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No. | s}&HEH
1 DN201281

e dnryg shah4
(D)5~ =[b]E] 2#-3- II
dud ) EetFed-2,4- &
[(Z)-5-(benzolb]thiophen-3-
ylmethylene)thiazolidine-2,4-
dionel
(D)-5-((1H-¥ = =[2,3-b]H Y HA-3- I
)y E el E A-2,4-1] &
[(Z)-5-((1H-pyrrolol2,3-
blpyridin-3-
ymethylene)thiazolidine-2,4~
dione]
(Z)-5-((1IH-3] = =2[3,2-b]15 ¥ -3~ 1
Ay ) e o} U-2,4-T] &
[(Z)-5-((1H-pyrrolol3,2-
blpyridin-3-
yl)methylene)thiazolidine-2,4~-
dione]
(D-5-((IH-H S 2[2,3-c]9 2 d-3- I
) EA)EotEYd-2,4-1 2
[(Z)-5-((1H-pyrrolo[2,3-
¢Jpyridin-3-
yl)methylene)thiazolidine-2,1-
dione]
5-(Wl&[b]E 2. 3-3- II
dve)E ot EEYd-2,4-9 2 [5-
(benzo[b]thiophen-3-
vlmethyl)thiazol idine—2,4-dione]

2 DN204286

3 DN204289

4 DN204290

5 DN204291

6 | DN204300 Q 5-(1Z&[b]¥) 2. H-3-L v )-2- 11

NH El g AEolZ e d-4-2 [5-

(benzo[blthiophen-3-ylmethyl)-2-
thioxothiazolidin—4-one]

7 DN201301 5-((1H-9 &2[2,3-b]9 2 -3~ I
)M E)-2-El S aE ol d-4-2
[5-((1H-pyrrolo[2,3-b]pyridin-3-

yl)methyl)-2-thioxothiazolidin—4-

one]

(D-5-((IH-H S 2[3,2-c198 -3~ I
)y g A )-2-E] S Aol EF Y -4~
£ [(Z)-5-((1H-pyrrolo[3,2-
clpyridin-3-yl)methylene)-2-
thioxothiazolidin-4-one]

8 DN204807
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[54] 9 | DN204808 ()5 (U9 =S 2[3,2-b]1 9 g d-3- 1
g a)-2-E] & A g ol EE -4~
< [(Z2)-5-((1H-pyrrolol3,2-
blpyridin-3-y1)methylene)-2-

thioxothiazolidin-4-one]

(2)-5-(z=[blE) 2 #A-3-Ar & &l )- II
3-o| F-2-F] & oM th e d-4-&
[(Z)-5-(benzo[h]thiophen-3—
ylmethylene)-3-ethyl-2-
thioxoimidazolidin—-4-one]l

(D-5-((IH-¥ = =[2,3-b]H g d-3- I
A) e A )-3-o & -2-

B &aojv & d-1-2 [(2)-5-
((1H-pyrrolo[2,3-blpyridin-3-
yl)methylene)-3-ethyl-2-
thioxoimidazol idin—4-one]
(2)-5-((IH-3 = 2[3,2-b] ¥ g A-3- I
d)e " a)-3-o d-2-

B SaolnrpEed-4-2 [(Z)-5-
((1H-pyrrolo[3,2-blpyridin-3-
vl )methylene)-3-ethyl-2-
thioxoimidazolidin-4-onel
(2)-5-(x[p]el #-3-dul & 2 )- II
Mol Eed-2,4-192 [(Z)-
5-(benzo[blthiophen-3-
ylmethylene)-3-
methylimidazolidine-2,4~dione]
(D)-5-((1H-9) 5 =[3,2-b]1 9 ¥ A -3- 1
) E)-3-vWdo]ut}Fz] -
2,4-92 [(2)-5-((1H-pyrrolo[3,2-
blpyridin-3-yl)methylene)-3-
methylimidazolidine-2,4-dione]

S5-(dlz[blE e3-3-dvda)-3- 11

e -2-E] & Lol v thE B d 4L [5-

(benzo[hlthiophen-3-ylmethyl)-3-

methyl-2-thioxoimidazolidin-4-
onel

(D)-5-((H-¥ &2[2,3-b]u g A-3- I

) v e )-2-E] & El o} & T P-4~
< [(Z)-5-((1H-pyrrolol2,3-
blpyridin-3-yl)methylene)-2-

thioxothiazolidin—4-one]

10 | DN204810

11 | DN204816

12 | DN204817

13 | DN204671

14 | DN204673

15 | DN205111

16 | DN205355
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18 | DN204292

(2)-5-(El 3-3-
dugd)EelEd-2,4-1 &
[(Z)-5-(thiophen-3-
ylmethylene)thiazolidine-2,4~
dione]

I

19 | DN204293

]2 [5-(furan-3-
ylmethyl)thiazolidine-2,4~dione]

5-(F@-3-4me) ol Eed-2,4-

11

20 | DN204294

EECE R E O R
2,4-vJ & [5-(thiophen-3-
ylmethyl)thiazolidine-2,4-dione]

11

21 | DN204307

5-(H=d-3-Lud)Eo}Zd-
2,4-t]2 [5-(quinolin-3-
ylmethyl)thiazolidine-2,4-dione]

II1

22 | DN204297

5-((1H-¥ &-3-¢)dd) el o} Z e -
2,4-t12 [5-((1H-pyrrol-3-
yl)methyl)thiazolidine-2,4-dionel

II

23 | DN204302

(2)-5-((1H-5] &-3-g) = d il )-2-
e aHelEeU-4-2 [(2)5
((1H-pyrrol-3-yl)methylene)-2-
thioxothiazolidin—4-one]

11

24 | DN204303

> (FEA-3-dma)-2-
HEAaEoEYd4-& [5-
(quinolin-3-ylmethyl)-2-
thioxothiazolidin—1-one]

111

25 | DN204305

5-((1H-¥ &-3-4) W d)-2-
El &4 ElolEF: e Yd-4-2 [5-((1H-
pyrrol-3-yl)methyl)-2-
thioxothiazolidin-4-one]

11

5-(F&-3-U4mWy)-2-

B Aol Zed-4-2 [5-(furan-
3-ylmethyl)-2-thioxothiazolidin-
4-one]
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[56] 26
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(2)-3-d-5-(FA=A-4-duEd a)-

-8 & 2o RS Y v-4-2 [(2)-3-
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111

27
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(2)-3-°14d-5-(El L #-3-d v 2l )-

2-Bl Aol v rkE e d-4-2 [(2)-3-

ethyl-5-(thiophen-3-ylmethylene)-
2-thioxoimidazolidin-4-onel

11

28

DN204814

(2)-3-ed-5-(F&-3-d g al)-2-
B SholvtpEEd-4-& [(2)-3-
ethyl-5-(furan-3-ylmethylene)-2-
thioxoimidazolidin—4-onel

11

29
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)5l = F #-5-A v & 9)-3-
A g-2-E 4o &Y d-4-&
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30
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(2)-5-(olaF=d-1-d v =)-3-
wWHEolu|tpZeld-2,4-t 2 [(Z)-5
(isoquinol in-4-ylmethylene)-3-
methylimidazolidine-2,4~dione]

111

31

DN204670

(Z)-5-(NZFe-7-d o & = )-3-
HdolngEed-2,4-t-& [(2)-5-
(benzofuran-7-ylmethylene)-3-
methylimidazolidine-2,4-dione]

32

DN205106

(2)-3-" " -5-(HA&H-3-
dejg Aol mrEY-2,4- &
[(Z)-3-methyl-5-(quinol in-3-
ylmethylene)imidazolidine-2,4-
dione]

IT1

33

DN205108

3-wWE-5-(F=4a-3-
dma)olu|dEed-2,4-0)2 [3-
methyl-5-(quinol in—3-
ylmethyl)imidazolidine-2,4-dione]

III

34

DN205109

5-((1H-91 &-3-¢4 )M 9)-3-
ot d-2,4-1 2 [5-
((1H-indo1-3-y1)methyl)-3-
methylimidazolidine-2,4-dione]

II
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[57] 35 | DN205110 (£)-5-(NZFA-6-Am D 2A)-3- v
HaolnoEgd-2,4-t-& [(2)-5-
(benzofuran-6-ylmethylene)-3-
methylimidazolidine-2,4-dione]

36 | DN205353 5-(MEF F-5-2 W 9)-3-od-2- v
B % 20l u e §-4-& [5-
(benzofuran-5-ylmethyl )-3-ethyl-
2-thioxoimidazolidin-4~one]

3-o|’F-5-(F 59-4-A W &)-2- 111
E & Lolu e 9-4-2 [3-ethyl-
5-(quinol in-4-ylmethyl )-2-
thioxoimidazolidin—4-one]
(2)-5-(AZ[b]lg -3-dv e - IT
2-¥ g 4Bl &Y d-4-2 [(£)-5-
(benzo[blthiophen-3-ylmethylene)-
2-thioxothiazol idin-4-onel

37 | DN205354

38 | DN204818

39 DN204285 (Z)-5-((1H-91 &-3- I
)P EelEHA-2,4-1] &
[(Z2)-5-((1H-indo]1-3~
y1)methylene)thiazolidine-2,4~
dione]

5-((IH-A5-3-A)vE)EolZe d- 11
2,4-t [5-((1H-indol-3-
yDmethyl)thiazolidine-2,4-dionel

40 | DN204295

41 | DN204301 5-((IH-91&-3-¢) v d)-2- 11
El &4 EolZed-4-2 [5-((1H-
indol-3-y1)methyl)-2-
thioxothiazolidin—4-onel

42 DN204811 (2)-5-((1H-91=-3- ) v & & )-3- 11
dE-2-B 4o Ed-4-&
[(Z)-5-((1H-indo]1-3-
y1l)methylene)-3-cthyl-2-
thioxoimidazolidin-4-one]l
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[58] 43 | DN204815 (2)-3-o1"-5-(El 2 #-2-Aw & 2l )~ I

2-Bl S Aol vtk Y d-4-& [(2)-3-

ethyl-5-(thiophen-2-ylmethylene)-
2-thioxoimidazolidin-4-one]

44 | DN204672 (2)-5-((1IH-QE-3-)w 9 )-3- 11
HdolmtiEed-2,4-t)2 [(Z)-5-
((1H-indol-3-y1)methylene)-3-
methylimidazolidine-2,4-dione]

45 DN205779 (2)-5-((IH-HEZ2[2,3-c]H ¥ d-3- 1
) g 9)-3-91 -2~
Bl & aEolE e d-4-2 [(2)-5-
((1H-pyrrolo[2,3-clpyridin-3-
yl)methylene)-3-ethyl-2-
thioxothiazol idin-4-one]

46 DN205780 (2)-5-((IH-H]) ZZ2[3,2-c]H ¥ ¢l -3- 1
) g A)-3-o F-2-
El & AE ol & d-4-2 [(Z)-5-
((1H-pyrrolo[3,2-clpyridin-3-
yl)methylene)-3-ethyl-2-
thioxothiazol idin-4-one]

47 | DN205781 (Z)-5-((1H-3] B =[3,2-b] 3] ¥ d-3- I
) g gl)-3-od-2-
El & aEelE Y d-4-2 [(Z)-5-
((1H-pyrrolol3,2-blpyridin-3-
yl)methylene)-3-ethyl-2-

thioxothiazolidin-4-one]

48 DN205782 (Z)-5-(1=[p]E] L #-3-U v & 2l )- 11
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o} AVt EAL & EAL Ak, weal, 2R A X EA, G214 4t Zekal
gL B2 e s S E e B AT, R )24k WAl AT, Wz,
22E|o} 2 4L, o A4k, gAL v FF2 24, B] A F A v EF 2 EFEAL SARE
e, Zr o] Ul EAL AP, FhE R AL SR R4 A EEAL
Ol HI EAL &7l EA4L ol vl =), ol A RIAE F 241, & F A EAL 9t R o)A,
=R SEEFE G EANAL e E-AL S AT ES YL
AP mBZA =L HEAL S| =gl S B2 E 2 | ER 3 oAl
B EEAYZ AL, o A E] 2AY, B EH] 9 WAk, vheAL, o 2 E-AL, A A
vzt Fadah pUEZ M e YA AL A R AL
B3 =204 Y =214, Ae] A4k, o wlal, subd Al
ek EAE B @ F 24k o= o] Folxl ol A Ml kg o] §3te] EAdH
P F Ark w3 ] I8 9 dEE AL HE Y A 9 FEE 9
vl 9, 2 E QS 2 Iy E dgy EFS o wiAE ¢,
N-#E.D-2 779 94, ol =epuiyl 9 5o & /7] 7 & 2= <,
o2 7|, A} & o] kg ZH= @ 5o 7 o] Fol 7l oA AEH A
= T} HEgH Al7l A= A Gy = sto® AYdtozs f
He) 2 A" 5% 9o} 8o, "5 719 (additional salt)"- 471 8 3] Z2]
R =t 14 fol AT = = & sHekE S T 1 gk &)
L SIS, ST LIE 5 £33 S ol
kA | Q17 W EF-o} R 2 o] = (beta-amyloid) = 9 36-4371 o}y =4kS Eglel =
Fefol = A RA, d=stolw ghate] w oA M H = op ol = Het 9
T AR o R, d=stolm ol W] o Ehi= Ao g LA Tt Y]
\:] L
it}

H Ef-o}d 2ol = SElo] = F- A= o 2 o]l = A 54| Tl A (amyloid precursor
protein (APP); UniProtKB P05067)-2- H El Al =& E} A (beta secretase) <} 77}k
A Z ) EFA| (gamma secretase) 2 A Esle] doj2]= ALY 4= Q]
W Et-old 2ol = FEto] = HAb= S8t A A AME 54 ¥ E
PAste], | A ARS frkgrt
T3 h=stolm o] F Qg A 5 T vt r 4zl
274 59 7 (neurofibrillary tangles; NFT)-> EF- (tau) @18 2 o] 7121413} 2]
Z 315 91 PHFs(paired helical filaments) = ©] %0 F T}, EF-9-(tau) @ 2 2 nlt) 2
010124 A= o)A R EA S, v A H AT Er| e afEsh gy AL 3
T 4 copys FHrgho}. EFF- (taw) @A o] 7p1413} 9] A 115 Q1 PHFs(paired
helical filaments) & ©] 5] % 2174 A4 f-<4 7 (neurofibrillary tangles; NFT) 2
St=slolm 2 22 WA A S F a3 Wl F SR delA Q)
HQ1AEsLE ERg-whul A o] ZR A= mho]l AR FE | ESHYSE oFr] et
ANEg T3k oe] NG A8 E of7] st
VAol = A7) 384 LIL LIV, 2 VE T8 = v Edd 54 ¢
ol o] ofsl2 o = 3§ 7h5 gk do] wEf-ol i ol = g/ =BG thil A o
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degeneration, CBD), ¥ 8§ 4] &/} v}H] (progressive supranuclear palsy, PSP),

129, AYEY FO5 o Ad 5 glont, olo] T H = A e oha,

W Ef-opbd 2 o] = 1/t = El-g- bl A o] & X (aggregation) L/ S 4] o]

71915 BE A% Fol A AeE 5 )

B g A0 AR oA, Bl A R A e A7) i A, A

I y =
9o e, A8 AWl A Eiz @8l A8 AT = 24 AR, A7
i obga) RA i Al 5%, AEe] 94 B e o2 e AR A%t
52 9T TPehs ou 2 A ULk Bl ol 54 23S 24 g
gl Al 2H-E-ste] 471 54 Aol HshA S kv, 1 AV E
SRR RE V| WEE A3E EYeHs o6 2 ALEEG B0l MU AE
HEE WA AR ©A WEE APAS oA s RE V1% WEE 5 oE

e oo A, 7] oFst A2, F7% fraAd @A LILOLIV, € VaE
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ol A A 15 o] Aol tlshe], oFst A 0 & 3§ T g WA, A,
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ol dhe] oFet A= W] 3 = FolBE onlsh= A Y o o, AlA s}
W, ol Wb gkl ', Al AL B A G HL, 52, o] AlIRE ol 1HA,
Fo A2, 04 S5 9 g 250 22 82150l o8 A AeE 5
Atk oA, A7 Fa2 AR 1Y = 13 Fol -2 0.0001 WA 1000
mg/kg(A|F), 0.001 W =] 500 mg/kg, 0.01 =] 100 mg/kg, 0.1 W =] 50 mg/kg, ==
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~ W
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0.5 ] 20 mg/kg HA L 4= o1} o]of] A|ghx = A2 ot} 7] 1Y T
13] ol byl &5 e 2 shtho] AlA 2 A A 8= A, 2 dSEHA
WeFsto] A A stE A, th&5F 871 Woll HAAIA AlxzE 5t

A7) okt 2AE W FE AR (& SIS LILIOLIV, R VE £ ¥+=
&Y F5A 2 olo] oFetA o7 5§ 7hs sk YO R o] Fof X ol A
A 1F o] e FHaEe, ofst A= AME P, ghxbe] A, H-A ek
¥ ol wpel s8] 243 4= 9o, ozl d] 0.0001 WA 99.9 5%, 0.001
WA 99.9 5%, 0.01 A 99.9 =%, 0.1 WA] 99.9 5%, 0.5 HA] 99.9
=%, 1 WA] 99.9 5%, 5 WA 99.9 =%, 10 W A] 99.9 5%, 15 U=] 99.9
%%, 20 WA 99.9 5 H%, 25 WA 99.9 5%, 30 WA 99.9 5 %%, 35 A
99.9 T %%, 40 WA 99.9 T %%, 45 WA 99.9 T %%, 50 H*] 99.9 T F%, 55
WAl 99.9 %%, 0.0001 W =] 90 5%, 0.001 W =] 90 5%, 0.01 A 90
%%, 0.1 WA] 90 5%, 0.5 WA 90 =%, 1 W=] 90 5F%, 5 WA 90 %,
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25 WA] 50 T %%, 30 WA 50 5%, 35 WA 50 5 F%, 40 WA 50 5 %%, 45
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0.1 WA 40 5%, 0.5 A 40 5%, 1 WA 40 5 F%, 5 HA 40 5%, 10
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40 T F%, == 35 WA 40 TF%Y G A1, o] A ghE = A& ot}
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[132] [Table 2]
No. | 3524 s}3HE vty NMR data
1 DN204284 (Z)-5- " NMR (400 MHz, DMSO-
(A z=[b]E) Q. #A-3- |ds) & 8.19 - 8.07 (m,
dvgaA)E el d-|3H), 8.03 (s, 1H),
2,4-09 [(2)-5- |7.60 - 7.45 (m, 2H).
(benzo[blthiophen-3-
ylmethylene)thiazoli
dine-2,4-dionel
2 DN204286 (Z)-5-((1H- "H NMR (400 MHz, DMSO-
HE2(2,3-bld-|ds) & 12.68 (s, 1),
3- 12.40 (s, 1H), 8.52 -
d)vde)ElolETH|8.26 (m, 2H), 8.06 (s,
-2,4-0& [(Z)-5- (1), 7.83 (d, J = 2.6
((1H-pyrrolo[2,3- |[Hz, 1H), 7.25 (dd, J =
blpyridin-3- 7.9, 4.7 Hz, 1H).
yl)methylene)thiazol
idine-2,4-dionel
3 DN204289 o (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
NH H22[3,2-b198d-[d) § 12.28 (s, 1H),
N = "&0 3- 12.23 (s, 1H), 8.47
my gD EelEd|(dd, T = 4.6, 1.2 Iz,
= N -2,4-t& [(2)-5- [, 8.11 (s, 1H),
((1H-pyrrolo[3,2- [8.05 (s, 1), 7.89
blpyridin-3- (dd, J = 8.2, 1.2 Hz,
yl)methylene)thiazol |1H), 7.27 (dd, J =
idine-2,4-dionel (8.2, 4.6 Hz, 1H)
4 | DN204290 (2)-5-((1H- "H NMR (400 MHz, DMSO-
HE2([2,3c]9d-|ds) & 12.68 (s, 1D,
3- 12.39 (s, 1H), 11.99
d)vgae ol d|(s, 1H), 8.55 - 8.24
-2,4-9L [(2)-5- |(m, 2H), 8.06 (s, 1H),
((1H-pyrrolol2,3- |7.83 (d, J = 2.1 Hz,
clpyridin-3- M, 7.25 (ad, J =
yl)methylene)thiazol|7.9, 4.7 Hz, 1H)
idine-2,4-dione]
5 DN204291 5-(M=[b]E]S#-3- ['H  NMR (400 MHz,
I E)EjolE - |CDCl3) & 8.06 (s,
2,40 [5- M, 7.9 - 7.89 (m,
(benzo[b]thiophen-3-|1H), 7.86 - 7.79 (m,
ylmethyl)thiazolidin|1H), 7.44 (ddd, J =
e-2,4-dione] 9.0, 7.5, 1.3 Hz, 2H),
7.32 (s, 1H), 4.70
(dd, J = 10.4, 3.6 Hz,
1H), 3.89 (ddd, J =
14.8, 3.6, 1.0 Hz,
1H), 3.41 (ddd, T =
14.8, 10.4, 0.5 He,
1H)
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[133] 6 | DN204300 5-( & [b]1E] 2. 3-3- ["H NMR (400 MHz, MeOD)
dd)-2- 5§ 7.90 - 7.87 (m,
gL avolEHd-4- [1H), 7.87 - 7.84 (m,
& [5- M), 7.44 - 7.34 (m,
(benzolblthiophen-3-|3H), 4.95 (dd, J =
yimethyl)-2- 9.7, 4.1 Hz, 1), 3.73
thioxothiazolidin-4-|(ddd, J = 15.0, 4.1
onel 1.0 Hz, 1H), 3.46
(ddd, J = 15.0, 9.7,
0.5 Hz, 1H).
LRMS(ESD) : m/z 280
[M+HT"
7 | DN204304 5-((I--922[2,3- ['"H NMR (400 MHz, MeOD)
b1 H-3-2)wE)-|§ 8.51 (dd, J = 7.9,
2-B] S 4ElolZFe Y- (1.2 Hz, 4H), 8.33 (d,
4-& [5-((IH- |J = 5.5 Hz, 4H), 7.52
pyrrolol2,3- (s, 4H), 7.41 (dd, J =
blpyridin-3- 7.9, 5.5 Hz, 4H), 4.91
y1)methyl)-2- (dd, J = 6.5, 5.1 Hz,
thioxothiazolidin-4-|5H), 3.56 (dd, J =
onel 6.0, 2.1 Hz, 7H).
LRMS(ESD) : m/z 264
[M+H]"
8 | DN204807 0, (2)-5-((1H- T NMR (400 MHz, DMSO)
NH W%2[3,2-cl9g9-[6 11.96 (s, 1H), 9.33
= g 3-)maA)-2-  |(s, 1), 8.36 (d, J =
NI 2 AEolEd-4- 5.8 Hz, 1), 7.93 (s,
SN & [(D)-5-((H- (1), 7.89 (s, 1H),
H pyrrolol3,2-  |7.57 (4, J = 5.8 Hz,
clpyridin-3- 1H). LRMS(ESI) : m/z
yl)methylene)-2- 262 [M+H]"
thioxothiazolidin—4-
onel
9 | DN204308 (2)-5-((1H- 1 NMR (400 MHz, DMSO)
yE2[3,2-bl98d-|s 13.45 (s, 1),
-ehHWgAa)-2- [12.35 (s, 1H), 8.51
B AE ol Y-4- [(dd, J = 4.6, 1.4 Hz,
< [(Z)-5-((1H- |1, 8.23 (d, J = 1.8
pyrrolol3,2- Hz, 1H), 7.93 (s, 1H),
blpyridin-3- 7.91 (dd, J = 8.2, 1.4
yl)methylene)-2- |Hz, 1H), 7.29 (dd, J =
thioxothiazolidin-4-18.2, 4.6 Hz, 1H).
onel LRMS(ESD) : m/z 262
[M+HT
10 | DN204810 o ) (2)-5- " NMR (400 MHz, DMSO)
(Az=[blE)e#A-3- |5 12.42 (s, 1H), 8.56
= g A al)-3-"-2- [(s, 1H), 8.08 (t, J =
{ N g aolutEew- [7.8 H2, 20), 7.59 -
s 4~ [(2)-5- 7.43 (m, 2H), 6.88 (s,
(benzol[blthiophen-3-|1H), 3.86 (q, J = 7.1
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[134] ylmethylene)-3- |[Hz, 2H), 1.19 (t, J =
ethyl-2- 7.1 Hz, 3H).
thioxoimidazolidin— |LRMS(ESI) : m/z 289
4-onel [M+H]*
11 | DN204816 ) (Z)-5-((- I NMR (400 Mz, DMSO)
N AE2[2,3-bI98d-|s 12.51 (s, 1),
P 3-e)vE all)-3-0&-112.08 (s, 1H), 8.60
8 2- (s, 1), 8.34 (d, J =
B & Aolu & - (1.4 Hz, 1H), 8.32 (4,
4-L [(Z)-5-((H- |J = 3.2 Hz, 1), 7.21
pyrrolo[2,3- (dd, J = 7.8, 4.8 Hz,
blpyridin-3- H), 6.95 (s, 1H),
vl)methylene)-3- |3.85 (q, J = 7.1 Hz,
ethyl-2- 20), 1.18 (t, J =7.1
thioxoimidazolidin- |[Hz, 3H). LRMS(ESI)
4-one] m/z 273 [M+H]
12 | DN204817 ) (Z)-5-((1I- I NMR (400 Mz, DMSO)
N HE2[3,2-blggdd-[s 14.26 (s, 1),
/gs 3-d)vW"E)-3-o"-112.29 (s, 1H), 8.51
’ 2= (dd, J = 4.7, 1.3 Hz,
Eg 2ol g d- (1), 8.29 (s, 1),
4-2 [(Z)-5-((1H- |[8.03 (dd, J = 8.3, 1.3
pyrrolol3,2- Hz, 1H), 7.36 (dd, J =
blpyridin-3- 8.3, 4.8 liz, 1), 6.94
yDmethylene)=-3- |(s, 1H), 3.83 (q, J =
ethyl-2- 7.1 Hz, 2H), 1.18 (t,
thioxoimidazolidin- |J = 7.1 Hz, 3H).
4-one] LRMS(ESI) : m/z 273
[M+HT
13 DN204671 (7)-5- M ONMR (400 MHz, DMSO-
(Az=[b]Ej¥-3- |ds) & 10.83 (s, 1H),
g )-3- 8.27 (s, 1H), 8.14 -
HeolngEdd- |7.96 (m, 2H), 7.49
2,49 [(Z)-5- |(td, J = 7.5, 1.2 Hz,
(benzo[blthiophen-3-|2H), 6.82 (s, 1H),
ylmethylene)-3- [3.00 (s, 3H)
methylimidazolidine-
2,4-dione]
14 | DN204673 (Z)-5-((1H- 1 NMR (400 MHz, DMSO-
IE5Z[3,2-b]FU-|ds) § 12.43 (s, 1H),
3-d)HgAd)-3- 12.05 (s, 1H), 8.65 —
W ol thEe Y- [8.30 (m, 1H), 8.13 (s,
2,4-9L [(2)-5- |1, 7.96 (d, J = 7.2
((1H-pyrrolo[3,2- |[Hz, 1H), 7.30 (dd, J =
blpyridin-3- 8.2, 4.7 Hz, 1H), 6.77
yl)methylene)-3- |(s, 1), 2.97 (s, 3H),
methylimidazolidine-
2,4-dione]
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[135] 15 | DN205111 o 5-(M & [b]1E) . 3:-3- ["H NMR (400 MHz, DMSO-
’ QP H)-3-¥Q-2- |dg) & 12.10 (s, 1H),
NS5 | gLaoEnEda- 3.5 (s, 1), 8.20 -
H 485 7.85 (m, 2H), 7.70 -
(benzol[blthiophen-3-17.25 (m, 2H), 6.89 (s,
ylmethyl)-3-methyl- |1H), 3.23 (s, 3D
2_
thioxoimidazolidin-
4-one]
16 DN205355 (Z)-5-((1H- " NMR (400 MHz, DMSO)
vZ2[2,3-blyHd-|s 13.62 (s, 1),
3-)MeEA)-2- [12.82 (s, 1H), 11.96
BEA4EolZed-4- |(s, 1H), 8.44 (dd, J =
< [(Z)-5-((1- (8.0, 1.4 Hz, 1H), 8.38
pyrrolol2,3- (dd, J = 4.7, 1.4 Hz,
blpyridin-3- H), 7.95 (s, 1),
yl)methylene)-2- |7.92 (s, 1H), 7.27
thioxothiazolidin-4-{(dd, J = 7.9, 4.7 Hz,
one] 1H). LRMS(ESI) : m/z
262 [+
17 DN204288 (2)-5-(B12.#-3- ['H NMR (400 MHz, DMSO-
duda)EelEd-1ds) § 12.42 (s, 1H),
2,4-9 [(2)-5- |8.02 (d, J = 1.9 Hz,
(thiophen-3- ), 7.82 (s, 1),
ylmethylene)lhiazoli|7.75 (dd, J = 5.0, 2.9
dine-2,4-dionel Hz, 1H), 7.41 - 7.35
(m, 1H)
18 DN204292 5-(F -3~ 'H NMR (400 MHz, MeOD)
dve)E el E Y- |6 7.46 (¢, J = 1.7
2,4-t 2 [5-(furan- |Hz, 1H), 7.42 (dd, ] =
3- 1.5, 0.7 Hz, 1H), 6.39
ylmethyl)thiazolidin|(d, J = 1.0 Hz, 1H),
e-2,4-dione] 4.69 (dd, J = 8.0, 4.1
Hz, 1H), 3.22 (dd, J =
14.8, 4.0 Hz, 1H),
3.11 (dd, J = 14.8,
8.0 Hz, 1H)
19 DN201293 5-(¥] 2.%1-3- H NMR (100 MHz, MeOD)
5: dug)ElelEgd- |5 7.38 (dd, J = 5.0,
S O 2,4-002 [5- 3.0 Hz, 1H), 7.26 -
| R (thiophen-3- 7.18 (m, 1H), 7.04
5" ylmethyDthiazolidin|(dd, J = 5.0, 1.3 Hz,
e-2,4-dione] ), 4.74 (4, J =
8.7, 4.0 Hz, 1H), 3.45
(dd, J = 14.6, 4.2 Hz,
1, 3.28 (ad, J =
14.6, 8.6 Hz, 1H)
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[136] 20 | DN204294 0 5-(AEW-3- H NMR (400 MHz, MeOD)
Ry ' dWEDEOLEY Y- |§ 9.03 (d, J = 2.1
! P S : 2,492 [5- Hz, 1), 8.72 (s, 1H)
" .\( , 2 z, ., 8. s, ,
o (quinolin-3- 8.14 (d, J = 4.5 Hz,
ylmethyl)thiazolidin|2H), 8.07 - 7.92 (m,
e-2,4-dionel 1, 7.84 (s, 1),
1.98 (dd, J = 7.5, 5.3
Hz, 1H), 3.72 (dd, J =
14.4, 5.3 Hz, 1H),
3.63 (dd, J = 14.3,
7.5 Hz, 1H)
21 | DN204307 b 5-((1H-3] &-3~ 'H NMR (400 MHz, McOD)
MH ywe)HEelEA- [§ 10.11 (s, 1H), 6.77
HN S 2,4-09& [5-((1H- |- 6.50 (m, 2H), 6.02
O pyrrol-3- (d, J = 1.7 Hz, 1H),
yl)methyl)thiazolidi[4.62 (dd, J = 8.9, 3.8
ne-2,4-dione] Hz, 1H), 3.42 - 3.19
(m, 1H), 3.12 - 3.01
(m, 1H)
22 | DN204297 (2)-5-((1H-9Z-3- |'H NMR (400 MHz, DMSO)
4)egH)-2- 5 14.26 (s, 1),
B & A ElolE:e ¥4~ [12.51 (s, 1H), 8.42
< [(D)-5-((1H-  |(s, 1), 8.27 (dt, J =
N pyrrol-3- 3.1, 1.7 Hz, 1), 7.81
‘N yD)methylene)-2- |[(dd, J = 4.6, 2.4 He,
H thioxothiazolidin-4-|1H), 7.12 (dd, J =
onel 4.6, 1.9 Hz, 1.
LRMS(ESI) : m/z 211
[M+HT
23 DN204302 O 5-(A=A-3-2A ¥ =)-["H NMR (400 MHz, MeOD)
NN H 2-E] S AEolZEd- |6 9.07 (d, J = 2.0
‘N, S |2 [-(auinolin-g-[Hz, 1D, 8.83 (d. J =
S ylmethyl)-2- 1.5 Hz, 1H), 8.20 (d,
thioxothiazolidin-4-|J = 8.1 Hz, 1H), 8.16
one] (d, J = 8.6 Hz, 1H),
8.05 (ddd, J = 8.5,
7.0, 1.3 Hz, 1H), 7.88
(ddd, J = 8.1, 7.0,
1.0 Hz, 1H), 5.04 (dd,
J =7.1, 5.8 Hz, 1H),
3.69 (aqd, J = 14.5,
6.4 Hz, 2H).
LRMS(ESL) : m/z 275
[M+HT*
24 DN204303 O 5-((1H-%] &-3- ‘H NMR (400 MHz, MeOD)
J~NH U)o e)-2- § 10.09 (s, 1H), 6.65
KZ:AS E| &g olEed-4- [(dd, T = 4.6, 2.6 H,
@ 2 [5-((1H-pyrrol-3-|1), 6.61 (s, 1),
H yl)methyl)-2- 6.00 (ad, J = 4.1, 2.2
thioxothiazolidin-4-|Hz, 1H), 4.67 (dd, J =
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[137] onel 8.9, 4.0 Hz, 1), 3.%5
(dd, J = 14.6, 3.9 Hz,
M), 3.06 (ad, J =
14.6, 8.9 Hz, 1H).
LRMS(ES) : m/z 213
[M+H]
25 | DN204305 Q 5-(F@-3-AWe)-2- ' NMR (400 MHz, McOD)
NH B52ElelEdY-4-[6 7.44 (¢, J = 1.7
2 [6-(furan-3- [Hz, 1H), 7.39 (s, 1H),
|‘\ ylmethyl)-2- 6.36 (d, J = 1.0 Hz,
o thioxothiazolidin-4-|1H), 4.74 (dd, J =
one] 7.8, 4.3 Hz, 1H), 3.19
(dd, J = 14.9, 4.2 Hz,
), 3.11 (dd, J =
14.9, 7.8 Hz, 1H).
LRMS(ESL) : m/z 214
[M+H]
26 DN204812 o] (Z)-3-o"d -5~ M NMR (400 MHz, DMSO)
S SN, [(FER-4-dW )-8 12,65 (s, 1H), 9.13
L Y 2 @ J =21 He. 10,
H&iougEY - 18.86 (d, J = 1.8 Hz,
4-2 [(Z)-3-ethyl-5-|1H), 8.03 (s, 1H),
(quinol in-4~ 8.01 (s, 1H), 7.81 (t,
ylmethylene)-2- |J = 7.6 Hz, 1H), 7.67
thioxoimidazolidin- |(t, J = 7.6 Hz, 1H),
4-one] 6.81 (s, 1H), 3.86 (q,
J=17.1Hz, 21), 1.19
(t, J = 7.1 Hz, 3H).
LRMS(ESI) : m/z 284
[MHH1"
27 DN204813 (Z)-3-¥-5- 'H NMR (400 MHz, DMSO)
(’g2.#4-3-d#ga)-5 12.20 (s, 1H), 8.25
2- (d, J = 1.4 Hz, 1H),
B8 Aolu|ttEe Y- |7.67 (qd, J = 5.1, 2.0
4-& [(2)-3-ethyl-5-|Hz, 2H), 6.72 (s, 1H),
(thiophen-3- 3.83 (q, J = 7.1 He,
ylmethylene)-2- |2H), 1.16 (L, J = 7.1
thioxoimidazolidin— |Hz, 3H). LRMS(ESI)
4-one] m/z 239 [M+H]
28 DN204814 o ) (Z)-3-919-5-(F&- H MR (400 MHz, DMSO)
3-drga)-2- § 12.07 (s, 1H), 8.38
Mg ¥ 2olu & d- (s, 1), 7.80 (1, J =
) 4~ [(2)-3-ethyl-5-|1.4 Hz, 1H), 7.24 (4,
(furan-3- J = 1.7 Hz, 1H), 6.59
ylmethylene)-2- |(s, 1H), 3.81 (q, J =
thioxoimidazolidin- 7.1 Hz, 2H), 1.15 (t,
4-onel I = 7.1 Hz, 3H).
LRMS(EST) : m/z 223
[M+H]
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[138] 29 | DN204819 6 ) 2)-5-(AZ2FF-5- |'H NMR (400 MHz, DMSO)
: dug 3l )-3-o8-2- | § 12.11 (s, 1H), 8.15
=g B840 cEYd-[(d, J = 1.3 He, 1H),
N & (D5  [8.07 (4, T = 2.2 Hz,
(benzofuran-5- M, 7.71 (ad, J =
ylmethylene)-3- 8.7, 1.7 Hz, 1), 7.65
ethyl-2- (d, J = 8.6 Hz, 1H),
thioxoimidazolidin- |7.01 (dd, J = 2.2, 0.7
4-one] Hz, 1H), 6.76 (s, 1H),
3.8 (q, J = 7.1 Hez,
20), 1.18 (¢, J = 7.1
Hz, 3H). LRMS(ESID)
m/z 273 [M+H]°
30 DN204669 o (2)-5-(o AF=H-4- H NMR (400 MHz, DMSO-
S Ny — A A)-3- ds) 6 9.08 (s, 1H),
N? mq~§) fdojutEyd- [8.70 (s, 1H), 8.00
2,49 [(2)-5- |[(ad, 7= 15.9, 7.7 Hz,
(isoquinolin—4- |2H), 7.72 (d, J = 50.9
ylmethylene)-3- |Hz, 2H), 6.72 (s, 1H),
methylimidazolidine-|3.00 (s, 3H)
2,4-dione]
31 | DN204670 (2)-5-(CAZFF-7- |'H NMR (400 Miz, DMSO-
A g a)-3- dg) & 8.16 - 7.89 (m,
wEo|ujv}Eed- [20H), 7.61 (d, J = 9.6
2,4-0& [(Z)-5- |Hz, 2H), 6.98 (s, 1H),
(benzofuran—7- 6.67 (s, 1H), 2.98 (s,
ylmethylene)-3- |3H)
methylimidazolidine-
2,4-dione]
32 DN205106 (7)-3-W"d-5~ M ONMR (400 MHz, DMSO-
(AE¥U-3- ds) & 12.63 (s, 1H),
drgal)eln|vEe (9.12 (d, J = 2.3 Hz,
Y-2.4-b9L2 [(£)-3-|1H), 8.85 (d, J = 2.1
methyl-5-(quinolin- |Hz, 1H), 8.02 (d, J =
3- 8.4 Hz, 2H), 7.81
ylmethylene)imidazol [(ddd, J = 8.3, 6.9,
idine-2,4-dionel 1.4 Hz, 1H), 7.72 -
7.59 (m, 1H), 6.83 (s,
1), 3.24 (s, 3H0)
33 DN205108 - g-5-(FA=HU-3- TH NMR (400 MHz, MeOD)
dve)ojujtEd-[§ 8.67 (d, J = 2.1
2,4-t) 2 [3-methyl- |Hz, 1H), 8.31 (s, 1H),
5-(quinolin-3- 8.02 - 7.91 (m, 2H),
ylmethyl)imidazolidi|7.87 - 7.74 (m, 1H),
ne-2,4-dione] 7.65 (t, J = 7.1 Heg,
1), 4.05 (d, J = 13.8
Hz, 1H), 3.81 (d, J =
13.8 Hz, 1H), 2.75 (s,
3H).
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[139] 34 | DN205109 o 5-((IH-A=-3- ['H NMR (400 MHz, MeOD)
N 4)Hd)-3- § 7.55 (d, J = 7.8
As | dgoEgEdR- |H, 1D, 7.30 (A T -
Q ¥ H 2,4-9& [5-((1H- 8.1 Hz, 1W), 7.14 -
tlj indol-3-y1)methyl)- |7.03 (m, 2H), 7.02 -
3- 6.96 (m, 1H), 3.57 -
methylimidazolidine-13.38 (m, 2H), 3.28 -
2,4-dione] 3.11 (m, 3H)
35 | DN205110 (2)-5-(MZFF-6- |'H NMR (400 MHz, DMSO-
A aN)-3- dg) & 8.21 - 8.00 (m,
HedolvgEYd- |20), 7.68 (dd, J =
2,4-¥] [(Z)-5- |19.8, 8.6 Hz, 2H),
(benzofuran-6- [7.01 (d, J = 2.2 He,
ylmethylene)-3- |1H), 6.77 (s, 1),
methylimidazolidine-|(3.22 (s, 3H)
2,4-dione]
36 | DN205353 o 5-(AEF &5 I NMR (400 Mz, DMSO)
J’ duld)-3-o1d-2- |5 10.35 (s, 1H), 7.94
0 HNﬁ B hojuvpEE|d- [(d, J = 2.2 Hz, 1H),
S 4-2 [5-(benzofuran-|7.47 (d, J = 8.5 Hz,
5-ylmethyl)-3-ethyl-|1H), 7.41 (d, J = 1.4
2- Hz, 1H), 7.09 (dd, J =
thioxoimidazolidin- |8.5, 1.7 Hz, 1H), 6.91
4-one] (dd, J = 2.1, 0.8 Hz,
M), 4.59 (4, J =
4.8, 3.7 Hz, 1H), 3.46
(q, J = 7.1 Hz, 2H),
3.12 (d, J = 4.7 Hz,
2H), 0.66 (t, J = 7.1
Hz, 3H). LRMS(ESI)
m/z 275 [M+H]*
37 | DN205354 0 3o &-5-(7=d-4- ['H MR (400 MHz, DMSO)
- g | __/ Adrg)-2- § 10.45 (s, 1H), 8.84
L N~ B zolngEde-[d, 1 = 2.0 He, 1),
~ W % 4-& [3-ethyl-5- [8.31 (s, 1H), 8.05 (d,
(quinolin-4~ J = 8.4 Hz, 1H), 8.00
ylmethyl)-2- (d, J = 8.2 Hz, 1H),
thioxoimidazolidin- |7.86 - 7.79 (m, 1),
4-one] 7.68 (t, J = 7.1 Hz,
), 4.74 (1, J = 5.0
Hz, 1H), 3.51 (q, J =
7.1 Hz, 2H), 3.29
(ddd, J = 20.2, 14.3,
5.5 Hz, 2, 0.70 (t,
J = 7.1 Hz, 3.
LRMS(EST) m/z 286
[M+HTY
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[140] 38 | DN204818 (D)-5- "H NMR (400 MHz, DMSO)
(Mz[b]8)M-3- |§ 13.87 (s, 1H), 8.20
Ao A-2- - 8.10 (m, 3H), 7.90
B S AEolEZ 4 [(s, 1H), 7.52 (pd, T =
< [(2)-5- 7.1, 1.3 Hz, 2H).
(benzo[blthiophen-3- [LRMS(ESI) m/z 278
ylmethylene)-2- [M+H]
thioxothiazolidin-4-
one]
39 | DN204285 (2)-5-((1H-91=-3- |'H NMR (400 MHz, DMSO-
d)yvda)ElelEEd|ds) & 12.30 (s, 1),
-2,4-t]2 [(2)-5- [12.13 (s, 1H), 8.06
((1H-indo1-3~ (s, 1D, 7.89 (d, J =
yl)methylene)thiazol |7.8 Hz, 1H), 7.74 (4,
idine-2,4~dionel |J = 2.9 Hz, 1H), 7.51
(d, J = 8.0 Hz, 1H),
7.23 (dt, J = 14.8,
7.1 Hz, 2H)
40 | DN204295 5-((IH-R1 &-3- H NMR (400 MHz, MeOD)
dydd)EolZEd- |6 7.60 (d, J = 7.9
2,4-0& [5-((1H- [Hz, 1), 7.37 (4, J =
indol-3- 8.1 Hz, 1H), 7.20 -
yDmethyl)thiazolidi|7.10 (m, 2H), 7.07 -
ne-2,4-dione] 7.01 (m, 1H), 4.81
(dd, J = 9.1, 4.0 Hez,
1H), 3.62 (ddd, J =
14.8, 4.0, 0.7 Hg,
1), 3.42 - 3.29 (m,
1H)
11 DN204301 5-((1H-9Y =-3- M NMR (400 MHz, MeOD)
d)d)-2- § 7.62 - 7.54 (m,
B 2golEed-4- [1H), 7.36 - 7.31 (m,
2 [5-((1H-indol-3- |1H), 7.14 (s, 1H),
y1)methyl)-2- 7.13 - 7.08 (m, 1H),
thioxothiazolidin-4-17.05 - 7.00 (m, 1H),
one] 4.87 (d, J = 4.0 He,
1H), 3.60 (dad, J =
14.8, 4.0, 0.8 Hz,
1), 3.38 - 3.33 (m,
1H). LRMS(ESI) : m/z
263 [M+H]"
42 DN204811 o ) (7)-5-((1H-A=-3- ['H NMR (400 MHz, DMSO)
d)HEA)-3-o1"-2-16 12.07 (s, 1H),
yAs | BgzomgEE- 12.01 (s, 1H), 8.50
N 4-& [(Z)-5-((1H- |(d, J = 2.9 Hz, 1H),
N indol-3- 7.84 (d, J = 7.7 Hz,
yDmethylene)-3- |1H), 7.47 (4, T = 7.9
ethyl-2- Hz, 1H), 7.20 (dtd, J
thioxoimidazolidin- [= 14.7, 7.5, 1.0 Hz,
4-onel 2H), 6.97 (s, 1H),
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[141] 3.85 (q, J = 7.1 Hz,
2H), 1.18 (t, J = 7.1
Hz, 3H). LRMS(ESI)
m/z 272 [M+H]'
43 | DN204815 o ) (Z2)-3-°l"-5- T NMR (400 Miz, DMSO)
(Bl e #-2-dWga)-6 12.18 (s, 1H), 7.89
=N N 2- (d, J = 3.7 Hz, 1H),
AN )4 2olnlthEee- [7.84 (d, J = 5.0 Ha,
e 4-2 [(Z)-3-ethyl-5-|1H), 7.23 (dd, J =
(thiophen-2- 4.9, 3.9 Uz, 1, 6.77
ylmethylene)-2- |(s, 1H), 3.82 (q, J =
thioxoimidazolidin- 7.1 Hz, 2H), 1.16 (t,
4-onel J = 7.1 Hz, 3H).
LRMSCESI) : m/z 239
[M+H]"
44 DN204672 (2)-5-((1H-91%-3- |'H NMR (400 MHz, DMSO-
) gA)-3- dg) & 11.83 (s, 1D,
Wegon i d- [10.32 (s, 1H), 8.15
2,4-v] [(2)-5- |(s, 1), 7.78 (4, T =
((1H-indol1-3- 7.8 Hz, 1H), 7.43 (d,
yl)methylene)-3- |J = 8.0 Hz, 1H), 7.29
methylimidazolidine-|- 7.04 (m, 2l), 6.86
2,4-dione] (s, 1H), 2.97 (s, 3H)
45 | DN205779 o > (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
N HE2[2,3-clddd-|d) & 12.87 (s, 1),
- /g 3-d)WE)-3-o2-|8.48 (d, J = 7.9 lz,
§78 | 2-El S aEolEE Y- |1H), 8.38 (d, J = 4.5
= l A 42 [(2)-5-((1H- [Hz, 1), 8.11 (s, 1),
N N pyrrolo[2,3- 8.00 (s, 1), 7.28
H ¢lpyridin-3- (dd, 1 =7.9, 4.7 Hz,
yl)methylene)-3- [|1H), 4.08 (g, J = 7.0
ethyl-2- Hz, 2H), 1.20 (¢, J =
thioxothiazolidin-4-|7.1 Hz, 3H)
onel
46 DN205780 (Z)-5-((1H- 1H NMR (400 MHz, DMSO-
HE22[3,2-clgHdd-[de) & 12.39 (s, 1),
3-d)viEa)-3-1E-9.28 (s, 1H), 8.34 (4,
2-E|&agolEdd- [J = 5.6 Hz, 1H), 8.19
4-2 [(Z)-5-((1H- |(s, 1), 7.98 (s, 1),
pyrrolo[3,2- 7.49 (d, J = 5.6 Hz,
¢Jpyridin-3- M), 4.09 (q, J = 7.0
yDmethylene)-3- [Hz, 1H), 1.21 (t, J =
ethyl-2- 7.1 Hz, 2H)
thioxothiazolidin-4-
onel
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[142] 47 | DN205781 ; (D-5-((I- | MR (400 Mz, DNSO-
. ) NE2(3,2-b19 V- [d) § 12.40 (s, 1H),
i‘& 3-o)sda)-3-o]e-[8.53 (d, J = 4.5 Hz,
g Ny | 2-E S AaE Y- (1), 8.32 (s, 1),
A 4-2 [(2)-5-((18- [8.08 (s, 1H), 7.92 (d,
N pyrrolol3,2- J =8.21Hz, 1D, 7.30
H blpyridin-3- (dd, J = 8.2, 1.6 Hz,
yl)methylene)-3- |1H), 4.07 (g, J = 7.1
ethyl-2- Hz, 2H), 1.19 (t, J =
thioxothiazolidin-4-|7.1 Hz, 3H)
onel
48 DN205782 > (Z)-5- 1H NMR (400 MHz, DMSO-
q (NZMDIE2A-3- |do) 6 8.28 - 8.18 (m,
Y A &)-3-o1=-2- |2H), 8.13 (d, J = 7.7
g g | B 2EolEHUA- |Hz, 1H), 8.07 (s, 1H),
Q 2 [(D)-5- 7.60 - 7.45 (m, 2H),
s (benzol[blthiophen-3-14.10 (q, J = 7.0 Hz,
ylmethylene)-3- |2H), 1.22 (¢, J = 7.1
ethyl-2- Hz, 3H)
thioxothiazolidin—4-
one]
49 DN205783 > (Z)-83-°"-5- 1H NMR (400 MHz, DMSO-
Q ' (J=ga-2- de) & 8.47 (s, 1),
N avge)-2- 821 (d, J = 8.2 He,
B &4 ElolZed-4- |1H), 8.12 (d, J = 7.8
2 [(Z)-3-ethyl-5- |Hz, 1H), 8.06 (d, J =
(naphthalen-2- 7.8 Hz, 1), 7.77 -
ylmethylene)-2- |7.57 (m, 4H), 4.11 (q,
thioxothiazolidin-4-|J = 7.1 Hz, 2H), 1.23
onel (t, J=7.1Hz, 3
50 DN205821 (Z)-5-((1H- 1H NMR (400 MHz, DMSO-
HEZ[2,3c]HEd-|d) & 12.72 (s, 1H),
3-d)daa)-3- 9.93 (s, 1H), 8.48 (s,
deolmpE A~ [1), 8.39 (dd, J =
2,4-9& [(2)-5- |13.1, 6.2 Hz, 2H),
((1H-pyrrolo[2,3- [8.02 (s, 1H), 7.29
clpyridin-3- (dd, J = 7.8, 4.7 Hz,
yl)methylene)-3- |1H), 3.37 (q, J = 7.1
ethylimidazolidine- |Hz, 2H), 1.07 (¢, J =
2,4-dione] 7.2 Hz, 3H)
51 DN205822 (Z)-5-((1H- 1H NMR (400 MHz, DMSO-
9Jg2[3,2clddd-|de) & 12.21 (s, 1H),
3-d)HEA)-3- 10.46 (s, 1H), 9.13
deolmerEed- |(s, 1H), 8.28 (s, 1H),
2,4~ [(2)-5- [8.19 (s, 1H), 7.45 (d,
((1H-pyrrolol[3,2- |J = 5.3 Hz, 1H), 6.92
¢lpyridin-3- (s, M), 3.53 (q, J =
yl)methylene)-3- |7.1 Hz, 20), 1.16 (t,
ethylimidazolidine- |J = 7.2 Hz, 3H)
2,4-dione]
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[143] 52 | DN205826 ; (2)-5-((1H- 1H NMR (400 MHz, DMSO-
% ) NeZ[3,2-b19W-[d) & 12.46 (s, 1),
l 3-d)wgaA)-3- [12.08 (s, 1H), 8.48
TN 0 | dEoMuEYd- |(d, T = 4.6 Hz, 1H),
N H 2,4-0& [(2)-5- [8.15 (s, 1H), 7.96 (d,
- | N ((1H-pyrrolol3,2- |[J = 8.2 Hz, 1), 7.30
H blpyridin-3- (dd, J = 8.2, 1.7 Hz,
yl)methylene)-3- |1H), 6.77 (s, 1H),
ethylimidazolidine- |3.52 (q, J = 7.1 Hz,
2,4-dione] ), 1.156 (1, I =7.1
Hz, 3H)
53 | DN205827 o ) (2)-5- 1H NMR (400 MHz, DMSO-
" (Az[bIEL#A-3- |d) & 10.85 (s, 1H),
A )-3- 8.27 (s, 1W), 8.05
TN | clgelmaEed- [(dd, J = 14.9, 7.8 Hz,
A H 2,49 [(Z)5- |20, 7.65 - 7.30 (m,
& (benzo[blthiophen-3-|2H), 6.82 (s, 1H),
ylmethylene)-3- [3.55 (q, J = 7.2 Hz,
ethylimidazolidine- |2H), 1.17 (t, J = 7.2
2,4-dionel Hz, 3H)
54 | DN205828 (Z)-3-o]®-5- |11 NMR (400 Miz,
9 > (J=ga-2-  |obcly) 6 8.03 (d, J =
L duga)olnokEe |7.4 He, 1H), 7.94 -
FONT0 | 92,4112 [(2)-3- |7.84 (m, 2H), 7.63 -
H ethyl-5-(naphthalen-|7.55 (m, 2H), 7.55 -
O 2- 7.48 (m, 2H), 7.34 (s,
ylmethylene)imidazol |[1IH), 3.72 (q, J = 7.2
idine-2,4-dione] |Hz, 2H), 1.32 (¢, J =
7.2 Hz, 3H)
55 | DN204287 o) (7)-5-(FEF-3- |'H NMR (400 MHz, DMSO-
NH dvgd)EolEAY-[de) & 12.49 (s, 1H),
=AgAvg 2,4-0& [(1)-5- [8.25 (s, 1), 7.88 (s,
(furan-3- M), 7.69 (s, 1H),
ylmethylene)thiazoli|6.75 (d, J = 1.3 Hz,
dine-2,4-dionel 1)
56 | DN204296 0 (2)-5-((11-20%-3- | NMR (400 Miz, DMSO)
NH o) e el )-2- 5 13.55 (s, 1M,
= B9 AE o= W-A- [12.30 (s, 1H), 7.93
$778 | e s |, 7= 3.7 Wz, o),
N indol-3- 7.82 (d, J = 3.0 Hz,
m yl)methylene)-2- |1H), 7.51 (d, J = 7.7
thioxothiazolidin-4-|Hz, 1H), 7.24 (dtd, J
one] = 14.8, 7.1, 1.2 Hz,
2H). LRMS(ESI) : m/z
261 [M+H]"
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57

DN204298

(2)-5-(F&-3-
g )-2-
EEPS:NELEE
2 [(Z)-5-(furan-3-
ylmethylene)-2-
thioxothiazolidin-4-
one]

"H NMR (400 MHz, DMSO)
§ 13.73 (s, 1H), 8.31
(d, J = 0.5 Hz, 1H),
7.90 (dd, J = 2.5, 1.0
Hz, 1H), 7.61 - 7.53
(m, 1D, 6.77 (d, J =
1.7 Hz, H).
LRMS(ESD) : m/z 212
[M+H]*

58

DN204299

(2)-5-(5] &.51-3-
A -2~
E] &2 E ol & d-4-
< [(Z2)-5-(thiophen-
3-ylmethylene)-2-
thioxothiazolidin-4-
one]

" NMR (400 MHz, DMSO)
§ 13.76 (s, 1H), 8.08
(d, J = 1.6 Hz, 1H),
7.76 (dd, J =5.1, 2.9
Hz, 1H), 7.68 (s, 1H),
7.39 (dd, J = 5.1, 1.3
Hz, 1H). LRMS(ESI)
m/z 228 [M+H]’

59

DN204306

5-(E] 2 ¥1-3-d v ° )~
21 ¥ o} W -
4-2 [5-(thiophen-3-
ylmethyl)-2-
thioxothiazolidin-4-
one]

" NMR (400 MHz, MeOD)
§ 7.26 (dd, J = 5.0,
3.0 Hz, 1), 7.12 -
7.07 (m, 1H), 6.91
(dd, J = 5.0, 1.2 Hz,
M), 4.70 (dd, I =
8.5, 4.2 Hz, 1H), 3.32
(dd, J = 14.6, 4.1 Hz,
M), 3.19 - 3.14 (m,
1H). LRMS(ESI) : m/z
230 [M+H]"

60

DN204809

(Z)-5-(MZFF-5-
e )-2-
E]GAE ol Z -4~
< [(Z)-5-
(benzofuran-5-
ylmethylene)-2-
thioxothiazolidin-4-
one]

H NMR (400 MHz, DMSO)
§ 13.83 (s, 1H), 8.12
d, J =22 Hz, 1),
7.9 (d, J = 1.8 Hz,
M), 7.79 (s, 1H),
7.77 (s, 1H), 7.59
(dd, J = 8.7, 1.9 Hz,
M), 7.11 (dd, J =
2.2, 0.9 Hz, 1H).
LRMS(ESI) : m/z 262
[M+H]*

61

DN205107

(2)-5-((1H-21 &-3-
d)sg)-3-
oo thEed-
2,4-9L& [(2)-5-
((1H-indo1-3-
y1)methylene)-3~
methylimidazolidine-
2,4-dione]

TH NMR (400 MHz, DMSO-
ds) & 12.07 (s, 1H),
12.01 (s, 1H), 8.51
(d, J =29 Hz, 1W),
7.84 (d, J = 7.8 Hz,
), 7.55 - 7.34 (m,
M), 7.30 - 7.08 (m,
o), 6.98 (s, 1),
3.22 (d, J = 4.2 He,
31
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[145] 62 o (2)-5-((1H- 10 NMR (400 MHz, DMSO)
N 9 E22[2,3-b]9YD-|6§ 12.69 (s, 1H), 8.61

=N [3-2)mga)-3-vE-|d, J = 8.0 Hz, 1H),

_ 0" S |opgaeXzed-[8.36 (d, J = 4.6 Hz,
ry 4-¢ H, 8.19 (s, 1H),

SN N [(Z)-5-((-  [7.34 (s, 1H), 7.28
H pyrrolol2,3-  |[cdd, J = 8.0, 1.7 Hz,
blpyridin-3- 1H), 3.25 (s, 3H). 13C

ylmethylene)-3- |NMR (400 MHz, DMSO) &

methyl-2- 183.70, 161.74,

thioxooxazolidin—4- |149.51, 144 .94,

onel 136.29, 133.78,

129.14, 118.57,

117.87, 108.66,

107.37, 29.33.

LRMS(EST) m/z 260

[M+H1+

63 o (2)-5-((1H- 10 NMR (400 MHz, DMSO)
N 9 E2Z[2,3-clgD-|6 12.55 (s, 1H), 8.87

=0 A [3-)d"a)-3-vE-|(d, J = 0.7 Hz, 1),

_ 0" 7S |2mgagazga- 820 (d, J = 5.5 Hy,
B - ), 8.27 (s, 1),
NN [(2)-5-((L-  |8.14 (dd, J = 5.5, 0.8
H pyrrolo[2,3-  |Hz, 1H), 7.37 (s, 1H),
clpyridin-3-  [3.25 (s, 3W). 13C NIR

yl)methylene)-3- |(400 MHz, DMSO) &

methyl-2- 183.77, 161.67,

thioxooxazolidin—4- [141.73, 140.40,

onel 136.54, 135.91,

134.11, 131.18,

114.69, 107.99,

107.79, 29.35.

LRMS(ESI) m/z 260

[M+H1+

64 o (2)-5-((1H- 1H NMR (400 MHz, DMSO)
N s22[3,2-b15Ed-|6 12.30 (s, 1H), 8.50

=N\ [3-2MEd)-3-Wd-|(dd, T = 4.6, 1.3 Hz,

N 0" 78 | oggasaEdY- (), 8.20 (s, 1M,
ry 42 7.94 (dd, J = 8.2, 1.3

X~ N [(Z)-5-((1H-  [Hz, 1H), 7.28 (dd, J =
H pyrrolol3,2- (8.2, 4.6 Hz, 1), 7.24
blpyridin-3- (s, 1), 3.25 (s, 3H).

yl)methylene)-3- |13C NMR (400 MHz,

methyl-2- DMS0) ] 183.90,

thioxooxazolidin-4- [161.64, 144.78,

one] 144.57, 137.12,

133.64, 129.18,

120.54, 118.68,

107.71, 105.44, 29.37.
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[146] LRMS(ESD) : m/z 260
[M+H]+
65 > (2)-5-((14- 1H NMR (400 MHz, DMSO)
\ HE2[2,3-blgEE-|s 12.71 (s, 1), 8.61
/\§ 3-d)veal)-3-oe-|(dd, J = 8.0, 1.4 Hz,
o7 s | 2-8%agAEYd- 1), 8.36 (dd, T =
Zr N\ 1-& 4.6, 1.4 Hz, 1H), 8.19
N N [(Z)-5-((AH-  |(s, 1H), 7.33 (s, 1H),
N" R} pyrrolol2,3- 7.28 (dd, ] = 8.0, 4.7
blpyridin-3- Hz, 1D, 3.84 (q, J =
yl)methylene)-3- |7.2 Hz, 2H), 1.23 (t,
ethyl-2- J =7.2 Hz, 30). 13C
thioxooxazolidin—4- |[NMR (400 MHz, DMSO) §
onel 182.98, 161.44,
149.53, 144.94,
136.07, 133.88,
129.15, 118.57,
117.88, 108.78,
107.39, 38.05, 12.32.
LRMS(ESI) : m/z 274
[M+H]+
66 | DN207298 > (2)-5-((1H- TI NMR (400 MHz, DMSO)
N H22[2,3-clggd9-|§ 12.33 (s, 1H), 8.87
/g 3~d)mMgl)-3-oe-|(d, J = 0.7 Hz, 1H),
TN s | 2-ElSAaSAEYH- [8.29 (4, J = 5.5 Hz,
A\ 48 ), 8.27 (s, 1),
N ~N L(Z)-5-((1H-  |8.13 (dd, J = 5.5, 0.8
H pyrrolol2,3- Hz, 1), 7.37 (s, 1),
clpyridin-3- 3.84 (q, J = 7.2 Hz,
yDmethylene)-3- |2H), 1.23 (t, J = 7.2
ethyl-2- Hz, 3H). “C NMR (400
thioxooxazolidin-4- |MHz, DMSO) & 183.05,
onel 161.38, 140.38,
136.33, 136.06,
135.94, 134.15,
131.20, 114.69,
108.09, 107.81, 38.06,
12.31. LRMS(ESD) : m/z
274 [M+H]*
67 | DN207299 > (2)-5-((1H- H NMR (400 MHz, DMSO)
g2 2[3,2-b1gd™-|§ 12.29 (s, 1H), 8.50
L 3-2)w > al)-3-o]gd-|(dd, J = 4.6, 1.3 Hz,
N T o7 s | 2-ESASAEEd- (1D, 8.29 (s, 1H),
z Q 4-8 7.94 (ad, J = 8.2, 1.3
NN [(Z2)-5-((IH-  |Hz, 1H), 7.28 (dd, J =
H pyrrolol3,2- 8.2, 4.6 Hz, 1H), 7.25
blpyridin-3- (s, 1), 3.84 (q, J =
yD)methylene)-3- |7.2 Hz, 20), 1.23 (t,
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[147] ethyl-2- J = 7.2 Hz, 3. ®¢
thioxooxazolidin-4- |[NMR (400 MHz, DMSO) &
onel 183.19, 161.35,
144.78, 144.57,
136.91, 133.70,
129.17, 120.54,
118.69, 107.73,
105.54, 38.10, 12.31.
LRMS(ESI) n/z 274
[M+H]"
68 | DN207300 , (Z)-5-((1- T{ NMR (400 MHz, DMSO)
N I E2[2,3-b]19H Q-6 12.73 (s, 1H), 8.44
=N 3-)mPa)-3- |(dd, J = 7.9, 1.4 Hz,
P S0 | wuarolzad2,4- ), 8.37 (dd, J =
N =3 4.7, 1.4 Hz, 1H), 8.19
SN N [(2)-5-((1H-  |(s, 1), 7.89 (s, 1H),
H pyrrolo[2,3-  |7.26 (dd, J = 7.9, 4.7
blpyridin-3- Hz, 1H), 3.12 (s, 3H).
yl)methylene)-3- [®C  NMR (400 MHz,
methylthiazolidine— |DMSO) ) 167.59,
2,4-dione] 166.20, 149.19,
145.07, 140.55,
129.80, 128.03,
125.37, 119.48,
117.71, 109.69, 28.24.
LRMS(ESI) m/z 260
[M+H]"
69 y (Z)-5-((1H- 'H NMR (400 MHz, DMSO)
N W52 [2,3-cl9Edd-|s 12.60 (s, 1H), 8.85
=N 3-hHg)-3- [, J = 0.5 Heo 1D,
P $770 | g oEdd2,4- [8.28 (d, J = 5.5 M,
N =3 H), 8.18 (s, 1H),
Ne N [(2)-5-((1H  [8.01 (s, 1H), 7.97
H pyrrolo[2,3- (dd, J = 5.5, 0.7 Hz,
c¢lpyridin-3- 1H), 3.11 (s, 3H). %C
yl)methylene)-3- |NMR (400 MHz, DMSO) &
methylthiazolidine— |167.52, 166.14,
2, 4-dione] 140.24, 135.82,
133.85, 132.39,
131.93, 125.04,
116.16, 113.83,
110.32, 28.25.
LRMS(ESI) m/z 260
[M+H]"
70 P (Z)-5-((1H- 'H NMR (400 MHz, DMSO)
N D E2R2(3,2-clu -6 12.4 (s, 1H), 9.25
=N =M A)-3- (s, 1), 8.33 (4, J =
- " 70 | yugelE#w-2,4- 5.7 Hz, 1), 8.26 (s,
N N gL M), 7.8 (s, 1H),
X H [(2)-5-((IH- |7.49 (4, J = 5.7 He,
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[148] pyrrolol3,2- 1, 3.13 (s, 3.
¢]pyridin-3- LRMS(ESI) : m/z 260
yl)methylene)-3- |[M+H]"
methylthiazolidine—
2,4-dione]
71 P (2)-5-((1H~ H NMR (400 MHz, DMSO)
N 9 &2([3,2-bl¥ P~ 6 12.16 (s, 1H), 8.49
AN 3-)Me)-3- [(dd, J = 4.6, 1.3 Hz,
N §” 70 | mugozgu-2.4- ), 8.22 (s, 1),
N g2 8.13 (s, 1H), 7.90
XN [(2)-5-((1-  |¢dd, T = 8.2, 1.3 Hz,
H pyrrolol3,2-  |1), 7.28 (dd, J =
blpyridin-3- 8.2, 4.6 Hz, 1H), 3.10
ylmethylene)-3- (s, 3H). C NMR (400
methylthiazolidine- [MHz, DMSO) & 168.78,
2,4-dione] 166.73, 144.28,
144.07, 133.76,
129.68, 125.66.
120.43, 118.76,
115.74, 111.06, 28.06.
LRMS(ESI) m/z 260
[M+H]
72 > (2)-5-((1H~ H NMR (400 MHz, DMSO)
HE2[2,3-blud-|s 12.76 (s, 1H), 8.43
L 3-<)Mead)-3- |(dd, J = 7.9, 1.4 He,
g7 Yo | ddHelEEY-2,4- [1H), 8.37 (dd, J =
Z I\ o 4.6, 1.4 Hz, 1H), 8.19
> N (Z)-5-((1H- (s, 1), 7.89 (s, 1W),
N" R pyrrolol2,3-  [7.26 (dd, J = 7.9, 4.7
blpyridin-3- Hz, 1), 3.69 (q, J =
yl)methylene)-3- |7.1 Hz, 2H), 1.17 (t,
ethylthiazolidine- |J = 7.2 Hz, 3H). C
2,4-dione] NMR (400 MHz, DMSO) &
167.33, 165.83,
149.14, 145.08,
129.80, 128.02,
125.56, 119.46,
117.73, 115.86,
109.69, 36.96, 13.35.
LRMS(ESI) n/z 274
[M+H]*
73 | DN207305 > (2)-5-((1H- T NMR (400 MHz, DMSO)
9%2[2,3-cl9dd-|s 12.45 (s, 1H), 8.86
L 3-e)yMga)-3- |(s, 1), 8.28 (d, J =
s” Y0 | ddEolEYd-2,4- [5.5 Hz, 1), 8.19 (s,
Z 3\ e H), 8.02 (s, 1H),
N AN [(2)-5-((1H- [7.97 (@, T = 5.0 He,
H pyrrolo[2,3- 1), 3.69 (q, J = 7.2
c¢lpyridin-3- Hz, 2H), 1.17 (t, J =
yDmethylene)-3- (7.2 Hz, 3H). “C N
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[149] ethylthiazolidine- [(400 MHz, DMSO) &
2,4-dione] 167.29, 165.80,
140.20, 135.83,
133.91, 132.56,
131.97, 125.27,
116.00, 113.83,
110.34, 36.99, 13.34.
LRMS(ESI) n/z 274
[M+H]*
74 | DN207049 (2)-5-((1H- TI NMR (400 MHz, DMSO-
WZ2(2,3-bldEd-|d) 6 9.96 (s, 1H),
= o 3- 8.51 (s, 1H), 8.49 -
p Ayrda) LA = A (8,37 (m, 2H), 7.31
- N -2,4-0)& (dd, J = 7.8, 4.7 Hz,
N H [(2)-5-((1H-  |1H).
: pyrrolo[2,3-
blpyridin-3-
yl)methylene)oxazoli
dine-2,4-dionel
75 | DN207111 (2)-5-((1H- H NMR (400 MHz. DMSO-
H [JE2(2,3c]lg8d-|d) & 12.25 (s, 1H),
3- 1111 (s, 10), 10.21
O lahyuaa)eAzed|(s, 1H), 8.78 (s, 1H),
A\ -2,4-1& 8.30 (s, 1H), 8.20 (d,
Nx~~N [(2)-5-((1H  [J = 5.5 Hz, ), 7.79
H pyrrolo[2,3- (d, J =5.4 1z, 1M).
clpyridin-3-
yl)methylene)oxazoli
dine-2,4-dionel
76 | DN207109 (7)-5-((1H- TH NMR (400 MHz, DMSO-
H [J22(3,2-clg8d-|d) & 12.22 (s, 1H),
3- 11.16 (s, 1), 10.26
2 O lanmaa)sazad (s, 1), 9.12 (s, 1),
N N\ -2,4-1]¢- 8.27 (d, J = 5.6 Hz,
XN [(z)-5-((1H- |1, 8.19 (s, 1H),
H pyrrolo[3,2-  [7.46 (d, J = 5.3 Iz,
clpyridin-3- 1H).
vl )methylene)oxazoli
dine-2,4-dionel
77 | DN207110 (2)-5-((18- TH NMR (400 MHz, DMSO-
s 22[3,2-bl9EAd-[ds) & 12.04 (s, 1H),
_ 3- 10.97 (s, 1H), 8.46
N O |y sarzaa|d, 1 = 4.6 H, 1),
N -2,4-1& 8.12 (s, 1H), 7.95 (d,
XN [(2)-5-((1H- |J = 8.2 Hz, 1H), 7.29
H pyrrolol3,2- (dd, J = 8.2, 4.7 Hz,
blpyridin-3- 1H), 6.65 (s, 1H).
yl)methylene)oxazoli
dine-2,4-dione]

51
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[150] 78 | DN207112 (2)-5-((1H- TH NMR (400 MHz, DMSO-
W=2[2,3-bI9ew-|d) § 12.51 (s, 1H),
= 3-e)mea)-3- [8.55 - 8.47 (m, 1H),
P O | musa=eu-24-[3.33 (ad, 7 = 4.6, 1.3
IR oe Hz, 1H), 8.06 (d, J =
SN N [(D)-5-(- (2.8 Hz, 1), 7.29 -
H pyrrolo[2,3-  [7.19 (m, 2H), 3.03 (s,
blpyridin-3- 3H).
v1)methylene)-3-
methyloxazolidine-
2,4-dionel
79 | DN207113 , (2)-5-((1H- TI NMR (400 MHz, McOD)
BE52[2,3-cldd-[s 8.90 (s, 1), 8.41
-d)HeEda)-3- (s, 1), 8.20 (d, J =
~ O | asraze9-2,4- [6.2 Hz, H), 8.09 (d,
B o J = 6.3 H, 1), 6.8
Nx~~N [(Z)-5-((H- (s, 1H), 3.00 (s, 3H).
H pyrrolo[2,3-
¢]pyridin-3-
y1)methylene)-3-
methyloxazol idine—
2,4-dionel
80 | DN207156 P (2)-5-((1H~ T NMR (400 MHe,
I 22[3,2-clggd-|cDdCl;) & 8.97 (s,
3-e)m"a)-3- [1H), 8.32 (d, J = 5.9
N7 O | vagAzd9-2,4 |z, 1), 7.3 (d, J =
A oe 5.9 Hz, 1), 7.26 (s,
XN [(Z)-5-((1H-  [1H), 6.69 (4, T = 2.9
H pyrrolol3,2-  |Hz, 1H), 3.38 (s, 3H).
clpyridin-3-
y1)methylene)-3-
methyloxazolidine—
2.,4-dione]
81 | DN207114 (2)-5-((1H- TI NMR (400 MHz, DMSO-
yE2[3,2-bl9Ed-|d) & 8.51 (d, J =
— - E)-3- 4.3 Hz, 1H), 8.19 (s,
N O | wusAzgua-2.4- [1H), 8.00 (s, 1H),
IR Oe 7.37 - 7.21 (m, 1),
XN [(Z)-5-((1H-  [6.80 (s, 1), 2.97 (s,
H pyrrolol3,2- 3H).
blpyridin-3-
v1)methylene)-3-
methyloxazolidine-
2,4-dione]

52
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[151] 82 | DN207157 (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
9E22[2,3-blgad-|ds) & 12.49 (s, 1),
3-d)#EA)-3-  18.50 (dd, J = 8.0, 1.5
= O |ethylSAEw]d-2 4-|Hz, 1H), 8.33 (dd, J =
Z N\ B 4.6, 1.5 Hz, 1H), 8.06
X N [(Z)-5-((1H- (s, 1), 7.35 - 7.01
N™ pyrrolol2, 3- (m, 2H), 3.57 (q, J =
blpyridin-3- 7.2 Hz, 2H), 1.21 (¢,
yl)methylene)-3- |J = 7.2 Hz, 3H).
ethyloxazolidine-
2,4-dione]
83 | DN207129 > (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
E5202,3-clgd&dd-|d) & 8.94 (s, 1H),
3-d)dEA)-3- |8.53 - 8.23 (m, 2H),
- O |ethyl $AFE@E-2,4-18.19 (d, J = 5.7 Hz,
= \ g m, 7.29 (s, 1D,
Na N [(Z)-5-((1H- 3.57 (q, J = 7.2 Hz,
H pyrrolo[2,3- 2H), 1.21 (¢, J = 7.2
clpyridin-3- Hz, 3H).
y1)methylene)-3-
ethyloxazolidine-
2,4~dione]
84 DN207130 o ) (2)-5-((1H~- " NMR (400 MHz, DMSO-
HE22(3,2-cldEd-|ds) § 12.26 (s, 1D,
3-d)edal)-3- 19.33 (s, 1H), 8.29 (4,
07 S0 |ethyl &AIEYW-2,4-1] = 5.6 Hz, 1H), 8.04
NZ Y o2 (s, ), 7.47 (d, J =
NN [(2)-5-((1H (5.6 Hz, 1), 7.29 (s,
H pyrrolol3,2- M), 3.57 (q, J =7.2
clpyridin-3- Hz, 2H), 1.21 (1, J =
yl)methylene)-3- [7.2 Hz, 3H).
ethyloxazolidine-
2,4-dione]
85 | DN207131 o (Z)-5-((1H- 'H NMR (400 MHz, MeOD)
9g2[3,2-bl9d-|s 8.64 - 8.35 (m,
-H)yMEA)-3- [, 8.26 (s, 1),
N - O |ethylSAFZEP-2,4-18.07 - 7.84 (m, 1H),
Z N\ & 7.45 (s, 1), 7.32
X N [(Z)-5-((1H- (dd, J = 8.2, 4.7 Hz,
H pyrrolol3,2- M, 3.71 (q, 1 =7.2
blpyridin-3- Hz, 20), 1.32 (t, J =
yl)methylene)-3- [7.2 Hz 3H).
ethyloxazolidine-
2,4-dione]




54

WO 2021/133037 PCT/KR2020/018932
[152] 86 | DN207115 )_\\ (Z)-5-((1H- "H NMR (400 MHz, MeOD)
W E2[2,3-b]Hed-|6 8.145 (dd, J = 8.0,
N 3-9)elga)-3- (1.4 Kz, 1), 8.32 (dd,
- O O |o1AZEHISAIEZE (] = 4.8, 1.4 Hz, 1H),
Z N\ -2,4-9& 8.06 (s, 1H), 7.28
X N [(Z)-5-((1H- (dd, J = 8.0, 4.8 Hz,
N H pyrrolol2,3- 1H), 7.114 (s, 1H),
blpyridin-3- 4.43 (dt, J = 13.8,
ylmethylene)-3- 16.9 Hz, 1H), 1.50 (d,
isopropyloxazolidine|J = 6.9 Hz, 6H).
-2,4-dionel
87 | DN207116 )\\\ (Z)-5-((1H- 'H NMR (400 MHz, McOD)
N 9 E52[2,3-clgdgd-|s 8.80 (s, 1, 8.29
3-h)WeEA)-3- |- 8.20 (m, 2H), 8.01
T o 0 |oAaZzaeAEdd(d, J = 5.7 Hz, 1H),
= N\ -2,4-t)& 7.17 (s, 1H), 4.43
Na N [(Z)-5-((1H- (dt, J = 13.8, 6.9 Hz,
H pyrrolo[2,3- 1, 1.50 (d, J = 6.9
clpyridin-3- Hz, 6H).
y1)methylene)-3-
isopropyloxazolidine
-2,4-dione]
88 DN207117 o >\ (2)-5-((1H~- " NMR (400 MHz, MeOD)
JHE22(3,2-clgEd-|8s 9.23 (s, 1), 8.29
N 3-e)M=)-3- [, I = 5.8 He. 1),
T 07 Y0 |olAZERUSAEHY(8.05 (s, 1H), 7.53 (d,
N/| N\ -2,4-Y& J =5.8 Hz, 1), 7.21
™ N [(Z)-5-((1H- (s, ), 4.43 (dt, J =
H pyrrolol3,2- 13.8, 6.9 Hz, 1H),
c]pyridin-3- 1.50 (d, J = 6.9 He,
yl)methylene)-3- |6H).
isopropyloxazolidine
-2,4-dione]
89 | DN207118 o >L- (Z)-5-((1H- 'H NMR (400 MHz, MeOD)
N 9E2[3,2-bl9d-|5 8.45 (dd, J = 4.7,
3-A)HEs)-3- 1.1 Hz, 1D, 8.25 (s,
N T N0 0 |dazZ2ISAEYY |, 7.94 (dd, T =
z N\ -2,4-1J& 8.2, 1.2 Hz, 1H), 7.41
X N [(Z)-5-((1H- (s, 1), 7.31 (dd, J =
H pyrrolol3,2- 8.2, 4.7 Hz, 1H), 4.42
’ blpyridin-3- (dt, J = 13.8, 6.9 Hz,
yl)methylene)-3- |1H), 1.50 (d, J = 6.9
isopropyloxazolidine[Hz, 6H).
-2,4-dione]
90 DN206760 (Z)-5-((1H- " NMR (400 MHz, DMSO-
NH 9HE2[2,3blgEd-[de) 6 8.33 8.20 (m,
=\ 3 3, 7.17 (dd, T =
_ N" 7O la)mua)olngza (7.9, 4.7 iz, 1), 6.73
N -2 49 & (s, 1H).
SN N [(2)-5-((1H-
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[153] pyrrolol2,3-
blpyridin-3-
y1)methylene)imidazo
lidine-2,4-dione]
91 | DN206763 0 (2)-5-((1l- TI NMR (400 Mz, DMSO-
NH |922[2.3-c]lg8d-]|d) & 8.78 (s, 1H),
_ 3- 8.31 (s, 1H), 8.20 (d,
N0 |a)dgaelmaza |1 = 5.5 Hz, 1), 7.80
R w240 [@, )= 5.5 Hz, 1),
Nx~~N [(2)-5-((-  [6.73 (s, 1M).
H pyrrolo[2,3-
clpyridin-3-
yl)methylene)imidazo
lidine-2,4-dione]
92 | DN206761 0 (2)-5-( (11~ TH NMR (400 MHz, DMSO-
NH S E2([3,2-clFHd-|d) § 12.15 (s, 1H),
= 3- 11.13 (s, 1), 10.22
> N O |ymmaaeleicize s, 1), 9.08 (s, 1),
B ©-2,4-0€  [8.26 (4, J = 5.7 He,
XN [(2)-5-((QH-  |1H), 8.16 (s, 1H),
H pyrrolo[3,2-  [7.43 (d, J = 5.8 Iz,
¢lpyridin-3- 1), 6.80 (s, 1D).
y1)methylene)imidazo
lidine-2,4-dione]
93 | DN206762 0 (2)-5-((1H- TH NMR (400 MHz, DMSO-
NH HE2[3,2-blFE-[ds) § 12.19 (s, 1H),
_ 3- 8.46 (dd, J = 4.7, 1.3
N N0 |lehymaayelo gz iz, 1), 8.10 (s, 1),
IR 9-2,4-0¢  [7.95 (dd, T = 8.2, 1.3
XN [(2)-5-((1H-  |Hz, 1H), 7.30 (dd, T =
H pyrrolo[3,2- 8.2, 4.7 Hz, 1H), 6.64
blpyridin-3- (s, 1H).
yl)methylene)imidazo
lidine-2,4-dionel
94 | DN206759 o (2)-5-((1H- TH NMR (400 MHz, DMSO-
N HE2(2,3-b]F#d-|d) & 8.33 - 8.21 (m,
— 3-g)WE&A-3- |30, 7.18 (dd, T =
_ N" 7O | maomeaa- [7.9, 1.7 H, 1), 6.85
IR 2,4-1) & (s, 1), 2.97 (s, 3H).
SN N [(2)-5-((1H-
H pyrrolo[2,3-
blpyridin-3-
y1)methylene)-3-
methylimidazolidine—
2.,4-dione]
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[154] 95 | DN206765 QA (D-5-((I- | MR (400 Mz, DMSO-
N HE22[2,3-clgId-|d) & 8.79 (s, 1),
— 3-4)ega)-3-  18.32 (s, 1H), 8.21 (d,
y N" 7O | maeliizgu- |1 =55 bz, 1), 7.82
IR 2,4-t) & (d, J = 5.5 H, 1H),
Na~~N [(2)-5-((1H-  [6.84 (s, 1H), 2.98 (s,
H pyrrolol2,3- 3H).
clpyridin-3-
y1)methylene)-3-
methylimidazolidine-
2,4-dione]
96 | DN206764 O, Y (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
N yE2[3,2-clg8d-|d) & 9.09 (s, 1),
= 3-d)Ha)-3- 18.26 (d, J = 5.7 Hz,
7 N“7O | maemadu- (1), 8.16 (s, 1),
Y 2,4-9& 7.42 (d, J = 5.7 Uz,
N [(Z)-5-((1H- ), 6.90 (s, 1H),
H pyrrolo[3,2- 2.98 (s, 3H).
¢lpyridin-3-
y1l)methylene)-3-
methylimidazolidine—
2,4~dione]
97 DN207162 o > (2)-5-((1H~- H NMR (400 MHz, DMSO-
N HE22[2,3-blgEd-|ds) § 12.72 (s, 1D,
/& 3-d)EaA)-3- 19.93 (s, 1H), 8.48 (s,
“TONTY0 | dEemuEdY- |1, 8.39 (dd, J =
4 T H 2,4-9& 13.1, 6.2 Hz, 2,
X N [(Z)-5-((1H- 8.02 (s, 1H), 7.29
N" R pyrrolol2,3-  |(dd, J = 7.8, 4.7 Hz,
blpyridin-3- ), 3.37 (¢, J = 7.1
y)methylene)-3- |Hz, 2H), 1.07 (t, J =
ethylimidazolidine- |7.2 Hz, 3H).
2,4-dione]
98 | DN206766 o >\ (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
N H22[2,3-blg&d-|de) & 12.30 (s, 1H),
3-)We)-3- 10.40 (s, 1H), 8.34 -
TONTTO  |odlazZagem &Y |8.20 (m, 38H), 7.17
an H 9-2,4-1& (dd, J = 7.9, 4.7 Hz,
> N [(Z)-5-((1H- 1), 6.80 (s, 1),
N" § pyrrolol2,3-  |4.37 - 4.22 (m, 1),
blpyridin-3- 1.38 (d, J = 6.9 Hz,
yl)methylene)-3- |6H).
isopropylimidazolidi
ne-2,4-dionel
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[155] 99 | DN206769 >\ (2)-5-((1H- H NMR (400 MHz, DMSO-
WE22[2,3-clHd-|d) & 12.28 (s, 1H),
N 3y a)-3-  |10.40 (s, 1H), 8.88 -
NSO |olAaAEEHolvYEY (8.71 (n, 1H), 8.31 (s,
Z\ H ©-2,4-1) & H), 8.21 (d, J = 5.4
N ~N [(D)-5-((1H-  |Hz, 1), 7.80 (d, J =
H pyrrolol2,3- 5.3 Hz, 1H), 6.80 (s,
cJpyridin-3- M, 4.30 (@t, J =
ylmethylene)-3- |13.7, 6.8 Hz, 1H),
isopropylimidazolidi|1.39 (d, J = 6.8 Hz,
ne-2,4-dionel 6H) .
100 | DN206767 o >\ (2)-5-((1H- T{ NMR (400 MHz, DMSO-
N AE52[3,2-clFd-[de) & 12.16 (s, 1H),
3-d)HEda)-3- 10.43 (s, 1), 9.08
TONTTO |olazRYoniEd (s, 1H), 8.26 (d, J =
N7 TN H d-2,4-1] & 5.6 Hz, 1H), 8.16 (s,
NN [(Z)-5-((H-  |1H), 7.42 (d, J = 5.7
H pyrrolol3,2- Hz, 1H), 6.87 (s, 1H),
clpyridin-3- 4.55 - 4.06 (m, 1H),
yl)methylene)-3- [1.39 (d, J = 6.9 Hz,
isopropylimidazolidi |6H).
ne-2,4-dionel
101 | DN206768 o )\ (2)-5~((1H- "M NMR (400 MHz, MeOD)
gE22([3,2-bl9ed-|s 8.43 (d, J = 4.7
N 3-<)WMgA)-3-  |He, 1H), 7.86 (d, J -
N TONTTYO  [olazzgolntiEE 9.8 Hz, 2H), 7.26 (dd,
25\ M ©-2,4-0 2 J =18.0, 4.9 Hz, 1),
X N [(Z)-5-((1H- 6.74 (s, 1H), 4.71 -
H pyrrolol3,2- 4.34 (m, 1H), 1.40 (4,
blpyridin-3- J=6.9 Hz, 6H).
y1)methylene)-3-
isopropylimidazolidi
ne-2,4-dione]
102 | DN205355 (2)-5-((1H- 1 NMR (400 MHz, DMSO-
NH YE2[2,3-bldEd-|d) & 13.62 (s, 1H),
= 3-eh)WgA)-2- [11.96 (s, 1H), 8.43
~ $” 7S | gearetzgu-4- |(dd, J = 8.0, 1.4 Hz,
N\ & ), 837 (dd, J =
SN N [(Z)-5-((1H-  [4.7, 1.5 Hz, 1H), 7.93
H pyrrolol2,3- (s, 1H), 7.90 (s, 1H),
blpyridin-3- 7.27 (dd, T =7.9, 4.7
yD)methylene)-2- |Hz, 1H).
thioxothiazolidin-4-
onel
103 | DN206962 (2)-5-((1H- "H NMR (400 MHz, DMSO-
NH [FE2[2,3-clggd-|de) § 11.97 (s, 1),
— 3-ehHWgaA)-2- [8.86 (d, T = 0.8 Hz,
- §7 7S | geauelEgu-4- 1), 8.30 (d, J = 5.6
N\ X3 Hz, 1H), 8.08 - 7.9
Nx N [(D)-5-((1H-  |(m, 2H), 7.91 (s, 1H).
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[156] pyrrolol2,3-
¢]pyridin-3-
y1)methylene)-2-
thioxothiazolidin-4-
onel
104 [LIS 022-037 (2)-5-((1H~ H NMR (400 MHz, DMSO-
9 E2[2,3-blugd-|d) & 12.68 (s, 2H),
— - el )-3-E-18.46 - 8.33 (m, 2H),
P S | smsanclzau- [7.97 (s, 1), 7.88 (d,
N 4-& J =24z, 1D, 7.2
SN N [(Z)-5-((1H-  |(dd, J = 7.9, 4.7 Hz,
H pyrrolo[2,3-  |1H), 2.74 (s, 3H).
blpyridin-3-
y1)methylene)-3-
methyl-2-
thioxothiazolidin-4-
one]
105 | DN206963 P (2)-5-((1H~ T NMR (400 MHz, DMSO-
HE2[2,3-cluad-|d) § 12.02 (s, 1),
= 3-)wiga)-3-"E-[8.85 (d, J = 0.9 Hz,
S | 2-gsaozgu- [m), 8.30 (4, J = 5.5
N 1-& Hz, 1D, 8.11 (d, J =
Na~~N [(2)-5-((H- (5.6 Hz, 2H), 8.02 (dd,
H pyrrolol2,3- J =55, 0.9 Hz, 1M),
¢lpyridin-3- 3.42 (s, 3H).
y1)methylene)-3-
methyl-2-
thioxothiazolidin-4-
one)
106 | DN206964 P (7)-5-((1H- TH NMR (400 MHz, DMSO-
W22(3,2-clgadd-|d) & 12.85 (s, 1I),
= 3-e)v")-3-v=-[11.98 (s, 1H), 9.56
P S |28 gagolzad- (s, 1), 8.42 (d, J =
N N 49 5.9 Hz, 1H), 8.04 (s,
XN [Z)-5-((1H-  |m), 7.92 - 7.67 (m,
H pyrrolo[3,2- 21, 2.68 (s, 3H).
¢lpyridin-3-
y1l)methylene)-3-
methyl-2-
thioxothiazolidin-4-
onel
107 | DN206965 (7)-5-((1H- TI NMR (400 MHz, DMSO-
HE2(3,2-b1989-|d) & 12.25 (s, 1H),
= 3-)wEa)-3-w 8- [8.80 - 8.28 (m, 1H),
N S |-ggaEol=eT- [8.18 - 8.03 (m, 2H),
’d
N 4 7.93 (d, J = 8.1 Uz,
XN [(Z)-5-((1H-  |1H), 7.29 (dad, J =
H pyrrolo[3,2-  [8.2, 4.6 Uz, 1), 2.74
blpyridin-3- (s, 3H).
y1)methylene)-3-
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[157] methyl-2-
thioxothiazolidin-1-
one]
108 | DN206966 o) ) (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
N W EZ[2,3-blaEd-|dg) & 8.46 (dd, J =
3~d)waa)-3-01e~|7.9, 1.4 Hz, 1H), 8.38
N Sg | 2B g aEolEYE- |(d, T - 4.7 Hz, 1),
=z I A 4- 8.10 (s, 1H), 7.99 (s,
X N [(Z)-5-((1H- ), 7.28 (dd, J =
N R pyrrolo[2,3-  [8.0, 4.7 Hz, 1H), 4.08
blpyridin-3- (q, J = 7.1 Hz, 7.1
yDmethylene)-3- |Hz, 2H), 1.20 (t, J =
ethyl-2- 7.1 Hz, 3H).
thioxothiazolidin-4-
onel
109 | DN207045 o >\ (2)-5-((1H- 'H NMR (400 MHz, DMSO-
N W E22[2,3-bl7D-[dg) & 12.88 (s, 1D,
3-d)dgA)-3- [8.45 (dd, ] = 7.9, 1.4
s S o] AX R H-I- Hz, 1H), 8.38 (dd, J =
/l A\ E] &2 El o= -4~ [4.6, 1.3 Hz, 1H), 8.02
> N < (s, 1H), 7.97 (s, 1H),
N" H [(D)-5-((H-  |7.28 (dd, T = 7.9, 4.7
pyrrolol2,3- Hz, 1H), 5.29 (dt, J =
blpyridin-3- 13.8, 6.9 Hz, 1),
yDmethylene)=-3- [1.50 (d, J = 6.9 He,
isopropyl-2- 6H) .
thioxothiazolidin-4-
one]
110 | DN207047 o >\ (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
N HAEZZ[2,3-clggd-|ds) & 12.49 (s, 1H),
3-d)ddw)-3-  18.85 (s, 1H), 8.30 (4,
~ e7s olAm2H-2- |J =55 Hz, 1H), 8.08
z | N\ B S AE olZEEd-4- |(s, 1H), 8.03 (s, 1),
Nau N < 7.99 (d, J = 5.5 Hez,
H [(Z)~5-((1H~ M), 5.29 (dt, I =
pyrrolo[2,3- 13.8, 6.9 Hz, 1H),
¢Ipyridin-3- 1.50 (d, J = 6.9 Hz,
yl)methylene)-3- |6H).
isopropyl-2-
thioxothiazolidin-4-
one]
111 | DN207048 o >\ (71)-5-((1H- T NMR (400 Milz, DMSO-
N E2[3,2-c]¥d-|d) § 12.39 (s, 1),
3-4)EA)-3- 19.26 (s, 1H), 8.34 (d,
R olAx2¥-2- |J = 5.7 Hz, 1H), 8.10
NZ | N\ Bl S AEolEYd-4- [(s, 1), 7.94 (s, 1H),
N X3 7.49 (d, 1 = 5.7 Hz,
H [(Z)-5-((1H- ), 5.47 - 4.94 (m,
pyrrolol3,2- 1H), 1.50 (d, J = 6.9
¢lpyridin-3- Hz, 6H)
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[158] y1)methylene)-3-
isopropyl-2-
thioxothiazolidin—4-
onel
112 | DN207046 o >\ (Z)-5-((QH- T NMR (400 MHz, DMSO-
N v2Z[3,2-b]ged-|ds) & 12.39 (s, 1H),
3-A)dE«)-3- 18.62 - 8.36 (m, 1H),
N — ¢S olaAZ2d-2- [8.28 (s, 1H), 7.99 (s,
z N\ Bl Lo olEd-4- [1H), 7.91 (d, J = 8.2
A N < Hz, 1H), 7.29 (dd, J =
H [(Z)-5-((1H- 8.2, 4.6 Hz, 1H), 5.30
pyrrolol3,2- (dt, J = 18.8, 7.0 Hz,
blpyridin-3- 1H), 1.49 (4. J = 6.9
yl)methylene)-3- |[Hz, 6H).
isopropyl-2-
thioxothiazolidin-4-
one]
113 | DN207121 o >\ (Z)-5-((1H~ M NMR (400 MHz, DMSO-
HE2[2,3-blu 2 d-|ds) & 12.70 (s, 1H),
N 3-2)W=e)-3- [8.60 (dd, J = 8.0, 1.4
—07s ol2xz2@-2- |[Hz, 1), 8.36 (dd, J =
Z N\ HRSa5AEd9- 4.7, 1.4 iz, 1), 8.18
X N 4-2 [(Z)-5-((1H- |(s, 1H), 7.40 - 7.15
N" § pyrrolol2,3- (m, 20), 4.73 (dt, J =
blpyridin-3- 13.9, 6.9 Hz, 1H),
ylmethylene)-3- |1.48 (d, J = 6.9 Hz,
isopropyl-2- 6H).
thioxooxazol idin—4-
onel
114 | DN207122 o )\ (7)-5-((1H- M ONMR (400 MHz, DMSO-
N WEZ2(2,3-—clg2d-|ds) & 12.55 (s, 1H),
3-d)dgd)-3- 18.86 (s, 1H), 8.46 -
- o) S o] A 2 H-2- 8.15 (m, 2H), 8.12 (s,
N\ B &A1 Ed-4- |[1H), 7.29 (s, 1H),
N N < 4.91 - 4.53 (m, 1H),
H [(Z)-5-((1H- 1.48 (d, J = 6.9 Hz,
pyrrolol2,3- 6H).
clpyridin-3-
yl)methylene)-3-
isopropyl-2-
thioxooxazolidin—4-
one]
115 | DN207153 o >\ (Z)-5-((1H- "l NMR (400 MHz, MeOD)
N S EZ[3,2—c]Hd¥A-|6 8.45 (d, J = 3.5
3-d) g Al )-3- Hz, 1H), 8.25 (s, 1H),
o s ol AT ZH-2- 7.95 (d, J = 8.2 Hz,
NZ A} B 2ASAEYY-4- [TH), 7.42 (s, 1H),
™ N < 7.32 (dd, J = 8.2, 4.7
H [(Z)-5-((1H- Hz, 1H), 4.43 (dt, J =
pyrrolol3,2- 13.8, 6.9 Hz, 1H),

60
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[159] clpyridin-3- 1.50 (d, J = 6.9 Hz,
yl)methylene)-3- |6H)
isopropyl-2-
thioxooxazol idin—4-
one]
116 | DN207123 o >\ (2)-5-((1H~ " NMR (400 MHz, DMSO-
N 9 E2[3,2-b]Ed-|ds) § 12.29 (s, 1D,
3-d)Hdsal)-3- 18.49 (dd, J = 4.6, 1.2
N — No" s O] AXZ2H-9- Hz, 1H), 8.27 (s, 1H),
Z TN B428a1Eu4- [7.93 (dd, T = 8.2, 1.2
A N < Hz, 1H), 7.28 (dd, J =
H [(Z)-5-((1H- 8.2, 4.6 Hz, 1H), 7.20
pyrrolol3,2- (s, 1H), 5.02 - 4.63
blpyridin-3- (m, 1H), 1.48 (d, J =
yl)methylene)-3- |6.9 Hz, 6H).
isopropyl-2-
thioxooxazolidin-4-
onel
117 | DN207124 o >\ (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
N HE2[2,3-b1FD-|d) & 8.38 (dd, J =
3-d)dg«A)-3- |18.3, 5.1 Hz, 20),
Mg N0 |olATEAEFEW8.15 (s, 1H), 7.87 (s,
= | N\ -2,4-t]& M), 7.24 (ad, J =
X N [(Z)-5-((1H- 7.8, 4.6 Hz, 1), 4.55
N3 pyrrolo[2,3-  [(di, T =13.8, 7.0 He,
blpyridin-3- 1), 1.40 (d, J = 6.9
yl)methylene)-3- |[Hz, 6H).
isopropylthiazolidin
e-2,4-dione]
118 | DN207125 o >\ (7)-5-((1H- M NMR (400 MHz, DMSO-
WEZ2[2,3-—clg2d-|ds) & 12.25 (s, 1H),
3-d)ddA)-3-  18.85 (s, 1H), 8.27 (d,
T NgT N0 |olaxmHECLEW(T = 5.5 Hz, 1H), 8.16
T -2,4-9% (s, ), 8.01 7.91
Na N [(2)-5-((1H- (m, 2H), 4.62 - 4.28
H pyrrolo[2,3- (m, 1H), 1.41 (d, J =
¢lpyridin-3- 6.9 Hz, 6H)
y1l)methylene)-3-
isopropylthiazolidin
e-2,4-dione]
119 | DN207126 o )\ (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
YEZ[3,2-cldEd-|d) & 12.40 (s, 1),
3-Ad)dg)-3-  19.22 (s, 1H), 8.32 (4,
TN Y0 |olaZERECIEYA|T = 5.6 Hz, 1H), 8.22
NZ | N\ -2,4-¢& (s, 1H), 7.86 (s, 1H),
X N [(Z)-5-((1H- 7.48 (d, J = 5.7 Hz,
H pyrrolol3,2- 1H), 4.55 (dt, T =
clpyridin-3- 13.8, 6.9 Hz, 1),
yl)methylene)-3- [1.40 (d, J = 6.9 Hz,
isopropylthiazolidin|6H).
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[160] e-2,4-dione]
120 | DN207127 o >\ (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
N 9=2[3,2-bl9e9-|ds) § 12.23 (s, 1),
3-)dEA)-3- |8.49 (dd, J = 4.6, 1.3
N, [ sTTo |dlazzadelEd iz, 1D, 8.21 (s, 1),
= N\ -2,4-t& 8.11 (s, 1HW), 7.90
X N [(Z)-5-((1H- (dd, J = 8.2, 1.3 Hz,
H pyrrolol3,2- H), 7.27 (dd, J =
blpyridin-3- 8.2, 4.6 Hz, 1H), 4.82
yl)methylene)-3- |- 4.23 (m, 1), 1.41
isopropylthiazolidin|(d, J = 6.9 Hz, 6H).
e-2,4-dione]
121 | DN207155 o >\ (Z)-5-((1H- 'H NMR (400 MHz, DMSO-
N yE2(2,3-c]9d-|d) & 12.33 (s, 1),
3-d)dg=)-3- 19.08 (s, 1H), 8.84 (s,
TONTS O] AT P2 H-9- 1), 8.27 (d, J = 5.5
Z B H g g a0 tEdd- (llz, UD, 7.64 (d, J =
N N 4- 5.5 Hz, 1H), 7.00 (s,
H [(Z)-5-((1H- 1), 5.02 - 4.56 (m,
pyrrolo[2,3- 1H), 1.45 (d, J = 6.9
clpyridin-3- Hz, 6H).
yl)methylene)-3-
isopropyl-2-
thioxoimidazolidin-
4-onel
122 | DN207127 o >\ (Z)-5-((1H- 'H NMR (400 MHz, MeOD)
N S EZ[3,2-c]ld¥A-|6 9.10 (s, 1), 8.30
3-d)dga)-3- |(d, J = 5.9 Hz, 1H),
N s oA ZH-2- 8.25 (s, 1H), 7.58 (4,
N7 N\ H ElS2on & - [T = 5.9 Hz, TH), 6.98
™ N 4~ [(Z)-5-((1H- |(s, 1H), 5.05 (dq, J =
H pyrrolol3,2- 14.0, 7.0 Hz, 1H),
¢Ipyridin-3- 1.52 (d, J = 7.0 Heg,
yl)methylene)-3- |6H).
isopropyl-2-
thioxoimidazolidin-
4-onel
123 | DN207128 o >\ (2)-5-((1H- H NMR (100 MHz, MeOD)
N AE2[3,2-b]4Hd-[6 8.49 (dd, J = 4.7,
3-d)dg)-3- 1.3 Hz, 1H), 7.95 (s,
N s |olaz=d-2- M), 7.89 (dd, J =
N~ H g& a0 Ee - (8.3, 1.3 Wz, 10), 7.29
a 4-2 [(Z)-5-((1H-|(dd, J = 8.3, 4.8 Hz,
” pyrrolo[3,2- M), 6.75 (s, 1H),
blpyridin-3- 5.04 (dg, J = 13.9,
y1)methylene)-3- 7.0 Hz, 1), 1.52 (d,
isopropyl-2- I =7.0Hz, 6H).
thioxoimidazolidin—
4-one]
[161] A4 2, HE-olE RolE ZF AA A&

[162]

©]-& &} Thioflavin assay =

W EFA] E (B-sheet) 7} &
EdlE FF YUV E B

%L

?l_

mEtopRl sol = YA ol o &k AR $}5h2 o] o A £33 Thioflavin T(THT) &
2243tk ThT+= W Efol il 2o| = -2

o Agahe @ 2-e Uepy ] @ ol nlo] 22
dFe] A7 24 2F 3heE ol wlEfold Eo|

A ek A=

=9
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SRS AA = Y= E & 4 Lt} Thioflavin assay©ll AF-8-317] #1381,
Thioflavin-T(Sigma-Aldrich)E 5mM 5 %7} ¥ %25 50mM glycine buffer (pHS.5)°ll
9t} 71 %, 50mM glycine buffer (pHS8.5)E AF-8-3}o] sSuMo] ¥ =5 8|41
g 2pekgh el & kAol A Bask St

[163] AB (M ER-old 2 o] =; A 7F AR1I~42 X = (UniProtKB-P05067, a.a.
672~713))E 10 mM 5 5= DMSO (Dimethyl sulfoxide)®l] o] a1, 21 Al of] 19 A
et 77t ﬂfﬂ% (50, 500 uM; ©13} ‘A3 33HES W E}- 0}”‘1%01 =9}
2 ek, HE s 57F25 uMo] B RS g 2, 37°Co A 3 FeF
HEf-old 2ol = ;Q % (aggregation)S 5= 3F 3l T

[164] Hhg-o] 2bg gl HhE-o8 96-well & P2 & S o] E9] 7} dof 25uL a1
orof| A £=H] 3l Thioflavin-T & 9N & Z wellel] 75ul® W AT}, 220 A
PR E R SR HES A7 3 v R = npo] A 2 &7 o] E &) U] (multi-mode
microplate reader) & ©|-& 0}04 excitation 450nm, emission 485nmel A & 33 3+-&
ZA skl

[165] W Ef-olb el 2 o] ERES A g sto] 3U &t & A1 71
Btk Q& Bhakate] 10002 8haL, 7] Zh7bo] AlE =
g ghs olof st Aol Al ghow gHilste] Aol A& ]9 3F 39
71 A&k o
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[166] [Table 3]

A g k= 50 uM 500 uM
DN204296 71.07 12.21
DN204297 N.T. 50.79
DN204298 75.21 39.61
DN204299 N.T. 88.83
DN204301 N.T. 93.19
DN204302 94.18 92.05
DN204303 N.T. 78.10
DN204304 92.88 73.49
DN204289 N.T. 69.93
DN204290 N.T. 94.90
DN204286 N.T. 75.33
DN204294 N.T. 87.87
DN204307 N.T. 92.60
DN204669 84.52 81.72
DN204670 97.66 99.21
DN204671 93.64 N.T.
DN204672 N.T. 94.99
DN204673 58.75 24.00
DN204807 N.T. 62.37
DN204808 89.04 72.37
DN204809 87.52 56.51
DN204810 73.36 81.82
DN204811 72.38 66.92
DN204812 77.54 75.08
DN204814 66.60 -30.47
DN204815 91.36 86.65
DN204816 75.68 59.37
DN204817 78.51 71.39
DN204818 65.20 30.26
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DN205106 88.62 69.10
DN205107 72.97 71.30
DN205108 82.19 73.38
DN205109 88.68 56.97
DN205110 84.63 90.96
DN205111 96.92 94.99
DN205353 90.73 90.30
DN205354 95.41 53.64
DN205355 86.14 31.32
DN205779 N.T. 73.87
DN205780 80.24 32.80
DN205781 88.25 49.47
DN205782 93.20 69.68
DN205783 92.17 83.37

[167] HEl-opd 2ol = §-3 914 24 (% of control)

[168] (N.T.: not tested)

[169] 7] 3& 30 e vhef o], B g Al Ao A AT E = eSS a2t
e A A= 2F 5% o1, BAIE 75% ©l/de] vlet-old 2ol = &3 oA A4S
e & 2 5= qdTh

[170]

[171] AA ¢ 3, HE-old 2ol = S A £ Al Y

[172] AR (EF-o} 2 o] = 917F AR1~42 F. =1 (UniProtKB-P05067, a.a.
672~713))E 10 mM = & DMSO (Dimethyl sulfoxide)®ll =<1 ¥ SF55
o] -&3fto] 250 uME 3] A 841, 3 7k 37°Col A w Fste] & A o] FAE
Friestth vl ek 2ol & ol ¥ wlek-old 2ol =of Zb7te] Al
SRS 50 HE4= 500 uM o] o= Yo, HE w525 uMo] HE S THEL,
370Coﬂ /\1 301_ S _r7}z4 [S=4 HH ol:g].oq H]—Q_}\] ?:‘lc].

[173] ZF A ghgtEo] S Aol o et B3 &3F5= Thioflavin T (ThT) assay (2 A o] 2

[174]

%L}_)oﬂ olste] = 279 LiSie= :rL;ql o o= A7) 9--& o o] geE Hre 2 ol 2 96-well
FPgEA g S o|EQ 7 Ao 250l ¥ a7, Thioflavin-T £ -8 2} wellol]
750l W ATh AgLoll A GG EN R 5 HEAIZ & ThE R E
nfo] 4 2 & o] E 2] U (multi-mode microplate reader)E ©] 83} excitation
450nm, emission 485nmol| 4] & F41-S =433t}

ol R ol = mElES A 2l 5te] 3U Fot SHAIZ (2T 8Faks

O
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%3ko 2 gakakel 10002 3k, 7] 49 3 g Aridel oz
FAs}o], 71 A3k Bv] 9] I doll bl ATk
[175] [Table 4]

Al g k= 50 uM 500 uM
DN204296 68.90 17.28
DN204297 86.80 28.19
DN204298 59.37 7.79
DN204299 N.T. 80.07
DN204303 90.66 33.65
DN204304 97.47 73.11
DN204289 83.66 54.07
DN204286 N.T. 94.23
DN204294 88.64 74.80
DN204673 86.89 30.52
DN204807 N.T. 53.56
DN204808 N.T. 73.30
DN204809 95.14 25.32
DN204811 74.64 28.97
DN204812 N.T. 89.68
DN204814 58.02 -40.60
DN204816 N.T. 92.41
DN204817 N.T. 78.39
DN204818 95.08 35.83
DN205107 N.T. 91.94
DN205109 N.T. 83.20
DN205353 N.T. 90.19
DN205354 N.T. 64.83
DN205355 93.80 44,61
DN205780 51.31 35.73
DN205781 85.76 55.35

[176] HEf-ob 2ol = S A -3l &4 (% of control)
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[177]
[178]

[179]
[180]
[181]

[182]

[183]

(N.T.: not tested)

71 & 40l ERD B9} o], & WA A o A Al E = S EES 2T
] A A= F 5% o1/, BAIE 90% ol /d-2] wlE-old Zo| = & A -5
24 dehie Fog 5 o

Al 4. B 29 33 oA Al E

Tau (EF$-) ¥ 2 (K18 wild typ)< phosphate-buffered saline (PBS, pH 7.4)°]] 1
mg/mL2] F5E & A B e ol & Fal et By @l o]
+RAE FEskr] A, 7] - @ 89 1 mg/mLell 0.1 mg/mL2] heparin#}
100 uM ] dithiothreitol (DTT)E W 51 37900 A] 5217k W]kl t). o] ), 717} o]

AlE gFeh= (50, 500 uM)S Z§3te] HEA 2= 0.5 mg/mL § %7t H =5 5t
A wf Fat A ok

EFS- S ofl thet 2} 31322 ¢ Al &3= Thioflavin T (ThT) assay (2 Al o] 2
F2)E Fotol @ AVIE SASATE Bk 7 A A 02 vh-3o] gad
‘:&—8—9‘4% 96-well & F-A & Felo]Eo] 7} Wofl 25uLH W a1, ol A =l g

NS 7} wellol] 750l W ATE A2l A b2 e &2 531t

WA ﬂ T, s R = nlo] A 2 & ¢ o] E ¢] ] (multi-mode microplate reader) &
o] &3} excitation 450nm, emission 485nmell A & 3318 =4 3% ).

ER-G- bl A T-g A gl ahe] 5AERF SHA ()] FFAUE ke ®
gHikato] 10002 tar, 7] 2ol Aljl shehE A elarel A SA4E &3 s
olof T gk A A Ql gt o2 Filste] Aozl AnE str] 9 17 59 7] A8kt
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[184] [Table 5]

A g k= 50 uM 500 uM
DN204296 13.243 4.984
DN204297 48721 16.233
DN204298 71.163 33.817
DN204299 60.521 33.932
DN204300 92.633 N.T.
DN204301 90.337 39.019
DN204302 67.16 47.38
DN204303 82.4 29.14
DN204304 70.66 39.54
DN204305 83.45 56.13
DN204306 66.31 52.16
DN204287 69.16 59.86
DN204288 74.09 80.79
DN204289 60.71 46.16
DN204290 63.13 4261
DN204285 53.14 42.56
DN204284 80.94 N.T.
DN204295 74.98 59.6
DN204292 63.18 60.16
DN204293 55.97 58.22
DN204291 65.99 N.T.
DN204286 56.04 82.71
DN204294 85.91 N.T.
DN204307 N.T. 57.26
DN204669 94.79 48.9
DN204670 87.73 N.T.
DN204671 88.61 77.02
DN204673 N.T. 55.87
DN204807 93.56 74.24
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DN204808 27.48 16.09
DN204809 36.72 32.09
DN204810 87.61 65.66
DN204811 43.22 40.21
DN204812 72.49 49.52
DN204814 N.T. 28.47
DN204815 N.T. 70.7
DN204816 81.42 56.3
DN204817 87.3 66.18
DN204818 20.35 1.71
DN205106 72.17 56.3
DN205107 60.34 40.23
DN205108 82.78 71.29
DN205109 86.52 47.52
DN205110 96 76.31
DN205111 91.5 83.98
DN205353 61.551 66.948
DN205354 72.646 46.964
DN205355 40.038 25.883
DN205779 83.56 62.51
DN205780 69.83 33.02
DN205781 74.46 52.99
DN205782 97.55 75.35
DN205783 81.81 69.79
DN205821 70.81 79.94
DN205822 83.97 N.T

[185]
[186]
[187]

EF9- whula 211 o)) g4 (% of control)

(N.T.: not tested)
71 3 500 vrebd vk} o], - WA Aol A Al H

the] &A= oF 5% o4, BAlE 90% ol Ae] BFg- ¢

SENER

gEese et
vl Al & =) A A&
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[188]
[189]
[190]

[191]

[192]

A4 5 By gid SHA 3 A
Tau (E}F-9-) @ 2 (K18 wild typ)= phosphate-buffered saline (PBS, pH 7.4)°l 1
e 2 5552 £ T D $AE EAAS EH AR 0

(=3 B

il &Fsto] RS- 1A 9] A S skt ”719} 7L°] & 210] %E% EF-5-
S Aol Zh7ko] Al SFHES 50 = 500 uM o] o Yol HF F5710.5
mg/mLe] ¥ =5 §HE41, 37°Col| A 5 2 F7H4] S 2 | 4Fsto] H}%A]ﬁﬂr-

2t Al e shgE 2] S Aol o g #-8| &3 Thioflavin T (ThT) assay (2 Al of] 2
Fzyol ofste] SA4sT T A A o2, 7] jEgo] kR B S 96-well
A A8 S0l EQ] ZF Wof 25uLY Y 31, Thioflavin-T -8 <1-2 7 well©l]
75ul W ATE 2ol A GG R 5L REG AT - T RE
nlo] 7 2 &7 o] E 2] U] (multi-mode microplate reader)E ©]-8-3}] excitation
450nm, emission 485nmol| 4] & 33-3LS =513 U

ER§- Sl A RS- A g sho] 5U F e A A H(H 2 & %k% bRk o2
sbste] 1000 2 shar, A7) SA4E &3 ghS A 9l ghe = Silkste], 1

32l
A2 3719 E 60 LhERR T
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[193] [Table 6]

A g k= 50 uM 500 uM
DN204296 30.26 16.48
DN204297 52.16 17.97
DN204298 61.36 29.73
DN204299 7221 45.09
DN204301 80.31 45.47
DN204303 81.77 39.19
DN204304 67.53 50.23
DN204305 61.22 56.43
DN204306 66.03 73.34
DN204287 61.17 71.42
DN204289 57.57 52.83
DN204290 54.41 40.38
DN204285 64.04 78.38
DN204295 89.98 N.T.
DN204292 82.23 77.46
DN204293 N.T. 95.86
DN204808 62.2 41.11
DN204809 51.93 30.87
DN204811 50.44 31.04
DN204812 45.75 44
DN204814 30.07 2272
DN204815 39.88 36.97
DN204816 40.39 33.92
DN204817 49.84 43.06
DN204818 14.94 5.16
DN205106 59.16 39.38
DN205107 42.65 4234
DN205108 85.88 95.34
DN205109 82.78 4477
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DN205110 78.08 77.98
DN205353 66.25 80.59
DN205354 77.68 43.5
DN205355 49.41 30.65
DN205780 27.50 10.84
DN205781 28.74 23.79

[194]  EF- v S A 8 24 (% of control)

[195] (N.T.: not tested)

[196] 7471 3 69 YERE ule} o], B Ao A Fy = =5 tl2a
tHHl A A= 10% ©178, BAIE 90% o] /3] Bb¢- & d S A Fal E4E
e g geler 4 Qo

[197]
[198] AA e 6. 2 g o 3 ES ¥ Tau PROTAC 3 E A%
[199] 6-1.

(Z)-N-(2-(2,6-dioxopiperidin-3-vl)-1.3-dioxoisoindolin-4-y1)-2-(2-(2-(2-(4-((3-((1-et
hyl-5-0x0-2-thioxoimidazolidin-4-ylidene)methyl)-1H-pyrrolo[3.2-b]pyridin-1-yl)

methyl)-1H-1.2,3-triazol-1-yl)ethoxy)ethoxy)ethoxy)acetamide (TAU-1) & A=
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[200]
\
H {
TN A
N I'J
w8 aWa
- Y H N { /
I "
Ay Ngo Ao~ 0 ~_.~_NH
N I 07y
)
/ 0
Y
Y
%M}
~N
< 8
5 mol% CuS0,5H,0 N ~g Y 0
10 mol% solidum ascorbate Ny A H < 3}%5 0
» ﬂ Ry 0 e *ﬁ {
A/ \ fms\ N
H;01-BuOH = 1:1 N WH\ \ FNHOY ”TH
/\\ ) {'\J fD - 0 \/ Q}O
\T N\ ?1/—”
—, /0
NN b/
[201]
[202] 24y ﬂﬂﬁ%%iia Tau PROTAC 33591 TAU-1 313H & 9] Al 2 &
A8 th2o WS et
[203] = %31uﬁ%&§ gl

(Z)-3-ethyl-5-((1-(prop-2-yn-1
midazolidin-4-one (leq)<}
2-(2-(2-(2-azidoethoxy)ethoxy)ethoxy)-N-(2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoind
olin-4-yl)acetamide (leq)S Y- 5 IM k2] 58 (5 mol %)=}

AfolFM ol E (0.3eq)E H7HRTE 4A 7S QF Aol A alwkA[ 1T REG-o]

-yD)-1H-pyrrolo[3,2-b]pyridin-3-yl)methylene)-2-thioxoi

TR G el FEUolR S W F uhg S FRAIY A oY
obAElel EE FkR kel £U15& FEAIL. AT S T ER
ARG ol EF o R S8 Atetgnt S| E el E Rl AL

ZALE Prep HPLCE W8] G Al 6Fe] &4 31322 AU )
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[204] .
o, )
!
N A <5
IE»' N ;:;T,» :f’ \ H ©
~F N " “NH
kY .
=g N Ao
\“—BN fiw )
: me’_ﬁ

[205]

[206]
[207]

[208]

[209]

'H NMR (400MHz, CDCI13) 8 10.362 (s, 1H), 8.765 (d, J=8.4 Hz, 1H), 8.605 (s, 1H),
8.544 (d, J=4.2 Hz, 1H), 7.942 (d, J=8.2 Hz, 1H), 7.795 (s, 2H), 7.700 (t, J=7.6 Hz,
1H), 7.554 (d, J=7.2 Hz, 1H), 7.254-7.287 (m, 2H), 6.704 (s, 1H), 5.488 (s, 2H),
4.946-4.990 (m, 1H), 4.513 (t, J=4.8 Hz, 2H), 4.164 (s, 2H), 3.938 (d, J=8.0 Hz, 2H),
3.837 (t, J=4.8 Hz, 2H), 3.763-3.783 (m, 2H), 3.684-3.704 (m, 2H), 3.565 (s, 4H),
2.763-2.923 (m, 3H), 2.182-2.192 (m, 1H), 1.254-1.297 (m, 3H)

azol-1-ylethoxy)ethoxy)acetamide (TAU-2)2] A %

o )
"“"}—Mﬁ JC) Q*&
{ }:::. ‘ -, ‘,.J{ n \)&"“NH
fea ’\Nf ] ﬂ\ J\‘\N_‘;\ f*:@

o H e p—
wg - \ T

, 7 g 0

e N} N A e 0 B
xfdf 11 ©
% [t

0
B
] M
S maolte CuSThh,0 f—l&\ HM JL "
10 it solidumn ascorbate i i ) J
{1 ;(’*‘\ ~4, 1 o7
P M.
HeOt-BuOH = 1.1 S " L ezl
~ L”{N N y w“:?
Y =
l ( \“mm‘x — f‘us.‘;({ J
mf«-“M“\w“’ o &) 0
)

H by o] 513122 ¥ 83}= Tau PROTAC 3H3E2¢1 TAU-2 31329 Al %2 &
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[210]

[211]

[212]

[213]
[214]

[215]

[216]

[217]

A3 heol g A,

FAH R, A7 613 FAS el o shu,
2-(2-(2-azidoethoxy)ethoxy)-N-(2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)a
cetamide (leq)E AH&3h= A% 2] dto] TAU-2 31328 3HAl &F i o).

O\t}h M_} 0
r«”f\ M HNT 1
/ H S e
o 8
e ~h O ey
My \{_
‘Q\\d g

0 I
~M M- ‘\ ;
), '—"’\\r} ‘;J’f‘\‘f:jj/ m"-ié M
{3t

'H NMR (400MHz, CDCI13) 8 9.991(s, 1H), 9.942 (s, 1H), 8.928 (s, 1H), 8.828 (d,
J=8.0 Hz, 1H), 7.895 (s, 1H), 7.699 (t, J=8.0 Hz, 1H), 7.604(t, J=8.0 Hz, 2H), 7.499 (d,
J=7.2 Hz, 1H), 7.397 (d, J=8.0 Hz, 1H), 7.204-7.297 (m, 2H), 6.704 (s, 1H), 5.358(d,
J=4.88, 2H), 5.045 (dd, J=5.6 Hz, 12.8 Hz, 1H), 4.481-4.576 (m, 2H), 3.835-4.002 (m,
6H), 3.688-3.739 (m, 1H), 3.641 (t, J=8.2 Hz, 3H), 2.788-2.929 (m, 2H), 2.6525 (s,
1H), 2.240 (t, J=8.0Hz, 1H), 1.334 (t, J=7.2 Hz, 3H)

A Al & 7. Tau PROTACS] HEK293T P301L E AW o] A| £ F o A Q14k3t e
Tau 23] &4 &9

oo uh2 313HE 9] QI4kelH Tau ¥-8f 24 S H7kshr] 8 v
ol gttt

TAACE, HF Taud] EA QN EAW ol 2 &4e]4 21+ P301LS HEK293T
M 3ol A ob g A o 2 M A A 7] 7] 98l AddgeneAl] pRKS-EGFP-Tau P301L
vector (Addgene, MA, USA)E 11| &t AF-&-31 1t HEK293T A 391 P301L
vectorE FuGENE HD transfection reagent (Promega, WI, USA)E ©]-&3}o] 49l &
o4 3} At} M 3EE 1 o] H T Fluorescence-activated cell sorting (BD FACS
Aria III, BD Bioscience, NJ, USA) 1| & 53l vector7} 4+ ) ¥ A E 9
el skt el | A EE 2~3Y gk F, thA] wlojjo] FACSH &
Helato] v Yat= @Al E 23] A A HE 4 S = HEK293T P301 &1 0]
AEFE & 5a30T

B H ¥ M 3= 6 well plated] =4 3FAL 18A]3F eH4 815 AR H, 2 welloll
Aol 3}3HE-o] HFE L7 42 1, 10 uMo] B =5 A gld FA o=
A Ao 3}eE o] gy & AR 3 DMSOE &2 55 (0.01%)= A 28] FATh.
A 2] 72X 1F ¥, lysis bufferE AF-&-sto] Wbl A& FE8ha1 A=k 7 9 26
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[218]

[219]
[220]
[221]

[222]

[223]

£33 292 23519 T} 4-20% mini-PROTEIN TGX precast protein gel (Bio-Rad,
CA, USA)E Z3f vhi 2 M-8 A 7] 53131 PVDF membrane (Immobilon-P,
Merck, Darmstadt, Germany) 2. 2 57 U, o] % U 2}8}-A4] P-Tau ATS (#MN1020),
P-Tau S396 (#44-752G), P-Tau S356 (#44-751G)~> ThermoFisher scientific (MA,
USA)AL2] GAPDH (SC-47724)% SANTA CRUZ Biotechnology (TX, USA)A}<]
A F S AHE3FA T o] 2F8FA rabbit/mouse IgG GeneTex (CA, USA)ALE]
A &S AH8-3F T ImageQuant LAS 4000 (GE healthcare, IL, USA)S- &3l €&
ol u] x| 9} o] & Image ) T2 1M 0 7 A3 A#E 1 1o YeERRI T}

5 18 B P-Tau ATS (5202, T205)2] -5~ 2 Al of] 6-10] 4 A2 TAU-1
PROTACS] 10 uM A 2] ol A th 23 Bl aA] 26% -3 Ao Ao,
A AT 4] 6-20] A Az TAU-2 PROTAC-S 1, 10 uM 2] 5520l A Z+7} 59, 53%2]
w8l &S WERU AT P-Tau (S396)2] 7 -9- TAU-1 PROTAC 1, 10 uM &]
FE 5 67%2], TAU-2 PROTACS 1 uM 2] 550014 30%2] ¥3 &4 &
LEFH AT}, B3 P-Tau (S356)° 4] TAU-1 PROTAC-S 10 uM 5% = & s o)l A
81%, TAU-2 PROTAC2 1 uMoll A4 62%, 10 uMell 4 80%2] 2143} ¥ Taue] -3
A8 Btk A4 0 8 TAU-1, TAU-2 PROTAC A &) A, Al 7FA] o143} ¥
Tauoll Al &.24 Q1 -8l &4-& YE ™, TAU-1 PROTAC-> P-Tau $396°1
TAU-2 PROTAC-Z P-Tau S202, T205, $356°] U] &34 91 H-3f 84S 71A 2
Ree ettt upebA 2 o] whE A Ao 313E- 214EEE Taus
el 2 & 7AW, 58] 14F3kE Tauell o gk = A gko] X wol f-&5H
A4 2= 9t}

2 A o)) 8. Tau PROTAC2] WT Tau®} pathologic Tau 1+ A3H2 (Ky) &1
o] e B2 o] ShE Taw B HEH O R V3 T
&) oFea go) AE st

W3 Tau2] ) E 20l EAHol 2 el #] 9l += P301S2} Tau PROTACO]
AelA o7 Asksts &g % o2 BAE7] 98 Ttﬂz Tau®! WT Tau$} ¥ %
Tau®! P301S TauE pRSET-B vectordl] 2 7|'HS 53 Z&=20|=E
St ST WA 9 eke] 8- 913) Star pLysS cell% o] &3} 2™, OD600
0.4-0.6 A=A 1mM IPTGE Wl A ol 5= 3F3I T} Lysis bufferol] <o} 3]+
M| 35 & heat shock (95 °C)& 53l Al =] S 2 & M3 5Fo 2 wj ) o,
Cation Exchange Chromatography ¢} Size exclusion chromatography ©]-8&3}¢]
A5 (>95%) 9] WT Tau®l P301S Taus g H. 8131

St 1 ¥ @l A 3} Tau PROTACZES] A 3HE SPR 2 82 &3l 135131
Dextran©] 2F% o] 1= CMS5 sensorchipg AF-83F5] 0.1, whull 2l & chipel] -2}
%, Tau PROTACS &2 B Ul WA dhl 2 1} 8191& {1 2] 2 31-& Response Unit
(RU)E & &<l }oﬂ o, &5 o F 3 Kinetic assay W 3 gl A of o) 3k
A (K)E 8158121 th. Tau PROTAC 3}31% 7} 73 3 WT Tau, ¥ 2 P301S
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[‘O

Tauzke] A3 235 & 20 YERHRITE = 25 B ¥ Tau PROTACS ¥ 3
P301Sel] A e & o 2 Agtsl, ¥ S WT Taudl = A9 2384 &o&
2¢915}91 ). Tau-1 PROTAC 1 2 Tau-2 PROTAC 3352 Tauol 217} 190.05
uM, 198.7 yME 48] o et 7 v 52 AgrebA] &= 2 o= 0¥ 3l o]
¥H3)] Tau-1 PROTAC 1 2 Tau-2 PROTAC 3322 W2 P301S Tauol Z}2} 42.05
uM, 18.74 uM = A g3l Eﬂrﬂ‘r*ﬂ Yool w2 AA o 3}3HE-2 A E ARl
P301S Tau¢}e] 23S B3] FH 35 WT Taus F-3l| 514 &L W3 TauwhS
gt o R, o % %H A= 1 A AHE-E S QT



