-Jr k-3-H
ECIREE-1-F5FEES(87.9 mg, 0.41 mmol) &ZDIEA (0.29 mL, 1.71 mmol);R 1 £I-3
(100 mg, 0.34 mmol) ADMF (3 mL) = A - KPS /ERNIENE65C g
PERRTR « (RIS 2 1% - KIRIER GV AI Ert BEEFE AKF - KiKEH
EtOAc (3 x 10 mL)ZEHY » A& 0F < A REEIYI R EI/K RN - LANa:SOHZ8E -
AT EZE R - FRaRYEEmSIO2BEM BT AL ORI -
CH,CL,/MeOH ) DIFRELAERE(L S -

[0407]  ZBEE2 : 3-(5-((((S)-3-FRANRIE-3-5) ) &) - 1- (Il S A 050k

Whk-2- 5 IKDE-2,6- i 5 =& LBE(S5T uL, 0.74 mmol)iffZE =4K T £(3S)-3-
C252375PA docx % 329 Ei ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)
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(((2-(2,6- Al sm AR R AE - 3-55)- 1 - 55 5k FE 05 IRk 5-255) B Bh ) R Ak ) - 3- FHER IR - 1-
% H5(70 mg, 0.15 mmol)FYCH2CL, (5 mL) ZIRFEIR » Wit RIER &Y Er.t.
TRFFLh - PESR B RGYHEREZETRGELGE E =8 LR A AR E
Yy HAKE—FS A ERIHR GG E -

[0408]  ZPEE3 : 3-(5-((((S)-1-"FZE-3-FERIRIE -3- 20 et ) ) - 1-fHl <5,
B NG [ILRIM-2- 0 URE-2,6- I (FBI1S5) - i HEE(23 pL, 0.22 mmol) ~ =
ZBEE A E(EHH(95 mg, 0.45 mmol) ~ K2 AcOH (26 pL, 0.45 mmol)/fv/j1 £ 3-(5-
((((S)-3-FA BL ORI - 3-Bh )R ) FH Ak ) - 1 - Bl 8 A S5 DR IR 2- B DR IE -2,6- (S5
mg, 0.149 mmo) ;;CH:CL, (5 mL) &zMeOH (1 mL)" Z R AFIK > AR ATRR &
Yifrrt MBEFIRR o FEERE 2% o R RERE YA CHCL (30 mL)FFE - H.
e TAH F B AT 7K PENaHCOs K BRI MR - HEE 7 F < A 1Y) LANa: SOLiiZ e
WAERZEFRNE - FEEREERYHRE HRP-HPLCAE(E (@R © MeCN/ZKASE
HH0.1% TFA) DEHE =R JKEPAZEY) (BEBI1SS) - ES/MS: 461.3

(M+H*) - '"H NMR (400 MHz, DMSO-ds) 6 11.01 (s, 1H), 7.82 (d, J = 7.8 Hz, 1H),

7.70 (d, J=2.9 Hz, 1H), 7.63 (dd, J = 7.6, 2.4 Hz, 1H), 7.45 — 7.27 (m, 5H), 5.14
(dd, J=13.3,5.1 Hz, 1H), 4.49 (d, /= 17.6 Hz, 1H), 4.41 —4.31 (m, 1H), 4.29 —
4.09 (m, 4H), 3.65 (s, 3H), 3.00 — 2.86 (m, 1H), 2.62 (d, J = 16.9 Hz, 1H), 2.49 —

2.34 (m, 1H), 2.06 — 1.98 (m, 1H), 1.76 (t, / =43.7 Hz, 6H), 1.42 (s, 3H). m/z =
461.3 (M+H")

[0409]  NHIEBIAEFARRFLTHATI . — IR B - HERIY TR
130 o B TREUBELUTER] - (R EMERF1T Pl ~ — A RV BIGEE R
HAERBZEE—MTEER " EBFp17 28 E « ARBBGEEME - Fridhiin

C252375PA docx % 330 E ’ #\: 344 E(”é&‘?%%ﬁ%%)
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T BT R B S 5 SRR P17 Z W R LA AT R LU N a2 f
[ElEE AP R A -

C252375PA.docx % 331 E ’ ;t‘ 344 E(éﬁ%%gﬁEﬁ%)
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Z=13.
ES/MS . B 16 28 :
H-NMR
o e m/z ENE Rl s s
156 0 461.1 | 1HNMR (400 MHz, DMSO-d6) & 11.01 (s, 1H), 7.82 (d, J = | =4} T £:(3R)-3- & EL-
3- B R IRIE- 1- 32 2 B

3-(5-((((R)-1-"FF-3- FHELIRIE -
3N EL) L) - 1A A 5205
LRI -2- o) IR 1 -2,6-

7.8 Hz, 1H), 7.70 (s, 1H), 7.63 (d, J =7.7 Hz, 1H), 7.40 —
7.26 (m, 5H), 6.52 (s, 3H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H),
4.49(d,J=17.5Hz, 1H),4.36 (d,J =17.2 Hz, 1H), 4.27 -
4.08 (m, 2H), 3.76 — 3.42 (m, 2H), 3.00 — 2.86 (m, 1H), 2.66
—2.57 (m, 1H), 2.42 (dd,J =13.1, 4.5 Hz, 1H), 2.06 — 1.98

(m, 1H), 1.90 - 1.52 (m, 6H), 1.39 (s, 3H) °

(FEE1)

(C252375PA docx

111149135

FEHESE A0202

55332 1 o 344 H(EEHEERAAE)

1123161888-0




1858469

BFF18 » Ef157

O
N 0
@]
1-3

Fmoc-ClI m
Fmoc
oon ol
Boc
“b

[0410) ZPBE1:

DIPEA

N¥<elor
Boc’ Eb

Na({OAc);BH
TFA Fm\i@i {\: AcOH
DCM Q DCE
MeOH

NRIEE

0
@]
N
0

HH157

=8 T B((18,28)-2-(((2-(2,6- — IS FL IR E-3-5)- 1
SR FE5 | LRINR- 5~ ) PR ) e ER T it FR R S

e =& T EEN-[(18,25)-2- g B

IR AL I HH RS (164 mg, 0.82 mmol) ~ DIPEA (0.58 mL, 3.42 mmol);f & 1-3

(200 mg, 0.683 mmol) J"DMF (3 mL) 1 Z/&/R » WktFTis/RE

YInEE65 Cle

& - fE5EESER - KPR GV <8 Ert FEEE] AZK P EOAC (3 x 10 mL)ZE

0 - G 0F 2 A AR /KR

FEHSIOYEEEMITA (DR -

(C252375PA docx

111149135 FEHESE A0202

» ANa;SO4HZME

%3335

AAEEZE TR o FFRERY)

3:1 CHCL/MeOH) §li{E AR IAR-BE(EEY)

$t 344 H(EEHRIAE)

1123161888-0
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[0411] Z5EE2 : (OH-35-9-F)FE((1S5,28)-2-(E& T fEREHE)R
JRER)(2-(2,6- IS AR K E - 3-55) - 1- (I 48 2 SR 05 R b5 - FR B g FR R g

[0412]  H59-FpEH EEFREE(LY)(61.2 mg, 0.237 mmol)/RINE =T
E((1S,28)-2-(((2-(2,6- Al SE B IRIE -3-45)- 1 -l S8 L F N5 | Ibk- 5- ) FE ED e A IR
JXAS B L FR(160 mg, 0.197 mmol)FACH.Cl, (5 mL)H 2 EHEVEIR - KPS
SREVHLC T EEEIRR - LR 2% - FETAIIEERZK ENaHC O, 5G4
FE - WS BRI /KEE - DANaySOLZKE - Ar BLZ2E R4S - iesEEm
SIOETEENT AL (FERIR © CIR/EOAc) DUREHERALE&Y)

[0413] ZPEE3 : (OH-3E-9-E)FFEL((18S,2S)-2- B EER IR ((2-(2,6- —fI&,
FRNRIE -3-58)- 1-{I S EL TR0 R Ib - 5- 45 FR AR B FR R I - KF =% ZBE(40 uL, 0.523
mmol); 14 (OH-F5-9-B) FH AL((1S,25)-2-(=8 T RAFRED B B R A)((2-
(2,6- RIS ERIRIE - 3-455) - 1 -{HI S AL SR 05 DR Ibk- 5-85) B R FH R iR (71 mg, 0.105
mmol)JACH,Cl, (5 mL)H 2 AR - MR IE Mt ML b BEE R
MELAGAHIEREEY) KA P E(ERIAN T—2 88 -

[0414] Z5ER4 : (OH-3-9-E)FFE((1S,29)-2-CF ERE) IR IE)((2-(2,6-
IS EEIRIE -3-55)- 1 (IS8 E 5 URIbk-5-55) F B B FR Bl - (16 uL,
0.157 mmol) ~ =ZFEEEME(E$9(67 mg, 0.315 mmol) ~ FZAcOH (18 uL, 0.315
mmol); 1% (OH-F5-9-8) FH A((1S,25)-2- Fr AR A ((2-(2,6- Al S AR E-3-
ED)- 1- [l 8 B SR N3 LROpR-5- ) 5D e FH B2 5608 mg, 0.105 mmol) A CH,Cl, (5
mL) &zMeOH (1 mL)H Z #EHEEIR o B ATEEIRAT L NIRFE3R « (EIERAE
% » R JEFCH,Cl, (30 mL)FFRE FH 607K 4:NaHCO; K2 BB7K 5E i < K& ff =

C252375PA.docx % 334 E ’ ;t‘ 344 E(”é&‘?%%ﬁ%%)
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FHYI AN, SOLFZ AT B 22 OB MR UGS HEREEY) - A — 4RI A
T —H8

[0415]  ZBEES : 3-(5-((((1S,28)-2-CF B R BR IGE BE) &) -1-HIF
2o NG | IERIbh - 2- 5 IR BE-2,6-—WF (FBI157) < KIURBE31 pL, 0.315 mmolAf1 %
(OH-7§-9-F5) FH B ((1S,28)-2-(FF A B R TER)((2-(2,6- Il S| AL IRNE-3-5)- 1-fl
SRR S5 |- 55 FH B B FH . 5(70.2 mg, 0.105 mmol) ;yDMF (3 mL) .2 %
AR R RER GVt TIREPERR « SE R RERSYFETSIOELE
g (B : 3:1 CHoCL/MeOH) E#411L - WEEEEYIR D » LS HRP-
HPLCH#E—ali{b (ORfRIR * MeCNIKIBIE » BH0.1% TFA) DIGHE=®.L
FREaf = 2 ZEY) (BHI157) - ES/MS: 447.3 (M+H*) - 'H NMR (400 MHz,
DMSO-ds) 5 11.01 (s, 1H), 9.32 (s, 1H), 9.21 (s, 1H), 8.84 (s, 2H), 7.86 (s, 1H), 7.74
(s, 1H), 7.66 (d, J = 8.1 Hz, 1H), 7.53 — 7.45 (m, 5H), 5.14 (dd, J = 13.3, 5.1 Hz,
1H), 4.51 (d, J = 17.7 Hz, 1H), 4.38 (d, J = 17.7 Hz, 1H), 4.24 — 4.19 (m, 2H), 3.86 —

3.81 (m, 2H), 3.00 — 2.86 (m, 1H), 2.67 — 2.57 (m, 1H), 2.46 —2.37 (m, 1H), 2.22 —

2.17 (m, 2H), 2.06 — 1.99 (m, 1H), 1.95 — 1.90 (m, 2H), 1.84 — 1.79 (m, 2H). m/z =
447.3 (M+H")

BF1Y - 8158

C252375PA docx % 335 E ’ #\: 344 E(”é&‘?%%ﬁ%%)
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O WNH4
o
\/@:‘(/ 1) Na(OAc);BH, DCM Ag;\:
N o]
NSEM
O {I}SI:EM

4 2) (Boc),0

1-2 OH

0
H
1) Mel, K,CO4, DMF N V@N{N\:O
. :

2) TFA, DMEDA, DCM

O 158

[0416] ZPER1 : =4k T H((2-2,6- —IEE-1-(2-CREWE) Z&85)
BB IRIE - 3-8 )- 1-(H| S AR SR 05 |- 5-5) FR R ) (1S,2R) -2- (R BL ) ER . i FR
BAHEsS - [A/1-2 (500 mg, 1.24 mmol) & ((1R,28)-2-fEF8 5 (321 mg, 2.48
mol)*CH,CL, (10.9 mL)H /&A= L g S A S (L#7(263 mg, 1.24
mmol) o FEFTFRR GVt T4 h - BEEFE A INEEAKENaHCO, 20
I8 o PEETRIN - =8 T 2R OREEEE(542 mg, 2.48 mmol) S MERFRIRR - 1£
IR 1% - KRR SYIRZKENR - BRFAREEAW) LAIMeSOHZIE I 11 B 22
HFOBMRLAIR MR EY) - HoR G — AR B R PR E -

[0417] ZER2 : 3-(5-((AS2R)-2-(FEEF BB CE)E) FE)-1-/l
S5 F205 LRI -2- B UK IE-2,6- — B (FHI158) - o =4 T B ((2-(2,6- & AE-
1-((2-(Z HEAY B £ 8BS FE BR)IRIE - 3- 5)- 1 {1 2 5 05| W Ipk- 5- 56
Z)((1S,2R)-2-(FE H AR C B R (150 mg, 0.249 mmol) 5y DMF (0.65 mL)
th 2 s A B §5% (106 mg, 0.748 mmol) &z K>COs (103 mg, 0.748 mmol) » 57
JEREYHEr A2 h - BEERIEOACKKIRRE - WA 0 RI7KPEHE - #

C252375PA docx % 336 E ’ #\: 344 E(”é&‘?%%ﬁ%%)
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ELIMgSOHZNE » WAL EZE TR - FFREERYIE R CHCL (5 mL) iR in=
B L mL) R RERGYHEL TRFEL b > BEEEEZETURME o RERTISHIIR
YIFEE#E Y CHCL (10 mL) o H3SIIDIPEA (1.30 mL, 7.48 mmol) K fE {2 HY
N,N'-ZHE 2, [5(22.0 mg, 0.249 mmol) > MiRPR S VARFFERIM h o £E bR
2% BRIEREBCHRY) - BAEFRDMSO (=8 JBME) & > WHEh
RP-HPLC4{ELUR L 2 =@ LB AFE b e (HEI1S8) - ES/MS:

400.3 (M+H+) < '"H NMR (400 MHz, DMSO-d6) 8 d. 1H NMR (400 MHz, DMSO-

d6) 6 11.01 (d, J = 3.0 Hz, 1H), 9.09 (d, J = 103.2 Hz, 2H), 7.96 — 7.44 (m, 3H), 5.14
(ddd, J=13.3,5.2, 3.2 Hz, 1H), 4.59 — 4.44 (m, 1H), 4.38 (t, ] = 16.0 Hz, 1H), 4.31
—4.07 (m, 1H), 4.01 (t, J = 10.1 Hz, 1H), 3.38 (s, 1H), 2.93 (ddd, J = 17.6, 13.6, 5.4

Hz, 1H), 2.73 (s, 1H), 2.70 — 2.59 (m, 1H), 2.58 (d, J = 4.2 Hz, 2H),2.48 — 2.35 (m,
2H), 2.12- 1.94 (m, 2H), 1.92 — 1.53 (m, 4H), 1.50 — 1.09 (m, 4H) -

BHII59 : £YgE REF

[0418] {HFHHIBITE HE R E KR ir(Promega) il £IKZF1 f IKZF2
Z BEIMNERE -

[0419]  HiBiTHfig(Promega) (% H 2% 8 & B e e DARE hvRe 1 1 e 5L B
HiBitflkVSGWRLFKKIS (SEQ ID NO: 1)fZ48 45 52 Bl E 2 (1 & A H S ATR LK ZF
TK#E - FEHRE & HEPETFP5(GSSGGSSG; SEQ ID NO:2) K 12 HHIBITIE AT
IKZF1 JIKZF2 2 Cllii K e £ s B E RS « B RIRLS F EYBEJE 2 pcDNAS
pcDNA™5/FRT/TO'Z % (Thermo Fisher, cat #V652020) 7 FHEBZH(ET T « 1
Fff{5/2 B BlpOGA44 Flp- S 4HM 7555 55 (Thermo Fisher, cat #V600520) ki %

C252375PA docx % 337 E ’ #\: 344 E(”é&‘?%%ﬁ%%)
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Flp-In™ T-REx HEK2934ffJ Z(Thermo Fisher, cat #R78077) 1 iEs FH 371100
ng/ml” ## 3R (Thermo Fisher, cat #10687010) 2K ZEFE 1S E AT - HE 54
{ETet-OnsE B MM A TS HBE—# H 2 B O EREN -

[0420) 71K > 4HRE{TAHARIEEIE T 2 TC/E ( DMEM Glutamax
(Gibco10569) ~ 10%{Tet.” FBS (Takara 631106) ~ FPenStrep Glutamin (Gibco
10378) ) F14E R ELI80% R o HEE K2 PEERZ (doxycycline)/f 1% 1 pg/mlz
ORI DGR B ET{137C TRHEREK -

[0421]  {E5E2K - K125 L & B 2 NE L& Ya iR HECHO
BRIl e384l OB E RS - #5H0.25% 5% 5 l8(Gibco
25200)FE4RREFHEE - 352 D) 500X g s(Beckman Avanti J-E)5K B35 min o
AHREESE LA3eS/mL R REFF U A TC/ VB RIS nL AR 2 (&
VIBE 2 S FLF o BERIREB3T C R EATIRE (18524 hr) o

[0422] {E5E3K - ETCHEEAR MR ERR K25 L2 Nano-GloZY#{H
B %4 (Promega, cat #N3030)/RA1E S FL « fERAAEr.t. T EHEE 3 min - A {HEH
Envisions&H{ {#(Perkin Elmer):&HlZE 5

[0423] RFTAFGERHEE({LEDMSOHIR (FRAORE  0.5%) L&
POCIi 1 ¥ ECs0 & Dimax ({EAGE MG 2 frmn JEIE TR AR ) (FIE -

[0424] & T eHEBIREEY) ZIKZF RIKZF2[EFRIES) - {CHiBiTiR
EFHIEEFN 2158 2 LEYIIECso & DimaxfB © 45T 147 « N/A =R

F14. 8B INMKZF1 ; IKZF2[%f#(HEK293)
C252375PA.docx % 338 Ei ’ ;t‘ 344 E(’ég‘?%%ﬁ%%)
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IKZF2 IKZF1
E4EaR ECso (uM) Dmax (%) ECso (uM) Dmax (%)

1 0.342 67 0.255 51
2 0.058 83 0.019 80
3 0.039 94 0.007 95
4 1.7 95 0.068 95
5 0.118 78 0.123 38
6 0.181 78 0.148 92
7 0.104 80 0.053 70
8 0.143 55 0.131 26
9 0.738 48 0.351 51
10 0.117 80 0.121 51
11 0.081 68 0.025 67
12 0.010 96 0.003 95
13 0.023 73 0.031 48
14 0.048 43 0.023 35
15 1.8 29 >10

16 0.260 54 0.041 71
17 0.230 48 0.031 65
18 0.328 21 >10

19 0.442 52 0.122 46
20 0.032 97 0.007 95
21 0.261 72 0.056 79
22 0.110 36 0.025 78
23 0.210 49 0.036 86
24 2.0 62 0.871 36
25 1.8 39 0.084 38
26 0.007 97 0.001 97
27 0.041 93 0.009 94
28 0.029 93 0.005 94
29 0.665 20 0.102 58
30 0.208 36 0.090 44
31 0.040 83 0.003 97
32 0.071 85 0.054 48
33 0.264 27 0.035 75

C252375PA docx 5 339 H - 4t 344 H(EEHHEREAE)
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34 0.657 70 0.384 20
35 0.111 88 0.028 85
36 0.588 90 0.096 84
37 1.0 76 0.667 56
38 33 21 >10

39 4.1 37 >10

40 1.2 38 >10

41 0.373 42 0.051 31
42 0.193 65 0.085 30
43 0.064 78 0.032 71
44 0.240 32 0.038 72
45 0.182 84 0.030 93
46 0.141 76 0.275 36
47 0.182 82 0.189 41
48 2.8 32 0.655 25
49 0.449 70 0.153 38
50 0.166 51 0.047 30
51 1.2 17 0.263 36
52 0.472 22 >10

53 0.460 20 0.289 24
54 2.8 33 0.367 28
55 1.3 20 0.394 36
56 0.525 22 0.222 23
57 1.3 96 0.246 77
58 0.067 81 0.050 66
59 0.055 74 0.05 62
60 0.401 84 0.403 55
61 1.4 29 1 27
62 1.7 27 0.886 27
63 0.361 91 0.609 44
64 0.276 45 0.061 80
65 0.067 90 0.029 86
66 0.319 83 0.102 77
67 0.160 75 0.046 73
68 0.154 68 0.070 68

(C252375PA docx

111149135

FEHESE A0202

55340 B - 344 FH(EEHEERAAE)
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69 0.113 68 0.066 57
70 0.303 67 0.089 42
71 0.297 36 0.170 33
72 0.389 23 >10

73 1.2 31 5.8 34
74 0.048 82 0.052 53
75 0.100 90 0.127 49
76 0.144 90 0.184 51
77 0.171 74 0.144 59
78 0.115 81 1.7 30
79 0.218 69 0.169 30
80 0.166 92 0.253 57
81 1.3 67 0.762 45
82 1.3 71 >10

83 0.106 69 0.084 42
84 0.046 79 0.064 55
85 0.114 81 0.117 44
86 0.123 83 0.070 73
87 0.182 89 0.084 86
88 0.296 91 0.297 64
89 0.139 76 0.127 42
90 0.095 92 0.030 88
91 0.333 73 0.116 63
92 0.041 85 0.016 61
93 0.026 59 0.252 29
94 0.178 55 >10

95 0.361 49 >10

96 3.8 61 3.8 66
97 1.8 66 5.1 64
98 1.8 39 1.5 22
99 0.011 97 0.002 97
100 0.006 97 0.001 98
101 0.157 71 0.107 23
102 0.220 69 0.164 23
103 0.023 91 0.003 97

(C252375PA docx

111149135
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104 0.042 72 0.023 82
105 0.043 92 0.074 75
106 0.381 43 0.093 86
107 0.265 28 0.158 38
108 0.016 96 0.026 89
109 0.121 30 0.045 71
110 0.118 72 0.105 55
111 0.206 56 0.085 61
112 0.075 90 0.007 95
113 0.049 95 0.096 27
114 0.068 78 0.052 62
115 0.008 97 0.004 87
116 0.068 81 0.023 82
117 0.198 88 0.216 49
118 0.453 78 0.335 51
119 0.105 93 0.017 94
120 0.003 97 0.002 97
121 0.336 92 0.169 93
122 0.048 96 0.022 97
123 0.056 87 0.010 95
124 0.318 96 0.115 96
125 0.427 86 0.124 95
126 0.079 93 0.151 53
127 0.170 85 0.213 57
128 0.181 64 0.104 42
129 0.193 60 0.113 60
130 0.138 97 0.048 97
131 0.062 92 0.091 69
132 0.097 84 0.146 58
133 0.273 72 0.185 51
134 0.111 89 >10

135 0.231 94 0.095 92
136 0.204 95 0.099 93
137 0.008 96 0.003 95
138 0.189 83 0.027 92

(C252375PA docx

111149135
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139 0.109 26 >1
140 0.061 86 0.055 60
141 0.037 93 0.121 32
142 0.218 99 0.374 26
143 0.243 66 >1
144 0.097 88 0.137 50
145 0.078 92 0.246 31
146 0.009 94 0.005 93
147 0.087 87 0.155 28
148 0.177 43 0.119 38
149 0.115 35 >1
150 0.445 47 >10
151 0.151 81 0.172 26
152 0.172 65 >1
153 0.122 36 >1
154 0.293 47 >1
155 0.106 87 0.122 61
156 0.035 96 0.058 92
157 0.443 43 0.131 66
158 0.046 93 0.090 85
* * *

[0425] FRIESSITRER - SRR ER ZATA I RS AEE A A
B AT Sl e T B R A R B AR A A

[0426] [Nt - EHERERE CREMEEE A M TR E e~ 1
AtGF » BAEASAHE R AL H ISR AT G 2 B0 ~ o ~ RE(L AT
BRI AR R T > B F B0 U5 - KRB R EATSRE
ZEUEN o ASCRMIL AL ~ A REPIREREES] > HEAURM: - B
A HER Ry B AT B < BRI AR A -

C252375PA docx 5343 H > H 344 E(”éﬁé%”\%i)
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[0427] A4EBCEZH H At Ao - B — s & E N
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<?xml version="1.0" encoding="UTF-8"7>
<!DOCTYPE ST26SequenceListing PUBLIC "-//WIPO//DTD Sequence Listing 1.3//EN"
"ST26SequenceListing V1_3.dtd">
<ST26SequenceListing originalFreeTextLanguageCode="en"
nonEnglishFreeTextLanguageCode="zh" dtdVersion="VI1_3" fileName="C252375SEQA. xml"
sof twareName="WIPO Sequence" softwareVersion="2.3.0" productionDate="2023-06-
21">
<{Applicationldentification>
<IPOfficeCode>US</IPOfficeCode>
<ApplicationNumberText>63/292, 617</ApplicationNumberText>
<FilingDate>2021-12-22</FilingDate>
</Applicationldentification>
<ApplicantFileReference>1404-TW-NP</ApplicantFileReference>
<EarliestPriorityApplicationldentification>
<IPOfficeCode>US</IPOfficeCode>
<ApplicationNumberText>63/292, 617</ApplicationNumberText>
<FilingDate>2021-12-22</FilingDate>
</EarliestPriorityApplicationldentification>
<ApplicantName languageCode="zh">% 7 & #|#+22 847 A Mk~ 5 (Gilead Sciences,
Inc)</ApplicantName>
<ApplicantNameLatin>Gilead Sciences, Inc</ApplicantNameLatin>
<{InventionTitle languageCode="en">Ikaros Zinc Finger Family Degraders and Uses
Thereof</InventionTitle>
<InventionTitle languageCode="zh">IKAROS4% 35 K # & s& %) & H B £ </InventionTitle>
<{SequenceTotalQuantity>2</SequenceTotalQuantity>
<{SequenceData sequencelDNumber="1">
<INSDSeq>
<INSDSeq_length>11</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
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<INSDQualifier id="ql">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>VSGWRLFKKIS</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="2">
<INSDSeq>
<INSDSeq_length>8</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 8</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<NonEnglishQualifier value>4 m## £ 8 </NonEnglishQualifier_value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GSSGGSSG</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
</ST26SequenceListing>
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