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1-3Ad | 2-3lAd, 3-glAd, 1-gEd, 2-EHd, -FEd, 1-5Hd, 2-5Hd, 3-SHd, 1-xud, 2-
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oy, Fdegoyd, e, soldiEeld | Wy zgetd, SAehd, SAed, HEgslol =2 Fed |
Edtstolemygtd | HEZslo|=2ddYd, HEHsto|=x2dutd, HEgste|=REedd, HEHS]
cREeTEd 58 ¥, FEHZAAE FI veiore SHNSA FAE KBE aRo x3E &
dow, oF BEW, A Ao Fav 3F-FEATEY 1o XFE 5 Q. FUIR, ] dHRAN S
H AR st oo XER A  Qlvk. ol AFE FHEAIo|EE 179 HET o|HAET

Al
o] ol2fgt HefelM et

oA ARgE = SO "HHZRFES", "dEHReld" Es FAREE folee, @4 94 & 7Y B sh o]
ol AHEAA & LS TIeke ExAtolEYy EE EEAbolEY SHENES s ovjdn. 747t
ez AEE 5 dE AA(dE BEW, N0) EE 493312 ¢ dE dh; At 2 AZajol= 2 HE
& EFshs gomhY myHoR Auddy. diAd dEHRord I vEE, -S5a-ved, Fehd,
Hz[13]05Ed, Mx(1,41952d, Beld, d&3d, SAEE, ovuEd, EolEd, o|SAEd, A=
g, S, olaEelEd, AuAd, dAduind, dAAd, EgopAd, Egjolxd, EloltolEd, oli
FAeed, duEd, MSAEYE, dxFd, JEeAd, ovtxyed, HENEL, HzolnuEd, WlxE

2N

ohel, MzEobolEe, WA, AEd, AedaelnraEd, ohuEd, rnenag, At
sed, Fod, WE(2309 00, NHER[B34100Y, okl 2-a]ded, B NEE Y
TR shtel oA, A7) SAH=ERE fe 59 UK 80 Rl 2Y sHzeld Bomiy Hg
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S, seAd, Edebd, HERAD & EFwH
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E A = (Aol ERE(Cytovan), A=At (Endoxana)), ©|EZ~Tw| =(IFEX), S 2354 (FA @ (Leukeran))),
132 (Melphalan) (4 &ebd HAel=, L-AF2E841, dA F(Alkeran), L-PAN), FA3(Myleran), ¥ 2H I}
(Thiotepa) (EZ]EANE] QX Avu| =) FE2F 2E (BiCNU, BONU), ZF ¥l (CeeNU, CCNU), AEHMEZA (A}
AFE (Zanosar)); A& g7l2ol=, o&F EW, WA 2®(23FW (Oncovin)), WEZ2E(EHH(Velban), 'EH]
(Velbe)), IFZ A (% (Taxol)); FurE, dE EW, WEEIANNEWIX), HAEFHAGFIUE
(Purinethol), 6-MP), E]Q7-obd(6-16), &FL =52 (5-FU), AEepRl(Cytosar-U, Ara-C), oFARAEIE(E
ZAIE (Mylosar), 5-AZA); A, d& W, Yy Lulo]il(etExnmlo]Al D(Actinomycin D), FH2=wzl
(Cosmegen)), FHaFHAl(ol=gotutolil(Adriamycin)), TH-%=FRA(THS-=mto] 2l AlFH| D (Cerubidine)),
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[0115]
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[0121]

[0122]

[0123]
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(Mithramycin), WE=IMithracin)), WERFOIX(FERFOl ] (Mutamycin)), R 71 FAZZAA, o
EW, stol=FA] ot (eto]l =g ot (lydrea)), Z2IPFA(FE & (Mutalane)), ©HFFaFXI(DTIC-Dome), Al&=Ee}
Y (&E2HE]=(Platinol)), ZFRERl(FetEabs (Paraplatin)), OV\JJrE‘rﬂUrXﬂ("“*FJrE(Elspar)), o E A}
= (VePesid, VP-16-213), AFEAA(AMSA, m-AMSA), PIE®H(Zto]AE=d(Lysodren)), = H|FAIEE (WHIE

£ (Novatrone)) .

e GHEelA, 47 olfE melojEl: sy] Fo| st olgonyy FEEth A9 FAAl, A 5
G, olEe Tl dE S, ohIFb, opmemlel, chualAl, H sl YElZA, Sus,
Hetol s g EfEntol A, E2EUIA, AL, ol ASEAl, Fhuelal, shelAmisal, vlortell, Vg
A, shEebelal,  @wadvleldl,  AlAMAl,  AsdEwvieldl,  AEESel,  wpehuhol4l,
EzcdEnleldl; gAUE, o 59, o udus, Fz=cpiug, Suedu, 2 deludus; i
sloldl, elg EW, elstuls, elgw, eshvieldl, evbae, emAR; -y, dE 59, sbdd, s
A, AREAEY, Aveiel, Eivtg, SAR, MU AsAEE, dF B9, Feleleldl, #ww)
o415 wlagetelE, ﬂ%—%ﬂ,%ﬂﬂEiﬂﬂ CHeEsthela, deEwtield: EeMHs, 4F S,
BEAIY, WAL, xelsiold CHEeael R, dF BN, ohielRd, EredEdelRd, 2
SUAOIER; B B, o B9, 2 4 vlopleselue, UEZFE, e D ol FEA, E

thFgh FEiECA, 7] ol E RoloEl= 7] Fo sty o] o2 RE frEnh: A A, dE W, &
g, dF =¥, ¢xdgil B, AYAd, d2r2gd, dgd, AXazr, sxutelil, dnfolal, §-Ala
uto]4l, wZtEEZ A, vEprte] A H*ﬂﬂ,ﬂéiﬂ,ﬂﬂﬂﬂﬂ T FRAA, oE EW, ofdolul, 4
5 ¥, FdUd, JzZEA ﬂem% ; olHgE, dF W, HEYUYE, FEIVUE, SREUE]], ZRE
ﬂﬂé,ﬂg}ﬂﬂﬂé,ﬂe aﬂ,iﬂaﬂ1g,Eﬂﬂ+ & EW, EFIUE, o|EdFuUE, EE |
234UE

thFgh FEiECA, 7] ol E RoloE= dt7] Fo sty o] o 2RE frHEth: A, dF 59, o
4, ofx¥d, ofxdrE, tEEEA, A, I, e, USEAs, Agdd, Fuad, et
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[0202]

[0203]

[0204]

[0205]

[0206]

[0207]

[0208]

S5S0dl 10-2163906

7hedk BA, dE ¥, a4 oR fE Jhedt HAE I v e "Adgel=, Jhutelo]E | o}
nE, daHE, B/EE JdHE ¥7AE 23S 5 UG

oA AMEHE "grE"E AAE&(biomolecule) ot A FAE FAAE F e EAH(AE EW, HRIY
RoJojgl)eltt, A7) gz= Z/EE Y] tE-AAER A P4 XE 57, AESAY 27 2/Es
olm A F} e AEIF w 382 gI}E A 4 Y.

oA AMgEE "ZREE"E B0l ¢ B4 ol EuAA FoEo] FEHH 0T A TR
5 B 4 FYsH AA(S, )R A= FHEd 2dolrt. ZREge AU RAHSE oOE
T, X, oA 2/EE wjdE s S JfAA 7= AFEE ¢ Q. ZREEe Eg Y] B-Ee oF
o] (d& 9, 7| 543t= IE, dF 4, oy FEY J9F £E A F2 LS A7
71 §13) o&dhE Aol obd AXE T ZEAA9 AEHor o Agste WHE /A= ASE
ATt

"Hsp90 FtE H= o]o] LR dnkxon  Hspo0 B o] EEA Fu(F, ZrEg)d APt dF-
79 A8t FAE A FTF. Hsp0 =ZF=E "Hsp90 AA"A 4= dow, o= Hspod 4 Jezhg3
omM T, dE EW, Hsp90/CDC37 2|9 S A8kl Hsp90o] ahit o]de] ZetoldE dhzde] iy
2 AAg H3lo] AAHEF FOoEA Hspd0o] && FaA7le= X RAZA ottt "Hsp90"S oF 90 =
dE AES zhe 4 &3 diE Al A7t FAYS e, dE B, AMEdA, 4] & BEd
Hspo0 71 AME71 A (eytosolic) Hspd0® 2 Hsp90® E& (isoform)S EFS Wul ofgh ¥ A oA @A

off

%= GRP94, @ nEZEToIA wEZ 2o wHAEE HSP75/TRAP1IE E8H3ith.  E oA AL&¥ = Hsp90
AAe 7MElad B, Aduyetel A (Bhd|Adule]Al), dE E9, [P1-493, Wual, EHEA, gAayjupol i,
2 W 17-AAG(YH| 2] mfo]Al) | KF-55823, U)A]E, KF-58333, KF-58332, 17-DMAG, IPI-504, BIIB-021,
BIIB-028, PU-H64, PU-H71, PU-DZ8, PU-HZ151, SNX-2112, SNX-2321, SNX-5422, SNX-7081, SNX-8891, SNX-
0723, SAR-567530, ABI-287, ABI-328, AT-13387, NSC-113497, PF-3823863, PF-4470296, EC-102, EC-154, ARQ-
250-RP, BC-274, VER-50589, KW-2478, BHI-001, AUY-922, EMD-614684, EMD-683671, XL-888, VER-51047, KOS-
2484, K0S-2539, CUDC-305, MPC-3100, CH-5164840, PU-DZ13, PU-HZ151, PU-DZ13, VER-82576, VER-82160, VER-
82576, VER-82160, NXD-30001, NVP-HSP990, SST-0201CL1, SST-0115AA1, SST-0221AA1, SST-0223AA1, +=XHH]Q
A(C-2eF Hsp90i, &l&Z®ufolal A, Ze]A|E, CCT018059, PU-H71, wE AHAEZS E3talA|wr o]o A

2

uk

go] "AE WololE"= AL AmSAAY F714¢ e AMAT =Y ASEHAY Jg AL ek

EE olo] BB BW, oA, kB 5)& APV, AR Holoel: 48, 4§ 59
p [e] b=

A H4 EH GEG 48T AL AEE AEANE 24, 3R
_]
o

Az Fejolth, AEE AEEA HoloE

ZRa(E, AZAE)S AL 5 Yk AEEA ZolojEd] o SN-
33, WITHLZEl, VDA, Baeuldl, AWEANS, BeeseE | ddemntel= olawuzl, b syn
Z=A e 17-AAG, 5-FU, opu|Ele|&, I FE|YX, KW-2189, BUMB2, DC1, CC-1065, o}=AdAl, i o]

gof rojuy RolojE"E A W/EE AT HHow ouAE FAFAY AE, 27A L/EE FUA(EE
olg] AR EE 7F)E FAseY AHLEHE V& H/EE ZRAAE EA7E 24, 3gE, e ol o
AL ANHgh. o|mA HolojE=, o& B, HA7], & 2/E 7AA(dE B, 292A9 ) o
yxlete] WE 9/Ex AEdEs S8 AsE AT gtk olnA RoldElE, oF B9, thed WA
Mk, dojst, A, MRy, ARIE, E3s, 2 dnd A HECA AFSE 5 gl

"obAstY A" ol E HolojElel AAE niQlY ool (dlE EW, Hsp90-EA s HolojE)E EFE)
w A7) 27)e) RS w3 A T d4 2% (linking group) S S8 HE T 2¢E £ e T BEAES
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[0209]

[0210] nokgl el &g

[0211] "opE ety AANE YAl s ZAECA Y] @A 291 Veshs dEHEE vt

[0212] "RERTNE FolE ofE o] 1/27F Aestd ZEAL, dE =9, uiAb, A 58 T AAEE ARk 9@

o}
[0213]  §o] "EF'S o] JEW BHe| Wi EAW BYA fEE, F, Tl BYA} oo BHsE oA
:é‘_ [e)

[0214] AZ W T3 = wpdY HoloEl-o]FE Ho|oj¥] & F3A] (SDC-TRAP)

[0215] 2 AL SDC-TRAP HEwb 0}‘43} SDC-TRAP A&, 7]E % o]9 /\]-_QL WS AlSgth. SDC-TRAPE o] FH
< ok AAl, E= oA olofEl(dlE &1, =
EAFT. o]E 27]9 EololE e T AgE A2 25l 9
A+ A SDC—TRAPE DP%H& AR, olmd, At B/Es Ay FRoM F8&. & A& & 7
EEE *1145*“1]9} E2 o] HE RolojE|ol 3ghE Hsp90 ZIt= Hi= oJAlA|
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54L& 2]

1Y RolojE]e] A, “71 OP“Ei RololEle ®abg, W/EE A4
HoJoE|g} A7) o]HE] Ro|ojE|zte] T FAMIZHRE fHlEd 4 vk, SDC-TRAPE, &A|-<F
(antibody-drug conjugate)("ADC")$} W] &= oot o], nEAsAE Aotk oE &, SDC-
TRAPS] E-A}eFS ©F 1600, 1500, 1400, 1300, 1200, 1100, 1000, 900, 800, 700, 600, 500, WX 400LE w|gk
o = gltt. HpglYy ®oloJE] @ o]HE RolojEE zhzE ¢k 1000, 900, 800, 700, 600, 500, 400, 300,
2002 Pk 4= Qlrh. wilY Rojojg] W o#HE] RolojEl= A|7F Ui U 4 Ark(elE EW, 4
2k 2ol 7} 400, 350, 300, 250, 200, 150, 100, HEi= 509 w|Eko]t}).
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[0220]

[0221]

[0222]

[0223]

[0224]
[0225]
[0226]
[0227]
[0228]
[0229]

[0230]

[0231]

S550dl 10-2163906

o]t}. Hsp902 SDC-TRAPS} 712 ADC Alo]e] =jolZ o A5}
Aol FgolA AN EAE dAS2EY FAe] A
. vhd, FX 9 52 FHE(FY 129 F4
TRAPO i3l =4 =St

L AqA dE AFIY. Hugow, I
olgl FoZ 0.003 WA 0.08% JLE= ot
Fol=k 15 YA 20%) 0] vk FYF o]Fo] A Hel| A SDC-

& gel mhEs= SDC-TRAP ofAIsH A= ®A43E oF=e] et 7zl vls) #folgk MAdde vepd 5 39l
. SDC-TRAP:= vhre] A&, omy 3 e §xolA de] HEdnk. 9ol =gk nke} o], SDC-TRAP=
FrelstAl= ADCell Hlsl AdolojM e Fgol o & FHFsta AN 2HREE By AESsH Ai(dE &
W, 54 22" 5 Jdnk. SDC-TRAPS] AA(AE &, 72-54 #A)= 7l ZlsdoklA $4e] Ves
7R zke] spet wief o] W Bl IAES ARgSte] HE g 9o, 14 anid sutE= ojnd xdyel
T3 Aud = B 9@ et o] AA A golskA AleE ¢ U

shbel oAl el ZdolE (5, In BE Gdet &2 F50] tigh o]HE RolojE])e] AW Hspd0 vklE =

olojEle] HAAE =3}, % A o wAstd AE/z=2o] hdt o A=A 2HE-

& 5 . ®E g oA e SSuA(S, 47 ol RoloE, «& 5W, SN-38)¢] AW Hspo0
3 =

[e}
whely molofele] HEAE TV, =

i)
O
N
i)
e
% |
rlr
0%
N
o~
o
2
{0
o

2

il

, dA == SDC-TRAPE= WA EA® &=27(dE8 89, 2= F
YD) S 3= Hsp90 F2 Eolojelz) A7) et g8 43td ME/ZHS onAsteE Fes & ¢
o, A7) o]HY Ho|AEZ} Ay A ME/ZHS AR A% FEA ¢ dSo] mHHET.  uEhA,
5o MY XNF5E FAE ovASL 7] TAEH AFAY EA B FA Uig o|uAE AEFToZH
SAE Ao, olfe FHELS AFH oz o o, T Ve ey mA foldA HASAA
ok, EAI AE = 22ZS 53387 A AMEEHE B4 BEH(dE EW, vFolY RolojEle} Ax 85}
A 154)2 ¥4 AE Ee 2FA o8 EA H/EE ¥4 AXE Ee 2FAA o]E HAUHd TH
g 7]Fo R dlo] AEE 4 Qu(dE B, 23 B AX o AN AXE)
Bouligo] SPC-TRAP #-Ah= MZL B/ &S ueldlth.  SDC-TRAPS] 3+ 7}x] 543 o] -2, SDC-TRAP7}
XAgE AE oA nviely Holojgle] #xF wA e Fuld Ay e EAE A8 olHE HoldE(dE &
Wogtstey FEH)E FH3I AX YR AdEFHor AYsteE AAE 4 Jus ol Ay mpiely Rojo
ElE B2 H40] A &, 7] oldE RoloE7) (d& B, A7 uiely Ho|ojEle} 47| o]HE Ko
oElE AFATIE HA RoloEle MES B3 F5H ] MEA Fgsit).  uwpEbA, SDC-TRAPE, <&
=W, HPMA &5A-Hsp90i AeHAl, Hsp90i ZTE=2 | U= x-Hsp0i HeAl, = w)Ag(micellar) W
25 A3 M X Hspd0 JAAE st Fal 7|sEok A4 Alg=Es AHEFRE Aold vtlES
ARg-3lT),
SDC-TRAP= 3+ 317] Aoz 7|&d F Ut
HRQlY Koo E]-L-E

CEEL Y
"wheld wolofE] " Ml YE Al et wheld molojlel L,
2

ZA(linking) ZoloE] (&S EW, A% (bond) T 92 I2F)olaL,

oFF QES obdel FR AAHE AAde] ekl A m=olHth, e, Z7ke RaFe] SYo WER
weE 4 QAR SIO-IRAPS A R HEe 7zkel exe) BAE(AE BW, FU, 4%, 2 @) 45
Ag Q/ms £4 5dsE 23U 5 o

2 oab o] SPC-TRAP RA7F B4 AlEo] f4=w, 7] ol#E A= A7) SDC-TRAPEF-E HEH. st
FElel A, 7] ol#E RelolEl= A7) SDC-TRAPEZFH WEd wiZixE de Aol ik, wEkd, 47
SDC-TRAP #-A7F E4 Mol F9=W, 2 SDC-TRAP #xtek AgHel SDC-TRAP £ Abole] o] EA 3},
shte] FEjel A, 7] olFlE RelojEl= 4] SDC-TRAPZF 7] ®A4 oAyt F3EA ke Ag-olw 3]
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i AHS-E .
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$H0], SDC-TRAP
wheld moofe]
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I
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o =23 A7) SDC-TRAPZ} ©]¢] #o]Z = (payload) (o] FE Ko
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=

Hsp90i 7}
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{3} FLojofE]e] 7
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3l (degradation) 7
Hsp90-3£ 4 3} Ko]o ¥

o

HER2

& =49,

o
p

o ula b

_31_



[0240]

[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]

[0251]

[0252]

[0253]

[0254]

[0255]

SS90l 10-2163906

2 7 ATAE olH® ATE FEAVIES AAE Atk oled WAAE 5FUS L PR mHE
FrlabEel oldy wololelE Egetel uuA wwsA Fold & gl ke Folge] FAAS FET 5 9
Boolelg AEe, 47 PN we FolFe FUAR BB ATHlE BAL ST B ok,
el S % 7] Hsp90-E A3t wololEl 7t Y] FrjAES B AE e 2

SCLC i et 2 1Y Fgol EXER Ei olwHzt ge ofEE AnHt FEmeld, ke %
ofgpel ofgwre] Fold 4 qlth. olF OFES] S e ;i BHOE A, SIC-TRAPE EAH EHA 4]
FRES Ue Foldon AFAES Aduolel Bk ol AU, oE 5, (18 59, R
2ol AANA S4HE vhsh o)) Hspool UIF A% Nshw mi= oAl Byl MmH ¥ Hsp9o-HAF =
oolElt: 4] %A Fo ofEol g WFER EANES I AAT 5 oA FRE GE EUEL B
A, 7] 249 o5 fA 8

u} o] B2k HA o] Hsp90Ql thdst dlA] FefEelA, 7] vy Fo]ojE]&= Hspl0-7E 43} Rolof
g, dE 59, Hsp0st Agsls EolE/dREAEA s, =

SR (o2 59, JHEl AT B AUY-922 HE AT-13387) 4 vk, = o2 gEjolA, A7) vy Hojo
= frasiAe 884 19 Hsp90-ukeld 3h3tEad 5= lu}:

R'e 97, o}d, Fefol=, ABroluE mi HEelnEd 4 glon;

RE g7, Ao]lEF2a, old i FEHZoldd 4 gom . o7]A R27P 69 o} &= FH ZolHl HS-,
RE 7] EgolEst Ao A2 X Hd ta) 3- 2 4-9X oA X3Ea, o]& T3] P# Lo] F-2reH;

R’ SH, OH, -CONHR', o}2l wi= sle|2ol&al 4= glom], o714 Ro] 69 ofd m: dE|zoldel 249 Re
3 = 49X o)A X EF ),

= the e, 7] g molole: felahlt 9t 119 Hepso-vialg e 4 gk

st 11

R'e 97, ofd, @2, sHEropis mi AFolsel & glom;

R oz A8 o4, Aol2ndd, ofd Et dHzeda & guh.

ol sh=el o 5-(2.4-Hsto] ERA 5o AT A E)N-(2-REEE e
d)-4H-1,2,4-Ego}E-3-Il 5 2opn = 2 5-(2,4-U3}o| =2 A -5-0| 2 X 2 H ¥
DFD)N-(2,2,2-Ee] EF 2ol ©)-4H-1,2, 4-E ] o}E-3-7H ol =8 X

g)-4-(4-(RaZeevd) ¥
d)-4-(4-(4-m D 9 A 2F 2 -1-

s
i)

TR gElelA, 4] vy molofEl frelahAl B9 1119 Hspoo-uheld sHgrEel 4 elvk:
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[0256]

[0257]
[0258]

[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]
[0266]

[0267]

[0268]
[0269]

[0270]

[0271]

[0272]
[0273]

S=50dl 10-2163906

HO

o] skl 11104,
X, Y 2 7= 5d4doz (H43 35 zta A$she Ao dxprket ] e BESAS wEA7E)
CH, N, 0 == S <= glow;

RS o7 o}, alglol . FE roluy Fi- HEolHE 4= 9lon;
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£ 2.5 ¢oh-28 20| = DE 4-8) 8lo] =2 A L}A|
#%84 &3} 1) e gtol =
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kR Zg g, - &4, NES, &3 1B A BFY gEoH
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nEd A gel27
ng<d AT1 A BEFY bR @ )21 1T 8- ot
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#E, Hdz=2A o A2 g R Al
2l X AF FTEE FEA sz2ZyEeE=A
B cukgA ald

HEA
ZejdolE

FHZZAE

FHEA &5, ADS-## | AEHHAE (L3, WEr R 2mh FEA 1 QAEHE &3}2a

WP /P F CD20 &<

Hyy/YrE CD30

R TR PML/RAR €3}

WYy Ty A ALFrAA g 220-28d 7|1} A] Sre e E
AFFvE
L z7tefol 2l

Yy, F5A CD33, 25 AIX E¥ ¥4 CD33 AA)

Aol FFTs A}2 GRE &) o) Z8] ZE}

# ALK

#H ¥ CDY8; 314l 14-3-3 eta

Y7 REy B-A X

o4 E2# 24l (DNA A &A), &3t 1, S 3 A B4 ZF o

Y7 989, B-AE

CD52 (CAMPATH-1 3¢ A 74)

P gy gk Wu gl -2ug 4-2r e, Aesde] A Ee 1 gEAE
gxE 547 AR (C-X-C ZE Z) F=24 4 R =,
HEE, 5 CD30 StEAER A~

ZRYolE (Z2F, vtazAd) A&, e B,

CES R LR 1 et
HZE A 984 o
HE CD30 SlEANER 2
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Ae/As EA EAE) A5A
HZ g ady T AE S| 2E dlolAg Al 1 B g E
4% S100 T4
FAZ HolA
(BRAFV600E W ol & | AE XS 57 4]7)= BRAfS] E o] P
713) AEHIT
ZAF, 2ol CTLA-4 d2rol
A5% ERE SR E A EgedolE
HEdx Z5T QeI H2 1, e Fh}7)Fela
HE-L2 ZFF AEIFZ 1, &5} U4 E
thdg A 3kE 2030 1-EAHOE | AFYRE=
F5E, A AZA (C-X-C EE L) FE&A 4 ZHgAlzE

Z2HolF (ZE2F, AN M B, vE B4,

242 oy 1 HEHzxuH
AZAN EzZFd]l
AT, §]-ST-
Tads P2Y12 ADP-5=& #| BAE
AR ST-2 245 P2Y12 ADP-5=4-A) BYYE}

N-otl g S FElrolE
AlE}A] (NAGS) 23

el d-E 25o] = A 1, Pl EZE 2o}y

QATE 5-3t0| 254 EREHUHZEY) 84 34, 0124 | LGHEE
SATE 7171 84 1 o}z 3elE
LYTE(FT) ol = FEA 1 (M) ola] s
H-3A 0 P=F AEH -20g 4-=r, M BEsd e A Er 1 g EA

LEVES !

Fazrdgdoln| e TYEALH A,
ZazeRdZeloln = g4,
EaFg R Aol mo|p|thE A ELA

A ELA =

LI et 45 44 QA F4A Az EyB
v)-& A EH 7 (ALK-

%) 23 gl d 7)u o) ATP-2§ £ ERSEL)
ks 234l 91/77% 2l 9hA) 927 AEE
g IGF-II; ¥¥; e 26| 0 ER T2 3"

T A= E ARoAE A4 AR 44 2 Z¥ayg
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FDA 591€
/2 g B EAE AEA
7o) ] AR o FK506 23 @9l 4 1A, 12kDa 2RI

7 2ol 4 A% o}

IMP (¢] Al 52 AT o] B) v slo] = 2 At A) 2

REE S N
=g

7190l A% o QB FH1 2 544, 2 LR
7l ghol 4 A% ol FKS06 A% B4 12-2hshtol ) B whuE | FELEDS

71gol 4 A% o n}

ol ¥ 2ujeb] 3, 248 A2 R4 B, WE

7)1 o] 2 AR o CD80 % CD86, T BZ 7<) CD28 W7l 325 Adt | E28 A
e ABi o & Zok 84 1 e} & Zok-1b
oEE () TGF-H e} 2/ 5} 711} A| I/MAP3KT 23 &2 2 4ot
TGAE A% 24 OE2H 0 E AEeHA grlEz ol E
#Hg CA19-9

& Ag 71 E -o-HE E DA w A EILE FAD)
e 2 ®iolgl $A|THA B ad2
WA op WAL RE | REARS ol ZeFrin
# 3, dhe o] oty FFA

g uEy A2 wd BEaae

F5, 08U 2YF EE

o g2 gz gste]l =2 AVA 1B (F-5F 1), e 2L RE = | 2d IS

AE 72 12B (A A A X A5 AA 2, A X

A4, g3 PTE A °12}2 p40) ¢ 2H7] vk
Qlelzd, &3t L (349 CDI11A (p180), ¥ ZF Z-§- o Ze)Fula

A4, &2 A g 1; 4 AR E) A=)

A, 943 Eea T-AZ 29 g9 cp2 ATA g E

A A2 Z A AR AEHA| R

AP PSA (A A 5014 F4)

HAEA v thF, ¢4 of=dgd +&4 43t 1D g 2kzl

#H A A Xa AANEE

#H nggt A=EH +44 HU B BAg

A AZ GF voraf-1 R N EH vpol 24 GFAA FFA 1 ESOE R
fms-2 A B2 A 1 (B2 U9 A A8

A AELF A QA F8A) FUEYE
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FDA £91€
Ae/A8 2R EAE) AEA
AFAEGF o UA AF AR A B ES251
Fulel=4d #Eg TNF-ot
FriEl oy A2 g IL-6
B-A X F9 7t5 B4 e PE = FAA S04
Fotel 2 Bd g A A A, 71 A A ek o}9-gew
Frigad 229 FE A AR AEYA|vle
Fotel 24 B4 Y CD8O0 (T-Y X7 B4 5+ &<l CD80) olulel ) E
FrlEl a4 B2 Qe FR 6 584 EAFrlE
Foltel2=A 22 E CEP-1
BAEEY CYP2D6
Az 7 W Eh ohjrzmex
gy Bl Resas Egguole
lEy 42 2 2= 6 (A B A EA 0] 5 A, GABA), B 1 | Elo}rbRl
Sl
) 4-olu] e B E] # o] E o}u] . E Al A5 2}A] EF
s Zro}-obu] = KB 2bo}r] i R E] 24HGABA)
NEF, FF &3 1A} VI (1A} Va 2 VIIa), o8] -3 8 A 4% c2EHI) L5
A2AEHY Exo]4 v} (DNA) I 23} 170kDa A EEA o=
B e Exol4vg}tA (DNA)I EXHZ
HES EEu = ghekA)
HEF A7 Xa INEE
HEF, 844 FA FEA P2y, G-aNA AZEHH, 12 ggzad
AN BHF 12} Xa IAEE
] gebA Al
AgA Y Hd MdF | 2SN ZahetA}
A Tk 3 AlgtB 9 ZF A= vl A (BLyS) W] A
gkt LDH
A dolF tgolz-22EY
R E 22t o] 2d g4 4B, cAMP-50] 4 )=
gaudas S5 A9 o A T AR E 2rZzryg
FDA +21€
AH/AS 2 EAE) AEA
gavgdaF AEF 11 544, &5 oz
245, 4739 A2} Xa IAaE
B VEGF, EGFR, 2/5£ & RET A 2 9] @A 7)1} A 7 @A}
HIZAEZ AL A4 | 4-3tol =5 A5 I3 20 o] E O] 2 A Al L}A] YE A=
A% (FASA) ATP o}A], H+/K+ w8 &3 Edg s oz
AY, FeBA A4EAY | d23-F=8 AF A4, e 2R EE E Eet k=A)
QRAIAE GF TF s
chebgt gEl/Askel tFk om /A BA BA (B SW, BllY HolojE)
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Ho|oE7} &AA 9 S 5 ol Ao
E] 24
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[0342]
[0343]
[0344]
[0345]
[0346]

[0347]

[0348]
[0349]
[0350]
[0351]
[0352]
[0353]
[0354]

[0355]

[0356]
[0357]
[0358]

[0359]

[0360]
[0361]

[0362]

S=50dl 10-2163906

Ao 4% oA ¥]E SDC-TRAPO] M ESAS A2t

Ao 5% dF Fo| oAlEE= SDC-TRAPL] AAAS Al F3dhc.

AN 62 oA E = SDC-TRAPE FA 87 A8k A vheA& #l&gct
Ao 78 AAd) 62] SDC-TRAPE AH&-3H Al AxtE Ale3ith

>
>
2
oo
rlo

g8 Evlo] =4 SDC-TRAPS] A 2 A dS A&3it}.

AAe 9 9 10 1Cso & S49 AAAE AFS).

AN 118 A= Hsp90a A 7HAS A5k},

Ao 12 oA E= HER2 e #AHS Ale-3c).

A4 16

rlo
2
>
s
rlr
BN
>
Az
Hl

Hi x|l A SDC-TRAP ¢+ ¢] o2 A& 3hct.

>

AAld 19 WA 29% Aoldt dlA == SDC-TRAPe tidt 3H4d 9 1C, HIolHE AF3ul. AAld 19 WX 299
#

A, A EE g ERR I S I !
o] W gEE Aow oldwr).

o

e dAEs @4 wkeel tal 7lsd U

Aol 30 vHd Z1EAG S 9] e % A8E 97 SIC-TRAPS] F4 R BLE AA AT
Al 318 5ok 8L A ks ol 5 ARE 9P SDC-TRAPS] B4 B 85 AR

AAld 1
ol Al FEfe] SDC-TRAP= thE o= Alxd o 3l
’ N H2/PC|-C NH

= THF/MeOH/AcOH
(1:1:1 )

— > 1o
B60Psi, 5x12F, A&
N oH

A1 OH N
3= 1 B3HE 2

DMF, A& 2z
4A-2

HO

39] A7) AL ZHzF WO 2007/139968 2 WO 2004/0126610] =<]¥o] lt}.

=
S8 29 A (DA-1): 60mLe] 1:1:1-WErS HEgslo]=RF e ol EAF Z9] 1.0g(2.48mols)] FFE 1
o] gl %%(charcoal) g 10% ZeE (54 g AHDegussa) EFY) 75mgS @7}6}1 7] EEaAe] UE

B2 AF ¥ Fa A4 s BARAAT. ololA], 4R 60Psiz HgHEtm AolA 543 Feb el
Gtk elol, 4] BeAAE ohmmen AA Fe4(flushing) s WeolEe] &E AEE ol 4]

+

, A =
AE oAtk A7) uAHA (crude) AAES T L AAAEEF] 900mg(88%) 2] A7) FEE 25 Q-
aA2A =53 JHE S5, CulleN,0s0l thak ESMS AlAEX] 1 408.22; A=X]: 409.1 (M).



[0363]

[0364]
[0365]
[0366]

[0367]

[0368]

[0369]

[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

SS90l 10-2163906

A LY ¥4 NN-gHEEEolm= o 0.1g(0.245mmols)d  FHFE 29  wwkEl N
0.13g(0. 245mmo s)el  BFE 3(4,11-Yod-4-8lo| == A|-3 14-U] & 4-3 4,12, 14-H E}slo| = 2 -1H-3] g
[3',4":6,7]A &2 A =[1,2-b]FA=H-9-4 4-UEZHL)FIRUIE)E H ¥ oz vpo| Hrlsta, 47 &
dES *‘%oﬂﬁ 2A1ZE Bt wwkskgith.  LC-MSell o8l A7) wkge TEE Rl ¥, 3omLe] =& 3] ET
230l FH7bskal 5% ot wwkEglth. A7) AdE AHES Adetn %(me 3R AASA AHet Bz
A AT, 7] 2AE 25mLe] 95:5-t|F 22 ek WEE Fol &IAI7]IL T4 NaS0, el Al Ax=AIZT. S

A7 o, A9 ARnEIdE Fgste JAgA 18 F55ka, o2 v Fol AAsl 98 Friz
ted mERe] BEE(UFEE SN-38)S AASH, g7l BAHoR 130mg(65%)e] &4 HIRA 1S
ST,

&

Jn 2
[«0

=
T

'H NMR (400
MHz, DMSO-ds), 8 (ppm):11.93 (bs, 1H), 9.57 (bs, 1H), 9.45 (bs, 1H), 8.18 (d, J =
8Hz, 1H), 7.98 (s, 1H), 7.66 (dd, J = 4.0, 8.0Hz, 1H). 7.34 (s, 1H), 7.24 (d, J = 8Hz,
2H), 7.13 (d, J = 8Hz, 2H), 6.77 (s, 1H), 6.54 (bs, 1H), 6.28 (s, 1H), 5.44 (s, 2H), 5.34
(s, 2H), 3.21-3.18 (m, 2H), 3.10-2.96 (m, 3H), 2.59 (d, J = 8Hz, 2H), 1.91-1.76 (m,
3H), 1.67 (bs, 2H), 1.30 (t, J = 8Hz, 3H), 0.95 (d, ] = 8Hz, 6H), 0.89 (d, ] = 8Hz, 3H).
CasHugNgOy o 3 ESMS A4 : 826.33; 454: 827.3 (M").

A7) A QAuAel WA w Alx® F7he) SIC-TRAPE TS T @R

4,11-t o € -4-3}o]| =FA]-3,14-T]| £ 4-3,4,12, 14-H Eslo| =2 -11-9 2= [3',4':6,7] A =2 A =[1,2-b] F
09 (2-(5-(3-(2,4-T) ko] B 5 A -5-0] & 2 M )53 o] = 5 A -4l-1,2, 4-E ¢ o} E-4-2))- -0 -
1-9) e &) 7utri|o] =

CallaN0gol TS ESMS A1AFA]: 811.30; 2=32]: 812.3 (M).

SDC-TRAP-0015

N1-(2-(2-(5-(3-(2,4-H) g} o] =F A -5-0| £ Z 2 A | d )-5-3} o] =5 A -4H-1,2,4-E 2] o} F-4- ) -1H-¢ &-1-
D)ol FAD) o &) -N5-(2-(2,6-T1 5 A 9] o] 2] T -3-2

21)-1-8 0] 29 B A -4-91 ) Z R Eoju] =

R R
HO, e i ¢
N o o

Qj o

HO  )~N N

N‘N’)‘OH
¢}

ColuNeOgoll T ESMS AIAER]: 792.32; 2Zx]: 793.3 ().

SDC-TRAP-0016

4,11-t]ol &d-4-3lo] =5 A3, 14-1] % 4-3,4, 12, 14-B| Eg}eto]| =2 -1H-T] 2} = [3',4' 16,711 =2 A = [1,2-b]F]
wH-9-9  (2-(2-(5-(3-(2,4-H 8o EFA|-5-o| 2L 2 d H ) -5-8Fo | EFA|-4l-1,2 4-E ] o}E-4- ) -1H- =~
=)ol Aol &) 7hutu o] &
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[0376]

[0377]

[0378]

[0379]

[0380]

[0381]

[0382]

[0383]

[0384]

[0385]

[0386]

[0387]

[0388]

[0389]
[0390]

[0391]

S=50dl 10-2163906

CagtisN: 0ol TH3E ESMS A14HA]: 855.32; A=) 856.3 (M).

SDC-TRAP-0017

3-(5-(3-(2,4-H3to| EF A -5-0] X 2P 7 d ) -5-3F | EF A -4H-1,2, 4-E g o}F-4- ) -1H-A E-1- )-N-(2-
(2,6-t 522 d-3-)-1-Fao] adamd-4-d) L2 ol =

H N
NN
N
NAOH

CasHssN-070 T3k ESMS AAFR] 1 663.24; AS3]: 664.3 (M+).

SDC-TRAP-0018:

NI=(2-(5-(3-(2, 4-T SFo E 5 A]-5-0] 2L 2 A3l W) -5-3}o] == A|-4li-1,2,4-E ] o} -4-2)-1H-91 F-1-2) ol &)
N5=(2-(2,6-F1 % 23] 2] ©1-3-2)~1-% 2:0] 2915 ~4- ) N1-o & F ek 2 o} =

g
OH
HO ~ © =

N“N

N={( 0

OH

CaolisNeOgoll THEF BSMS AIAER]: 762.31; 2Z: 763.3 ().

SDC-TRAP-0019:

4-(2-(2-0}7| e —4-82n -4, 7-T] 3lo] = 2-31-9] B 2 [2, 3-d] ] W] I -5- ) ol & ) -N-(2-(5-(3-(2,4-T] 8} o] =5 A] -
5-0] &2 2 W) -5-3Fo] EE A -4l-1,2,4-E ] opE-4- D)~ 1-21E-1-2 ) ol ) -N-w il =opw =

o
HO \
N
NZN /

NH
A\ N/>\NH2
OH N

'H NMR (300 MHz, DMSO-d6), d (ppm): 11.86 (s, 1H); 10.61(s, 1H);
10.14(s,1H); 9.51 (s, 1H); 9.47 (s, 1H); 7.59-7.45 (m, 2H); 7.28-6.96 (m, 5H); 6.72
(m, 2H); 6.47(s,1H); 6.32 (s, 1H); 6.24 (s, 1H); 6.00( bs, 2H); 4.46-4.28 (m,
2H);3.75-3.49(m,2H); 2.96 -2.80(m, SH); 2.61(s, 3H); 0.81 (d, J = 6.9 Hz, 6H).
Cy7H37NoOs ol i@ ESMS AAER] : 687.29; AZ] : 688.2 (M.

SDC-TRAP-0020:

4-(2-(2-017) be—4-§ 2:-4, 7-T] o] E 2-31-3] B 2 [2,3-d] 7 2] 7] D -5-91 ) o &) -N-(2-(2-(5-(3~(2,4-T 30| = =
A-5-0] 4 2B D)-5-3ko] = A -dH-1,2,4- E ] o} H-4-21)-1H-Q) - 1-2 )of| 4] o &)l =] = :
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[0392]

[0393]

[0394]

[0395]

[0396]

[0397]

[0398]

[0399]

[0400]

[0401]

[0402]

[0403]

[0404]

[0405]

[0406]

[0407]

S=50dl 10-2163906

HO
N 1 Oy R NH
NN AO~N e
X N H \N
OH = L/,

CasHlagNoOsell THEE ESMS 714121 717.3; A=A 718.3 ().

SDC-TRAP-0021:

2-(3-(2-(5-(3-(2,4-Tl8lo]| =F A 50| 2 X 2 7| d ) -5-3F o] =5 A|-4H-1,2 4-E g opE-4-d )-1H-A 5-1-9) ol
&)-3-m e -2 0] 12 )-N-(2-(2,6-T] S A3 A Y e -3-2 )-1-F L0 &/ -4-d) op A Eopr| =

0,
OH

HO

:j : HN >
o}
o N
Na=
N\ N ' § 2 %
ANN
¥ LA,

CosHaNeOgoll THEF ESMS AIAER]: 749.29; 2Zx]: 750.3 ().

SDC-TRAP-0022:

4,11-H ol -4-3fo] B 5 A -3, 14-1] 5 42-3 4,12, 14-H| Eetefo] =2 -1H-v] 2} = [3",4":6,7] 1 &2 A = [1,2-b] 7]
=d-9-¢ (2-(5-(3-(2,4-T) 3] EFA]-5-0| 2 X 2 A ¥ d)-5-3f o] EF A -4H-1,2, 4-E | o} E-4-A)-1H-<N &~
1=l e) (M e) 7hup o] =

ColiaN,0001 T3 ESMS AIAFA]: 825.31; A=) 826.3 (M).

SDC-TRAP-0010:
4,11-t) o €l -4-3} o] EEA]-3,14-T] 2 4-3 4,12, 4-H E&&o| = 2-1H-9 &= [3',4':6,7]0 =8 A =[1,2-b]H
EH-9-U  (2-(5-(3-(2,4-Y3}o| EEA|-5-0| 2 X 2 A 7| d )-5-3} o] EFA|-4l1-1,2,4-Eg]o}F-4-U )N, -t w| & -
- E-2-7F5 2ol =)o &) (W &) FHvl v o] E

CasHisNeOrooll TH3E ESMS A14H2]: 896.35; A=2]: 897.4 (M).

SDC-TRAP-0023:

2-((4,11-t]o ¥ -4-3}0| =FA]-3,14-T] £ 4-3,4,12, 14-H EZ}slo| = 2-1H-1] &= [3' ,4':6,7]10 S A =[1, 2~
b1 8 -9-2)§ A1) -N-(2-(5-(3-(2, 4-T] SFo] = H A -5-0] 43 2 A 9] d ) -5-5}0| =HA|4lI-1,2 4-E 2] o} E—-4-2)
~1H-91E-1-2) ol ey ob A Eohu] = ;
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[0408]

[0409]

[0410]

[0411]

[0412]

[0413]

[0414]

[0415]

[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]

S=50dl 10-2163906

N

OH
Q 0
LA
NN H NN
=<OH

ColiaN,0001 T3 ESHS AIAFA]: 825.31; A=2]: 826.3 (M).

SDC-TRAP-0027:

2-((4,11-t) o) & -4-3}o] EZX]-3,14-T] & 4-3,4,12, 14-H Egslo] e 2-1H-9 &= [3",4":6,7]0 =8 A =1, 2-
blFAEHU-9-2) 2 X )-N-(2-(5-(3-(2,4-T) 3}o]| EEZA]-5-0o]| A Z R L Fd )-5-5}o] EEA|-4H-1,2,4-E ] o} Z-4-Y)
-1H-01=-1-9) o & )-N-H| & o} | Eo}u| =

OH
- g o
HO' N\/\N)\\/o \, N
\ NT N\ 4/
%

NN
N

CagiaN:0gol THEF BSMS AIAER]: 839.33; AZx: 840.4 ().

SDC-TRAP-0028:
2-((4,11-t] o B -4-3}o]| =2 A|-3,14-T] & 4-3,4,12, 14-H Egslo| = 2-11-9 2= [3',4':6,7] 0 Z8 A = [1,2-
blFAEH-9-U)FA)-N-(2-(2-(5-(3-(2,4-T] S| =F A 50| 2 X 2 I F| d )-5-3} o] =F A -4l1-1,2,4-E 2| o} &~
4-9)-1H-Q1E-1-2) o 5 4] ol &) -N-wi o} A E o} m] =

OH
HO. P
ol
HO ~ ' N4 D
N N
NP \/\O/\’NY\O Z ‘o)
v
N=( [¢]
OH

CasHlaN:0yo: o THE+ ESMS A|AF2] 883.35; 2=32]: 884.4 ().

SDC-TRAP-0029:
4,11-t)o| € -4-3}o] EZA]-3 14-T] 2 4-3 4,12, 14-H| Ed}3lo] = 2 -1H-9 2} = [3' ,4":6,7]1 A E2] X =[1,2-b]
EH-9-9  (2-(2-(5-(3-(2,4-V) 3| EF A -5-0]| & LR A D) -5-3o| EF A -4H-1,2,4-E &) o} E-4-%)- -2 =~
1-) ol EAD el d) (H ') 7hrfm o] E:

OH
H

(o]
N_
X
Ol

: [e] N

N N
NY \%,\/O\/\TJ\O Z 0

H =

CallyN-0yp0ll T 3F ESMS AlAFR] . 869.34; AFX]: 870.4 (M+).

SDC-TRAP-0031:

4,11-t o g -4-3f 0] =5 A -3, 14-T] §4-3,4, 12, 14-6| Eg}sl o] =2 -1H-3 2= [3' 4" :6,7] 1 & 2] A %= [1,2-b] F)
EFH-9-9 4-(4-(3-(2,4-T8fo] =H A -5-o]| R R F ¥ d ) -5-8F o] 5 A -4H-1, 2, 4-E 2| obE 4~ )il ) ¥ o o] | -
1-7FE Aol E:
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S=50dl 10-2163906

[0424]
'H NMR (400 MHz, DMSO-ds), d (ppm):11.93 (bs, 1H), 9.57 (bs, 1H),
9.45 (bs, 1H), 8.18 (d, J = 8Hz, 1H), 7.98 (s, 1H), 7.66 (dd, J = 4.0, 8.0Hz, 1H). 7.34
(s, 1H), 7.24 (d, J = 8Hz, 2H), 7.13 (d, J = 8Hz, 2H), 6.77 (s, 1H), 6.54 (bs, LH), 6.28
(s, 1H), 5.44 (s, 2H), 5.34 (s, 2H), 3.21-3.18 (m, 2H), 3.10-2.96 (m, 3H), 2.59 (d,J =
8Hz, 2H), 1.91-1.76 (m, 3H), 1.67 (bs, 2H), 1.30 (t, J = 8Hz, 3H), 0.95 (d, J = 8Hz,
6H), 0.89 (d, J = 8Hz, 3H). CisHisNeOo ¢l th&d ESMS Al4tR] : 826.33;
[0425] A2x): 8273 MH.
[0426] SDC-TRAP-0024
[0427] 4,11-t]o| gl -9-3}o] == A]-3 14-T] 2 4-3 4 12, 14-H Eg}sto]| = 2-1H-9 &} = [3',4':6,7] =8| A =[1,2-b]H
EA-4-9  4-(5-(3-(2,4-T)3}0| =2 A|-5-0] 2 E 2 5| Y )-5-3}0] = A -4l-1,2,4-E E o}§—4—cg )-1-w & -1-2
E-0-7HE 20bn ) H e o] o] E
[0428]
'H NMR (400 MHz, CH;0D) & 7.88 (d, J = 8.0 Hz, 1H), 7.44 (s, 1 H),
7.35-7.27 (m, 4H), 7.16-7.14 (m, 1H), 6.73 (s, 1H), 6.67 (s, 1H), 6.26 (s, 1H), 5.62 (d,
J=16Hz, 1H), 5.44 (d,J =16 Hz, 1H), 5.05 (d, J = 16 Hz, 1H), 3.58 (s, 3H), 3.48-3.33
(m, 3H), 3.09-3.04 (m, 1H), 2.96-2.86 (m, 2H), 2.75-2.71 (m, 2H), 2.25-2.13 (m, 2H),
2.05-1.94 (m, 2H), 1.29 (t,J = 8.0 Hz, 3H), 1.01 (t, J = 8.0 Hz, 3H), 0.78-0.72 (m, 6H);
[0429] Cy7HysN7Opp o] @ ESMS AAH] @ 867.3; AFX] : 868.3 (M+H).
[0430] SDC-TRAP-0025:
[0431] 2-(5-(3-(2,4-H8to| =F A -5-0] 2 2P Fd )-5-3to| =H A -4H-1,2 4-Eg|o}E-4-d)-1H-A=-1-)olld  (5-
EFLR-2-Sa-1,2-Hsto| ERy g d-4-<) Jhutr|o] E:
OH
(0] @]
o4 n~NH
HO — HN—g_/NH
. _
N={
[0432] bt
[0433] CogHauFN,0g0l THEF ESMS AJAFX]: 549.18; A=X]: 550.1 (M+H).
[0434] SDC-TRAP-0033:
[0435] N1-(2-(2-(5-(3-(2,4-T) &}o] == A -5-0]| A Z 2 B | d )-5-5} o] == A -4-1,2 4-E g o}H-4-U)-1H-2A E-1-
) EAD) o E)-N4-(2-(2,6-T] 2 A0 A F T -3-U )-1- 4 0] 220 EA-4-A)-NI-Hd & A o}m| =
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[0436]
[0437]

[0438]

[0439]

[0440]
[0441]

[0442]

[0443]

[0444]
[0445]

[0446]

[0447]

[0448]

[0449]

[0450]

S=50dl 10-2163906

OH

CuHyNsOgoll TH3F ESMS AlARX]: 792.32; A3 793.3 (MtH).

SDC-TRAP-0037:

4,11-to| &-9-slo] =2 x]-3 14-T] 2 4-3 4,12, 14-H Eg}sto| 2 -1H-9 2} =[3",4":6,7]1¢1 =2 X =[1,2-b]
EU-4-Y (2-(2-(5-(3-(2,4-T] }o] EF A -5-0] 2 Z 2 A ¥ )-5-3F 0] = F A -4H-1,2, 4-E ] o} E—4-)-1H-QV &~
1-) A EAD A D) (v E) 7iapH o] E:

CillN0poll Thdk ESMS AAFA]: 869.34; A=x]: 870.3 (M+H).

SDC-TRAP-0038:

4,11-t) ol &-9-3}o] E 2 A -3, 14-U] & 23,4, 12, 14-H| Eg}slo] E 2-11-3] 2} [3' ,4':6,7] 1 E 2] A = [1,2-b] 7
wY-4-4 (2-(5-(3-(2,4-T8lo]| =5 A 50| 2 X 2L 7| )-5-3} o] =FA|-4H-1,2 4-E g o}£-4- )-1H-2A &~
1-d)elg) (vlE) 7hute| o] E:

CasHasN70goll TH3F ESMS AlAFX]: 825.31; A=X]: 826.3 (M+H).

SDC-TRAP-0039:

4-(5-(R| = (2-F R 2o g ot ) -1-v - 1H-M 2 [d] o] 7] & -2- ) -N-(2-(5-(3-(2, 4-H] S} o] EF A -5-0] & 2
25 d)-5-3F0| EFAI-4-1, 2, 4-E gl o} E-4-U)-1H-21 E-1-) ol &) -N-wl| & - ehofm] =

OH

HO
\ N
. D
5  / Z
Cl

CagHuCLNO ol th3 ESMS AlAFR]: 746.29; A3 747.3 (MHH).

20

SDC-TRAP-0040:
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[0451]

[0452]
[0453]

[0454]

[0455]

[0456]
[0457]

[0458]

[0459]

[0460]
[0461]

[0462]

[0463]

[0464]
[0465]

[0466]

SS90l 10-2163906

4-(5-(M = (2-F 22 E)obr] ) -1-m & -1H-Hl = [d] o] v ThE-2-2 ) -N-(2-(2-(5-(3-(2,4-T] 3} o] =5 4] -5-0] &
32058t o] EH A -4l-1,2,4-E 2] o} -4~ )~ -1 B 1-2d ) ol HA] ol &) -N-vi & 3 o] =

OH
Ho
Cl
N=
NN o N /Q‘ s
C % N N
IH #N/\/O\/\,I\‘/”\/\/L\N e

Cl
CaotlisCLNOsell T ESMS AREA 1 790.31; AFA]: 791.3 (HH).

SDC-TRAP-0041:

5-(4-(4-(3-(2,4-t)3}o| == A]
N-(2-(2,6-t] S0 H 2 d-3-4

@ZQPC{M?E

HO
)\OH

-5-9]
)=

=S
1=

#')-5-5}0] =EA|-di-1,2,4-E 2l ok -4-91) 1l d ) 3 3 2Rl -1-9))-
EU-4-9)-5-Sa g gou =

O
CaoHyNeOgOll T3 ESMS A4FR]: 764.33; 2210 765.3 (M+H).

SDC-TRAP-0042:

4,11-t]el d-9-3}o] =2 A]-3, 14-T] £ 4-3,4,12, 14-EH| E&}3lo] =2 -11-5] 2} = [3',4':6,7] =] x| = [1,2-b] ]
5249 4-(4-(4-(3-(2,4-T) 30 =2 A -5-0] 2 E 2 A3 )-5-3 o =5 A|-4l-1,2, 4-E ] o} B-4-2) W2 ) 7 9]
H-1-9)—4-§ 2 el o E

N
HO M Mon
N‘N>\ HO

CyoHsoNgO1o: Ol T+ ESMS AAFX] 882.36; A=x]: 883.3 (M+H).

SDC-TRAP-0043:

4, 11-tol d-9-fo] == A]-3, 14-T] £ 4:-3, 4,12, 14-E| E&}slo] =2 -11-3) 2} = [3' 4" :6,7] I E 2] A %= [1,2-b] F]
wH-4-d 4-(4-(4-(3-(2,4-T3to| EF A -5-0| 2 L 2 3 d ) -5-3F o] A H4H-1,2 4-E 2| o}E-4-< ) Wl H ) 7] 9
27 -1-9] )-4-L A H g o o] E

HO />~0H »

CasHugN:0100 THEF ESMS Al2EX]: 883.35; 2Zx]: 884.3 (M+H).

SDC-TRAP-0044:
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S=50dl 10-2163906

[0467] 4,11-t)ol| & —4-3}o] == A]-3  14-T] &4-3 4,12, 4-H Ee}eto] =2 -10-T 2} [3' 4':6,7]10 5 A %= [1,2-b]F
=U-9-9  (4-(4-(4-(3-(2,4-H o] =F A -5-0| £ X 2 A 3| )-5-3F o] =F A -4H-1,2, 4~ EE]O}*—zL °Uaﬂ§)4ﬂ1
g-1-) 5-9) (Fg) 7hH o] E

HO
HO' N
N” N/Q/\G\/\/\
ka
[0468]
[0469] CooHseNsOgoll T3k ESMS Z14F2]: 912.42; AZ2]: 913.4 (M+H).
[0470] SDC-TRAP-0045:
[0471] 4,11-t) ol & —4-3}o| == X] -3 14-1] S 4-3 4,12, 14-E| Eg}alo| =& -1H-T] 2} = [3",4':6,7] A E X =[1,2-b]
E8-9-9 4-(4-(3-(2,4-) 30| =B A -5-0] A Z 2 A | Y )-5-5} 0| ZEA|-4l-1,2,4-E g o} Z-4-2) ¥ d ) 9] g g} # -
-7 Aol E
OH
HO
N= N—-@"‘
N=,
[0472] i
[0473] CulaN 000 THEE ESMS AI2EA] 1 813.31; A& 814.3 (M.
[0474] SDC-TRAP-0046 :
[0475] 4,11-tel| d-4-3lo] =5 A|-3, 14-1] §22-3,4,12, 14-H| E&}Slo]| = 2-1H-3 2} [3',4':6,7] =] X

2[1,2-b]
59-0-9 4-(4-(3-(2,4-T)Sho] BB A -6-0] £ 2 W3 )55} EHA|-4li-1,2, 4-E 2] o} E-4-2) W uwa}

-7 Aol E

?,N
HO
[0476] O\’

[0477] CysHysN70gl] tH3F ESMS AR 827.33; A=X]: 828.3 (M+H).

[0478] SDC-TRAP-0047:

[0479] 4,11-t)o & -9-3}o] == A]-3, 14-1] & 2-3,4, 12, 14-B| Egto] B2 -11-T] 2} = [3",4":6, 7] A E& X = [ 1,2-b]
E8-4-9 4-(4-(3-(2,4-T o] EFA|-5-0| 2 Z 2P ¥ )-5-3}o| =F A -4H-1,2, 4-E 2| o} E-4-2 )Wl A uM]E‘r

1-7H Aol E

[0480]
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[0481]

[0482]

[0483]

[0484]

[0485]

[0486]

[0487]

[0488]
[0489]

[0490]

[0491]

[0492]
[0493]

[0494]

[0495]

[0496]
[0497]

[0498]

[0499]

S=50dl 10-2163906

CysHasN70goll TH3F ESMS AAFX]: 827.33; A=X]: 828.3 (M+H).

SDC-TRAP-0048:

N-(2-(2-(5-(3-(2,4-t]3to] =5 A -5-0] A R A 5| d ) -5-3o] =5 A -4H-1,2, 4-E & o} Z-4- )-1H-Q1 &5-1- ) °l]
EAD " )-3-(5-FF 222, 4-t] £ 24-3,4-t]ste| =29 g v d-1(2H) - ) T2 Fopr| =

CaoHsoFN,070 thalk ESMS AAER]: 621.23; A=X]: 622.2 (M+).

SDC-TRAP-0049:

1-(3-(4-(4-(3-(2,4-T] 3l o] EF A -5-0] A X 2 I 7| ) -5-3} o] =FA]-4H-1, 2, 4-E g o} &4~ )l &) 7] o 2} 71 -1-
A)-3-& T2 H)-5-ZF o 2y v d-2, 4(1H, 3H)-1]:

OH
F

HO§ S——< (\N&/\B:LO

N==

NYNQ\’NJ o H

CooHgoFN/Ogell thaF ESMS AAFX]: 593.24; AZX]: 594.2 (M+H).

SDC-TRAP-0050:

N-(2-(2-(5-(3-(2,4-t]sto] =5 A -5-0] A R A 5| d ) -5-3o] =5 A -4H-1,2, 4-E & o} F-4- )-1H-Q1 &5-1- ) o]
A ANE)-3-(5-FF L 2-2,4-1] £2-3, 4-T]sto| =23 g v H-1(2H) - )-N-r & Z 2 gholm| =

OH
'\’.I“—N 0 0
Y ‘%NO\/\NJ\/\NJ\NH
- | -
O
F
CorHaaFN,O70 thak ESMS AAFX] 1 635.64; A=X]: 636.6 (M+H).

SDC-TRAP-0051:

N=(2-(5-(3-(2,4-H 8} o] =5 A =50 & Z R 3 )-5-8} ] 5 A ~4lI-1, 2, 4-E 2] okE-4-2) -1l E-1-2)) ol &) -
3-(5-ZF Q9 2-2 4-U] & 2-3 4-t]dlo| =23 g u|d-1(2H)-< ) -N-H| & = Z 3}o}u| =

OH

o<
N= °y

H
N._O
NN ~N N\I
S ST

AA e 2

1y Fgol AT, 54 gaE g 4 2HoRRE A& HAES YElE Hsp90-E 43 FolojE
o) 58, Hsp90 vHIY RololEl R4 AMgR % gl SFEQ AT BE AT a7 21 BE AT
A A E ok
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[0500]
[0501]

[0502]

[0503]
[0504]
[0505]
[0506]
[0507]
[0508]
[0509]
[0510]
[0511]
[0512]
[0513]
[0514]

[0515]

[0516]

[0517]

[0518]
[0519]
[0520]

[0521]

[0522]
[0523]
[0524]
[0525]
[0526]

[0527]

[0528]

[0529]

[0530]

S50l 10-2163906

RERF A NSCLC o1 F01 W€ 24 9 (D-1 mu/mu wH9-2ol ) Adelagne] 28 23

A
=5

RERF AR NSCLC o]Fo]AH S zh= 43 (D-1 nu/nu vp$-Z=ol Al 7ME A3 BE Ay T3 & gof | 7t
AW, A H " 3k e JhHagBe] BEE SRl g, AEF 2 A4y 22 U9 JHH Ay
Bo] tx 2238 FAsEaA; ).

AT s

AlE AE: 7R E AT B

off

© RERF AF&F NSCLC o]Fol2laS 2zt A (D-1 nu/nu k-2 (N = 3/71F)

L Ay

ot

AE Az
7 4 RBC
gl 2 50409 103] A1E ¥A X RBC + 15040 ACN(10mM NH0Ac), 1000rpmollA] 8% E<F oHE A4

A7l FAEEAIZL A5 1508 37 + 15040 E (10mM NH,0Ac)

glA A 100u09) FASbE 22 (1:3 22 :PBS ¢h3A]) + 10040 ACN(10mM NHOAc), 1000rpmolA] 8% ¢

SRS AT AN A

o

HPLC (ChemStation)
A2 Agilent Zorbax Eclipse XDB-C18, 4.6>150mm, 5/m

o] Ar 10mM NHOACE $Hirshe &; B 10mM NH40AcE

ol

F-3k= 95% ACN

Tal: 108 ol 95/5 A/BRHE 5/95 A/B7MA], &= 48 A7 15

f

A

<4 Inl/min
Ad &% 40T
a&F: 254nm

T 84 10040

A% 34 890
g 1 WA 50pM(AE 75 R = 0.9901): LLOQ = 1pM
RBC: 1 W] 50 uM(H@ 391; R = 0.9987); LLOQ = 1pM

A 1WA 100uMCAE 8715 R = 1.0000); LLOQ = 1M
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[0531]

[0532]

[0533]

[0534]
[0535]
[0536]
[0537]
[0538]
[0539]
[0540]
[0541]
[0542]

[0543]

[0544]

[0545]

[0546]

[0547]

[0548]

[0549]

[0550]

[0551]

[0552]
[0553]
[0554]
[0555]
[0556]
[0557]

[0558]

[0559]

S=50dl 10-2163906

w1 WA 100pN(HF B R = 1.0000); LLOQ = 1l

A 1 A 100 pM(AE 395 K

0.9998); LLOQ = 1pM
7k 1 A 100 M43 875 R = 1.0000); LLOQ = 1l

Z9k: 0.1 WX 10uM(A8 3)7; B = 1.0000); LLOQ = 0.1uM

LC-MS/MS (Q-Trap4000)

=74t ¢4 (ESD)

A9 Phenomenex Synergi, 2.1X50mm, 4uM
o] 5 A: 0.1% HCOOHE ¢Hr3l= &5 B: 0.1% HCOOHE &3k ACN

Tul: 0.5% Wlell 60/40 A/BEH-E 5/95 A/B7HA], & 3 Al

o

43

41 0.5mL/min

Ho

ik
o

L AL

ins
ofo

2 20ul

G

N

o
ot
1M

© 2.5 WA 500nM(AE 75 R = 0.9994); LLOQ = 2.5nM

ek
o

RBC: 2.5 WA 5000M(233) 3195 R = 0.9998); LLOQ = 2.5nM

A 2.5 WA 5000M(A @ 3)7; R

0.9993); LLOQ = 2.5nM

10 2.5 W= 5000M(A3 37 R = 0.9993); LLOQ = 2.5nM

&,

A% 2.5 WA 5000M(AE 87 R

0.9997); LLOQ = 2.5nM

7k 2.5 WA 500nM(H 38 34 R = 1.0000); LLOQ = 2.5nM

2

0.5 WA 5uM(A3 3]4; R = 0.9970); LLOQ = 0.5uM

2

2.5 WA 500nM(A & 375 R = 0.9998); LLOQ = 2.5nM

0.5 WA 5uM(A& 87 R = 0.9992); LLOQ = 0.5 M
A3
AP E

7] Fof §A2 HPLCO <93 98.1% FE=E 2tE Ro= FRIFHGT),

87, RBC % 7] A5 T 7HME LB s2s Z42be] AHA £ 1 2 = 1o a9s)
FU9 A 58 Fol el avine) P G HRE 160pMel L, o ATE RE 245

AR, o)F, A7l dF JMEHAYHE T F53A AstE], 6217 F AlFeA 0.121

7 )

& A, o= AEFsE ek (LR, < 2.

AU F) F, MEsdnE 248 g4 240 e REAYY. 5B F AY
el svne A3 EE AFGTeuDAA HEHROM, T HE U6.3 ) B AFE6.2ui00] w3,
ol A, 0.53pMe] ZhE ATk 538 F ARAA ASHEE, ol Y] 24 FAA AAAY. wE



[0560]

[0561]

[0562]

[0563]

[0564]

[0565]

[0566]

[0567]

[0568]

[0569]

S=50dl 10-2163906

5% ¥ AelA $ vlo] AhilHA RS BRI B R AT el JE 2256 wa e
W, ol 2413 Fo AR viwA AFsA FASATHAAL T AFANA 0.85uN). ek, skl
smel AR ICy g A, 24N7E Fo AFA FpEsvne] FF HEE AP HER2 B4
(Co(-30m0HTH 4 6 B3eh. @k, 47 938 ase Hasngt 7] AREVE o8 FolE
7,

g Fo MMEzsne P sEE 5B Fo AHM RBC Fe B sk wiwstel o oW o
S, ol FEAT A RBC FoluThE B Fol vTi Age] S ety ® 3¢ Fxw

o

el s nE 8% B A7 Qo g 245 FFA o 2d A&HE Ao ug. ol
2gh AR Adae, JhdE=9BrE 1 A AE25EH O Hspoel Hls) FF AE=5EH S Hsp9odl
et A3 Hstert o sohe 29, JHEEI B S W] Hsp0 B o] 8] Sto|dE whd o] A o
A FEE dugor AT F 98-S AN, shiEsvine 3% FEE FF el Fus JEuas
A eFsket.
* 1
£ 39 AdHavng FE:
Ad AE 7H| B 23 8
\
\
Hi
OH
. Lol /}
Z CD-1-nuinu R AH-$2
¥ RERF A}¥ NSCLC
A= A4
FoF 50mg/kg
ABE DRD
¥ |Rec i g | @ JAF| 9 | 4% A
Az (ug/mb) | (ug/mL) | (ugig) | (ho/g) | (ugfe) | (ugla) | (horg) | (hg'g)
5% se4] 600l o0ss] 69| 214] oto] 132 o2¢
6}*] g 0.04] No data| 0.29] 0.14 0.06 0.07] 0.05) 0.05
24413 <Lioal ©0003] 031] ooos| o001 o004f o000] 0.0
a3 [ FEC [ za + A% E] EE E]
Az (M) (uM) (M) (M) (M) (M) (M) (M)
5% 160)] 16.5| 2.35) 46.3| 57.8] 0.53) 36.2] 25.4]
6A) 7+ 0.12] Na}  o0so]l  039) 0.15] 0.1 0.13]  0.14]
2474 2 <oal 0007] oss] 001] o002] o012 o000 0005
89
JHEl v B = geket 2Ad 2y E2xEAY. A7 sEee 39 g A5 dE] Sl
A=, o, 7IeE 22 9] Hsp90el HIsl| T 9] Hsp90el gt 7] spghee] 29 st o ==

g 24
S vehink. olRele Alg-Soldor AZERE A7) YAk
2}

2= =3k 2 &, A =

AL ASHAAT o es ASHA &gt W2E 12 Yo 87 Uz ujdEE Aog Holx gon
VeatAe gE Tl A e,
AAe 3
A=, 2 o] SDC-TRAPA Al ARE-38l710] A3kt Hsp90-%4 8} HoloEls 4 2 A¥sr] 93 A9
OEH HER2 #-3 Aol oA A2 & Jde NE Ay, $AH0R Hspd0s Adas AZTES FHO

2 3 SDC-TRAPS] T3 & F7l2 At T 7jeiopd X9 FAAHd A% 24 2 AZ-7|A9
Hsp90 &< od 3] A4S FalA 89 ofye}, olge A%, & @] SDC-TRAPS] Hsp90 A3 8 &

o
=
=4 0}71 A&l F7t= AREE ¢ AT

2 o] SDC-TRAPE A &lgk & M 59 HER29| 3]
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[0570]

[0571]

[0572]

[0573]

SS90l 10-2163906

W 10 BT-474 MEEL, 17-MG(EXEHE 2&) 0.5uM, 2uM == 5uM= A2 3EAL DMEM 8 #] FollA] v
0 »‘é g o] Hsp90-3%2]sF RololE]l = A 0.5uM, 2uM £ 5pM= AZsisivt. g -, zzbe] Al
A MEZe AdS oA 108 Bk AE &8 &= (#9803, Cell Signaling Technology)e] &-2ujjke] <3|
110" AERRE AzAG. 7] AE/d BPEeq A8EE A4 4HNS SDS-PAGEE AE 9EA
% = 51 SDS-PAGE oA = w-Ax dded o3 UERASZ A "Byl Ao Z8xItt. UERA
2o thgk v 5ol A AoA 1417 B2 0.5% Tweeno. 2 TBS Z9] 56 BXF2 xtetsEw, o]F 7}
zg dwzA=z A &-HER2/ErB2 mAb(E7] 1gG, #2242, Cell Signaling) % ??}—EBF/](Tubulin)(T%%,
Sigma)® 93 EC.  HRP-ATHE 94 -7 IgGHL) 2 HRP-HFE ¢ F-vk$-2 IgGHL) 7} 23k
Ab(#7074, #7076, Cell Signaling) 224 AF&E 31, LumiGLO A]<F, 20X ﬁ%/\}ol‘:(#mOS, Cell Signaling)”}
7hAEHE 9 AREEATE. 7] Hsp90 SEEholdE whelA HER2E, AEZF 2 ] Hsp90-3E A3 HololE
L= SDC-TRAPE A& &= 9o #afjdrt. IAHE tixgomx AEE= TA% Hsp0 SAIAIQD 0.5 e
17-AAG= HER29] H-14 R3S of7] g},

[

i

=
=
g

OPO

i

DMEM ¥lA] <] 9671 4 SA Fwst nule Zd o] E (20,0007 AlE/A)e] U5 6071

vl 20 BT-474 Aﬂi—‘é——&—
] (DMEM B A= Eei 36719 4 Fol Aduh), 5% CO,= WAl 37ColA 2ujde).

A, = vk A aEd SelEZF AAHIL(107] AA, DNSO Fol sHekEe] 3W 5]4), o] F DMEMS
el T3 34 EFHlolE FolA 1:30 FMHET. shgee 10109 M ER 7] $3F SCERTE
7] AIE ZHolER AT, oloA, V] AEES 5% (= 24413t §t 37°Col A F2u]ds Ak

W

ojojA], MEEL Aol 30w B 4% E o E-¢kFH setxEdHs = Foll nAE vk, 4lolA ‘el
oAl 5% E<¢F PBS 9] 0.1% Triton X-1002.& 53] AHdomn Fapiol & 4= dr}. AEEL 1.5

A dlo]A Aol A Odyssey 2Her Al (LI-COR, #927-40000)% 2perd thg- 4T o)A
et 9k=Al FollA 1:4009) W& 3]A41¥ HER2 3HA|(CST, #2165)% F2ujdedct. ATEL 4o

A 5 ZoF PBS FollA 0.1% Tween-202.% 53] AH &, xpek 94 FollA 1:10000.2 3

H 22 A (LI-COR, #926-32211), = 1:10,0002.= 3]A%@ DRAQS ¥ IS (nuclear
strain) (Biostatus Limited, #DRAQ5S)S.Z 1AIZF &<F 4lo]#A oA A2oA g2ujddrt. HEELS 4olA
Aol A Ao A 58 F<F PBS FolA 0.1% Tween-202.% 53] A2 %l LI-COR Odyssey ©]u] E|o]A Aloj A
olm AR, A7) W7HE dlolEE DRAQGE TFEstEal, A7) HER2 EC XLIit™S Al&sle] AAtHET).

il
=2

47) B4 e Bl shy] HER2 o BlolElE AASY, o), Hsplod SHEHOR WHs: ATE EHow

= o] 5 oA SDC-TRAPS] 58S HojZr),

ol
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[0574]

[0575]
[0576]

HER2 SDC-TRAP
(ICso, nM)
2347 SDC-TRAP-0015
>5000 SDC-TRAP-0017
>5000 SDC-TRAP-0018
4419 SDC-TRAP-0019
>5000 SDC-TRAP-0020
>5000 SDC-TRAP-0021
>5000 SDC-TRAP-0022
>5000 SDC-TRAP-0010
4300 SDC-TRAP-0023
>5000 SDC-TRAP-0027
>5000 SDC-TRAP-0028
1603 SDC-TRAP-0029
2916 SDC-TRAP-0031
>5000 SDC-TRAP-0024
395 SDC-TRAP-0025
>5000 SDC-TRAP-0033
2112 SDC-TRAP-0037
>5000 SDC-TRAP-0038
HER2 SDC-TRAP
(ICs,, NM1)
2935 SDC-TRAP-0039
4741 SDC-TRAP-0040
>5000 SDC-TRAP-0041
1057 SDC-TRAP-0042
2135 SDC-TRAP-0043
602 SDC-TRAP-0044
464 SDC-TRAP-0045
246 SDC-TRAP-0046
875 SDC-TRAP-0047
AR 4
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[0577]

[0578]

[0579]

[0580]

[0581]
[0582]
[0583]

[0584]

[0585]

S=50dl 10-2163906

oA o 2wk o] SDC-TRAPS] MEEAS FHrlets WS AWt

MEF. AR H3122 NSCLC A7 553, "ol & 2 (10%), 2mM L-=FE7 2 A (100 10/mé =
A7} 100pg/m¢ ~E R Entolal - A an} &=2]8](Signa Aldrich)) el ZA)slol] RPMI 4 AAsteic. AxE
L& 37°C, 5% CO, t7)elA A=),

AT AZS AR, AX BESE CellTiter—Glo. A4 (Promega)S AHE3le] 2R3, aokshd, AEs
S HAY AY(seeding) W (DA o2 AAE)NA 3719 96-9 ZHo|Ed Zdol8dlar, 37C, 5% C0, Ul

l

7] Fol A 24X3F FF dufFer v, A7) ik iAol ofE mE W|E]E(0.3% DMSO)S 7
AAe] =AM, CellTiter-Glog Ax=PAte] Age met 7] Ao 7:47}’8}1 28 Fot WeA7Ia A
ozt Fgeujakatginy. 23(0.1%)2 Victor 11 wlo]|AZZ#o]E #E7] (Perkin Elmer) & =%
AAE deolHE Algste AX SAEE AXSta v3|E gzgo=R E%ﬂé}‘?ﬁq.

-
ol
—t—‘

dad AlEEe orlE= SDC-TRAPR A 2lstar, o]59] &A= JA 7% upep o] SAst. &7] #=

o A%E Ay
IC,
(H3122)
SDC-TRAP ¥ 3 (nM)
SDC-TRAP-0010 234
SDC-TRAP-0015 1273
SDC-TRAP-0017 > 3000
SDC-TRAP-0018 620
SDC-TRAP-0019 393
SDC-TRAP-0020 1737
SDC-TRAP-0021 717
SDC-TRAP-0022 492
SDC-TRAP-0023 137
SDC-TRAP-0024 09
SDC-TRAP-0027 1354
SDC-TRAP-0028 009
SDC-TRAP-0029 125
AAld] 5

w AAeE AbgE B orke-2s el 2 o] SDC-TRAPS] bAAES Brbehs e AWt
SDC-TRAP-0022 2 SDC-TRAP-0028-2 Abgt @ wh9- oA 2412 Fek 37ColA wlgslar, 0.254%F, 0.54]
b, 1ARE 2417kl e A (integrity) o] AAE AT, 7] Bael e 2A13ke] ik 7Ike] S84

sperE o] frAlEoltt.

A& % 2h(37°C)
FAE D 5= HU ®)

1M 29% 32%
SDC-TRAP-0022

10 uM 30% 31%

1 pM 51% 53%
SDC-TRAP-0028

10 uM 65% 47%
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[0586]
[0587]

[0588]

[0589]

[0590]

[0591]
[0592]
[0593]

[0594]

[0595]

[0596]

[0597]

[0598]

[0599]

SS90l 10-2163906

AAd 6
SDC-TRAP-00632] &4S 9ek AFAlgh Wk&-4

SDC-TRAP-00632] §A4S 9137+ A%
o A glo], ¥ wdel W e 7]
7l o]t}

oA Ak whsk ko], SDC-TRAP-00638 wheld Holole] shle|v]H W o] #e] Roloje] o] :melzhe] 3
gHaj o]}, SDC—TRAP—0063—H g 2 4, 11-golg-4-3lo| == A]-3,14-1 5 4-3 4,12, 14-H Eg}slo| =2 -
-9 &b [3" 46,7115 A %= [1,2-b] ﬂia—9—°1 4-(2-(5-(3-(2,4-T] 80| EHA| -5-0| X 2 3| ) -5-3} ©]
E%/\]—4H—1,2,4—EE]0}§—4—°E1)—lH— E-1-)olg) g g d-1-7} 5 e o) E

SDC-TRAP-0063-2 &}7] wk-g-2)o wlz} g4 5t

SM-2

NH
o N’Q}
o oH OMs ! P NBuc NBoc
(Boc),0 MsCl NaH, DMF
DCM Et:N, DCM 0T, 4e
£ ad e

A1 wA-2 @43 N A4 N,
M b oo eV, ey

2|

SM-1 INT-1 INT-2 INT-3 INT-4

éi@)__ &@j e }dggg?m— @J(\CN -

N =0H N \?=OH
INT-8 INT-7 INT-6 INT-5
INTS | <A-9

0
(\G\I O O
A N, —— = 0N ?
N NS o) N o)
Ho o ol % HO
N \P~oH HoT o SM4 INT-9 ¢}

SDC-TRAP-0063

71 SAINT) zhzhe] & vhaoll Alshl 718kl

3H-HE 4-(2-sfo| =5 Ao | A A 2| D -1-7F5 A e o] E(INT-1) ¢] A=

1,2-t 229 e (200nL) ¢ 2-(F P -4-) o -2 (30g, 0.2322mmol)e] WHFE §Mo] v]-35-FE t]7lu
SEES Ao wA wyksgict

WOl =(53g, 0.24mol)E B BHOE wpro] Arsth. 7] A
U Azl s Mg FRE HAF T, P NS EFES

1(529) & FE3He0.

3F-19 4-(2-((NYHTY) S Aol &) 3] o 2] Wl-1-7h A e o E(INT-2) 8] A%

iy

1,2-t S22 g F2] INT-1(52g, 0.23mmol), 4-tlwlEetn|x FE(4.2g, 3.41mmol) % 1
908mmol)e] wtEl o] WEHE Y F2Fo|=E 0TA A7lsta, 47 TFES A4 A wRkse]
o us ARvtEIse o g FRE AT F, Y] eSS =2 AHsaL §

2(679) 8 F53k3Tt.

3F-54 4-(2-(5-UER-1H-¢15-1-9) o e v e d-1-7F 5 A g o] E(INT-3) 9] A%

-

NN-THE XS0l = (200nL) 9] 5-UEZ-1H-A=(SM-2, A7) %, 30g, 185mmol)e] kg
YEF(13g, 325.5mmol)S 0CA ¥ 3oz o Hrbsta, 7] £FES A2d4 30%
o}, INT-2(67g, 217mmol)S 0ColA FH7star, 7]

7 A d i e |
THEs Aol A awtsigint. %71 TdEs U fod 2ASHA Fow, A o] aRHAH
47l EdEE dE OMIEJIOlEi =3 E}% 65*1713— SEAA A7 MAEA BEES 58, olF olF
A) hy) 3



[0600]

[0601]

[0602]

[0603]

[0604]

[0605]

[0606]

[0607]

[0608]

[0609]

[0610]
[0611]

[0612]

S=50dl 10-2163906

-5 (200mL) 2 EﬂEE‘roME F2H(350ml) Y] EIFE Fo] INT-3(80g, 215mmol)e] £9d] gy YA (10g)S
ZFekdeh. A7 AdE EFES A4 WAl 4 di7istel wtslgltl.  olojA], 7] WEES oISt

ol
z
o] APRS AL 55 174 INT-4(70g) & 5391t}
s}

“HE 4-(2-(5-(2,4-T)310] BB A -5-0] & 2 A3 I ¥ Q.0}v] 1)~ 1H-21-1-2) o &) 3 o ] -1
Aol E(INT-5)¢] A%

—O e E B0l = (350mL) ¢ 2,4-T)8lo| == Al-5-0] Az 2wl 2T E] Q AH(SM-3, 46.5g, 204mmol), YEH
2-ZEEobAEo] E(38g, 326.4mmol) R FEMIGEF(52.0g, 612mol)e] EF&ES ALE AR&SIe] E7]AA
g AASST. ololA, A7) wkE EFES 25TAA 3AIZE Fek wukskk. A2 wkEEQl, NN-tvd

OPDIE(150m ) %] INT-4(70.0g, 204mmol)E A] ] of MA3 Hrbsder. A
SEE 80TColAM 37 Bk wukskivh. wb :

2 Hli—.?i o AR AFs AxARG. A aRetEH e

olo U

& g opAlH ol ER

3! FZ3}
& =X A INT-5(589)E

}

¥ KOrE 1—&1
e o
ol of

*

-3 4-(2-(5-(7-3}0]| == A -6-0]| A X R H-2-2 4 —4-E| 2 A2 -20-W % [e][1, 3] SAFI-3(4H) - )-1H-¢
- E)F a2l d-1-7HE5 A g o] E(INT-6) 2] | Z:

HEZ S| 2 F2(200mL) F9 33E INT-5(27g, 50.86mmol)e] mwrE LMo Flrdr]o|mthE(16.5¢,
101.7mmo)S R ®F oz Yo Hrisidur. A AdE &3t Ao A thr]ste] 3AIZF Fob wRk
g g, o Ra, dE oA ER FE3F . AV f71F T Na,S0; el A AZ&A7]3 FFHAIA

INT-6(28¢g) = F53t3itt.

ofj m{ﬂ
o o

=
=y
T

B-e 4-(2-(5-(3-(2,4-tslo] =5 A -5-o]| A X 2 A 3| d )-5-8} o] =5 A -4H-1,2, 4-E g o}E-4-)-1H-Q1&-1-
°‘)01]%)JM]EM 1-7HE A G o) E(INT-7) 9] A=

T4 ol ek&(200mL) o SHEHE INT-6(28g, 50.86mmol)e] Aykgl &dof sfe]=ghxl 4=5hE(SmL, 102.2mmol)
S A7betar, A7) AW ERES of= o7lstel Aol WA wutsigith. 7] ke AAES At
Ae] £E I E(short pad) ol 73 T FHFA7L ARAA INI-7(16.49) S 5330}

4-(5-3Fo] EF A -4-(1-(2- (3] F 2 D -4-L ) o &) - IH-VE-5-9 ) -4H-1,2, 4-E 2] o}E-3- )-6-o] T = il All -
1,3-t1&(INT-8) 9] A%

2}

Al

WEE(40ml) Fo SHE INT-7(8g, 14.3mol) <] &ofe wIEt-&(100m
A7 AR ERws A2 whA anteigln. 7] 44" iy
INT-8& Slo]ERIReoIE H(4.8g) C2AM 53T

~

1.0M HC19] &g H7hatgivt.
FAZ v, e R A sk

Lo

=
3

okjg

Kol
=

r—{m

O ol =(40nl)  Fo]  4-(5-3Fe] EFA-4-(1-(2-(F F g H-4-2) o &) -1H-91 E5-5- ) -4H-1,2 4-E g ¢}
E-3-9)-6-ol 2z 2FWA-1,3-1]& s}o]czﬂza}o]c(m—s 3.0mmol) H (S)-4,11-T]e| &-4-3}o] =F A~
3,14-t%2:-3,4,12, 14-El Eg}slol = 2-11-9] 2} [3',4':6,7] 1= 2] A = [1,2-b] ﬂlﬂa -9-d -y E=ZAHE)7
BHYJO]E(INT-9, 3.0mmol)e] ukel 0T &Er o Efqoﬂﬁlomm Ommol)& #7}skaL, 7] E3=3 0TA 1
ARE Eob ambeglnt. olojAM, SomLe) && V] THEEel B, 7] 24 f‘é%%“% Aol 1A E3F
aARkek o ouEigich. 4] ZE AolAE E(1mLx2)2 AHsta Ay AzvlEadue] od Ak
SDC-TRAP-0063-% ™A 314 (2.20g, 2.5mmol) &4 F53F3AT).

'HNMR (400 MHz, 222¥& -d) §8.21 (d, J=9.2 Hz, 1H), 7.84 (d, J =
2.5 Hz, 1H), 7.68 (s, 1H), 7.64 —7.56 (m, 2H), 7.47 (d, J=8.7 Hz, 1H), 7.24 - 7.12 (m,
2H), 6.55 (dd, J=3.2,0.8 Hz, 1H), 6.37 (d, J= 4.2 Hz, 2H), 5.73 (d, J = 16.3 Hz, 1H),
5.36 —5.24 (m, 3H), 4.41 (d, J = 13.5 Hz, 1H), 4.29 (q, /= 9.3, 7.5 Hz, 3H), 3.17 (g, J
=7.7 Hz, 2H), 3.06 (t, J = 12.7 Hz, 1H), 2.96 — 2.77 (m, 2H), 2.42 (s, 2H), 1.90 (dq, J
=142, 7.1 Hz, 6H), 1.45 - 1.33 (m, 5SH), 1.31 - 1.22 (m, 1H), 1.04 (t, J = 7.3 Hz, 3H),
0.50 (d, J= 6.8 Hz, 6H). ppm; C4oHoN;Op0ll th§t ESMS A4X: 879.4; 45 4): 880.2
M +H".

A 7
al7] AAdE (AAld 60 7]4H) SDC-TRAP-0063S EA43tst7] 93] th4e] HAS AFR3it).

_69_



[0613]

[0614]
[0615]

[0616]
[0617]

[0618]
[0619]

S=50dl 10-2163906

7] HER2 &3] 2 Hsp90 2% Aol 9dl SHH= AdA A48 ofdol Yefdlelr. 7] HER2 &3 4
A 9 Hspo0 A% AAS st z2EZS Zh7t AAld 11 2 12¢] AFHT}.

IC,, (HER2 ¥3] AA)| EC,, (Hsp90 2% AR)

793nM 1570M

Y7 o] SDC-TRAP-00632] M-S S73t7] H3ll, 47 sStES vgs @4 =EA7)a, 1A
st SEEe HAEE A3, 1IAZF 5, 11.1%9] SDC-TRAP-00630] +#F3tt). 317 Yepd npel o],
SDC-TRAP-00638- &3] AH% 1(DP-1, Hsp90 A A £3)) @ SN-38% r}Folxlt},

i3 i g3 :
A AF:879.36 A8 4% 46124 g 4%:392.14

HG o N
N \@P~oH Hol % Ny-0H
OH NN

SDC-TRAP-0063 DP-1 SN-38

SDC-TRAP-00639] 3= k922 7 FollA] olojxlvh. % DP-1 B do]R= (SN-38)9] W& Z2I L A
of 16 WA 18 Ae¥ ZREZ wet SHF A

-2 83 MO)
e LR
Al ZE (h) 0 0.25 0.5 1
SDC-TRAP-0063 17.9 15.6 7.77 1.98
DP-1 0.00133 0.00268 0.0190 0.113
SN-38 0.0616 1.37 4.13 4.46

i~
T

2o} A% =AE =437 98, SDC-TRAP-0063 2 o] o] & A=
1% SN-389] 24 x5 vk 4, TF 2 AN ZRUHHET. ol AForFH HolHE §
71 % 9 % 15 A WA Coll ° SDC-TRAP-0063°] &% AxS ez os 77353 H ]
7] F% AE el £49S vehged, ol A7) st eA N-38S F3Heli= SDC-TRAP-00632] & At
npzE7EA] o] v

-

T

T:_‘
=
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[0620]
[0621]

[0622]

[0623]

[0624]

S50l 10-2163906

3%HE 1D SDC-TRAP-0063
2E 1
FoAF 50mg/10mL/kg
F &7 SCID R} (H1975)
A= v
A DRD
A N/A
gz N/A
Hgf SDC-TRAP-0063 DP-1 SN-38
Al ZE (h) F FE (M)
0.083 526 0.0662 20.4
6 1.69 0.0397 0.0509
24 0.00675 0.0175 0.0240
48 BQL 0.00793 | 0.00524
Al ZF (h) Z¥5E (24 1 g3 nmol)
0.083 6.43 0.00758 1.47
6 1.61 0.111 0.730
24 0.203 0.404 0.618
48 0.0188 1.06 0.296
Azt (h) A% 5= (—7'57—‘] 1lg 2 nmol)
0.083 79.1 0.0271 0.927
6 0.536 0.207 BQL
24 BQL 0.0855 BQL
48 BQL 0.0238 BQL

HCT-116 A7H Bl M 9] vh-2 o] Fo| 43 d5 HolE

o)Fo] AW EoF malS Alaadto] SDC-TRAP-0063¢] &-%of w0 w7latdul. Ay £oF mulo nfo~ &
HC-116 3% ATE o) dsh $9 84 % % £ ustel vIAE SI-TRAP-00632] EoHE NFFO2A
HE AT
HCT 116 Alsh A2 A%
g wjokalo gz AlgT 1
1

Hol A% ¥

ﬂlﬂl}-

Al

e
»

= & ATCCEH-E FYd3tAtt. A7 AXEEL McCoy's ba viA] FolA
ol Torﬂﬂi’iq. olojA], Ejo} A& & ol H7Fskdet. Hlof & &
Al 155

KR
2 5% CoolAM wiFshltt. A7 T Alxs> EHAI-EDTA A

[
o =2
o
:%
=2
N
N}
Sty
o
NN
N
o
fr
ol

=
9 wikstsdct.  7sgE4 A% A(exponential growth phase)ol Aol A3
A<
T

100wk2] 9] 18 WA 22g, 5 WA 752% BALB/cA FE& vl Z4H2be] 589 F(back) 91l HCT 116 AE(2.0
%10, Matrigel® 1:1)& 93} AZHQTH0. nL/v}9-2). A7)
A5, A7 AFE vk-2E5 T eortElE Y AFS o= FY *d‘%}ﬂ, 3l7] ®oll wal 6719

oh=

A% aus(2FT vk vk e PR aFA%00. AREA 2 vheae ARG, TEE
& T Adtol &A19 Shanghai SINO-British SIPPR/BK Lab Animal LtdE &3 &5wadeh. why-2=e 817
ol yepd mke} gFo] A gw kgt
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[0625]
[0626]

[0627]

[0628]

[0629]

[0630]

[0631]

[0632]

[0633]

S50l 10-2163906

A8 18
IF |58 F | AR FoAZF | FA% | A% | F Fo
(ngkg) | 5= 43 AR | 2AF
(mg/mL) | (mL/kg)
1 10 B8] 2 NA NA 10 IV | Q/Dx3
2 10 SDC-TRAP-0063 | 200 20 10 v Q7D x 3
3 10 SDC-TRAP-0063 | 100 10 10 v Q7Dx3
4 10 SDC-TRAP-0046 | 94 9.4 10 v Q7D x 3
5 10 ol g = E|zk 67 6.7 10 v Q7D x 3
6 10 o8] =H 67 6.7 10 v Q7D x 3
7 SYN-01 100 10 10 v Q7D x 3

Fol AlAl 7 AR 2AFE

SDC-TRAP-0063, SDC-TRAP-0046, SYN-01(ZFul€]2=s]B) 2 o]g|xHZle] Fo
(10% tjwel A ZAx}o]=(DMSO), 18% Cremophore RH40, 3.6% YAEZX 68.4% d
H eSS DMSO FolA uiEA st w22 HUlsigivhd wel Axzslk. ] F

(needle) & o] Fo] X},

@5 % 7] wYe g
o 277014 Auy Ug

TEFES Hd ynlX)

g
o] AXEAT: V= (XV)/2. 7] u

-A18 (unpaired two-tailed

aEdk AR E Abole t
S AR folgk Aom

Student's t-test)& A}&3}]
FEHIY. T8 AFS =3 3
5 4o EAFEATE, FFE A BZFE oA T2 AT WEE & 5

MCF-7 st malo] Me] vk o)Fol4m

SDC-TRAP-0063<]

[s} =
s T 84 L FF £ s

N o 0o
NCF-7 8% AEse
A el frA =0

k=N
o= a9 waratet.

dESE

ATCCZR-E F8l3ge).
olofA], Elo} & #3
AE= 37C H 5% 0004 W gsk gl

37 delX el

S F7ska T4

75vkE] 9] 24 W#] 30g, 10 WA 135" 4R (D-1 F= v}

O A 1=

of
X

McCoy's 5a ¥iA FollA ©dZ ujgFe oz
AZvegieh. elel & FHe A =
|35 EAI-EDTA Aol o) w5 23] 8714

HEE S8l Alstal

g:O
e

MCF-7 A (5.0%10°/uk9-22) 2 3 A1 5

T °
E(0.L/7H2) FAA A9A AEANAT. 602 oliERA e T oldE F AL ol 45
A7) Wit % S0l o 100 WA 25me] EFeks A9, 47) HEH heaE Fo dnhdE FF 4R
NEow st Adstn, #7] Eol wet vl Aw 1FE(IEY svhel b TASE 1FAUG
AnEA e vpgat QRANAT. BRES RV vloldvF AWEe] AAFHe Bal EHwsd.
FREE 7] Hel vhehdl vhsl go] X m ekt
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[0634]
[0635]

[0636]

[0637]

[0638]

[0639]

[0640]

[0641]
[0642]
[0643]

[0644]

[0645]
[0646]

[0647]

S=50dl 10-2163906

= =k _I’Oq &} T [e] = 01 =

02 | =22 z FoF o 2 | T
=] S =T X]—g— (mg/kg) <) ‘g““l 7g§_ 2 ]g_

(mg/mL) | (mL/kg)
1 8 H| 3| & NA NA 10 IV | Q7Dx3
2 8 SDC-TRAP-0063 150 15 10 IV | Q7Dx3
3 8 SDC-TRAP-0063 100 10 10 IV | Q7Dx3
5 8 olg] ¥ 7H 67 6.7 10 IV | QIDx3
o] 2] . H| 7H 67 6.7 10 IV | Q7Dx3
6 T e e e B T

MRE IR B R=k 42 10 10 IV | Q7Dx3

Fo AA 4 A5 =AE
SDC-TRAP-0063, 7IE]|A~T B 2 o]
3.6% HAER A 68.4% 7S5 2L %71 LS
oA 27-AlolA HHu YEe 9d o]FoHt}.
A7 Fol| T E Q).

1o

_@
g
e
Lo
4

gle = DRD AlE (10% DMSO, 18% Cremophore RH40,
oFES DMSO FollA H7tekalth ol A Al zstslet. +
$7] TR 504, ol xHZ M EHATBE Foe X

oo,
o\

% B4 37}

71 A 7I3F E]t, A7) olAR TGS viE 23] ArHd o FAHJT. AV TEFES o Un (),

Zol(Y) % =ol(Dol d&l AR, A7 TE & A ApgEte] AatEdek: Vo=

0.5236+X+Y*Z. AF 5 4 % T/C & AHE&3te] Fodel il

FAHAT. 58 ATs T3 AFsta viF 53] 7|Faih. SEE AR § drdA S &4 v &
=

6ol EAHLE. sEE AnT G 5B A% Wsh}
o] =EeLA Hoh dolE (1K ¥4, EolA thabat Folz £EolA B4 oAE 9% o] onlA BA)):

= 8o uERd bl ) (150mg/kg/1< )2l & SDC-TRAP-00637F Wl %] vhe fFole

(100mg/kg/1x =) Hl&l & 4 AE Adste 2os Btk SDC-TRAP-0063°] Folghe o]

Zolojg] ol mEt WdEo g Fou Ay HHA B vy RojojE] ZpdHAdH Bl o] HE RoJojE o]
_]

A
wH|Zke] @A FolE= Aol nls) FF A AV ° A4

o2 El
2
st
o
o
2
_13 o

AA ¢ 8
Hgg|=rte|= AYA SDC-TRAP-01789] #A Z Alg
HSPOO A4l #3 3 % #de|mrte]=o] Al SDC-TRAP-01782] 4 = Al o] ool oAl €L},

dggErtol= H3kA] SDC-TRAP-0178¢] 34 W X%
HSPQ{S“@I;W ‘éi

N\/’
puE=sd
%iiig\i OL 2 %
i j b OH N-tfo
£ Senn ON 8 OH N N HO.
0 — OYNH )@LOYNH

i, 50, o DIPEA, DMF N
E TR =T . OzNO wA-2 HN Q(
48 B 2
STA-12-8845
BA1: A TR(TO0L) 9] el ekl 1520mg, Zmol)e] siekd Aol 4R SRz E Lo
E(605mg, 3mmol)Z A7FEHTh. Abv] 3} 7131 oF 4oL EEA)7]3 oE ofA]

}7] HkE ESHE-S o7 =oF 3R]

HolEZ st Wl AAES #5300, 4 ] AE o] o FHetaL oE ofAEH ) ER AlH 5l

Fhabe o] E 2(650mg, 77%) S 58T

GA-2: tlolAXZ 2 HoEo}Hl(33mg, 0.25mmol)S < DMF(5mL) 9] Hsp90 A#|A] £3F 3(120mg, 0.2mmol)
ZA43} gdelErlo]l= 2(86mg, 0.2mmol)e] myHE &ofo] %iﬂok"ﬂﬂr 87 g EFES A20NA

NS oS EGuL)E EAEm old olAHe|E(100mL) 2 FE3gTE. A7) $7] 4

71 (A ER) AFsta FEA v, A% AERREIYH (-0 ofAHolE 1:1 H oE ofAlH ol E
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[0648]
[0649]

[0650]

[0651]
[0652]

[0653]

[0654]
[0655]

[0656]

[0657]
[0658]

[0659]

S=50dl 10-2163906

- Ehg 98:2) 5 Fellste] SDC-TRAP-0178(95mg, 53%) < WA 1A ZA #5331t

'H NMR (400 MHz, DMSO-dg) § 11.02 (s, 1H), 10.22 (s, 1H), 10.17 (s,
1H), 9.74 (s, 1H), 9.02 (t, J = 5.9 Hz, 1H), 7.86 — 7.77 (m, 1H), 7.58 — 7.46 (m, 4H),
7.45-7.37 (m, 2H), 6.73 (d, J = 11.9 Hz, 3H), 6.33 (s, 1H), 5.13 (dd, J = 13.2, 5.1 Hz,
1H), 4.50 (d, J = 17.6 Hz, 1H), 4.41 (d, J = 17.6 Hz, 1H), 3.76 (s, 2H), 3.48 (s, 2H),
3.25-3.13 (m, 4H), 3.02 — 2.85 (m, 2H), 2.66 — 2.57 (m, 1H), 2.45 — 2.31 (m, 1H),
2.14 (s, 6H), 2.04-2.02(m, 1H), 1.06 (t, J = 7.2 Hz, 3H), 0.91 (d, J = 6.9 Hz, 6H).

C47HioNyOy o] et ESMS A4 : 883.37; A=x]: 884.1 (M+H)*
SDC-TRAP-0178-2 A Ald] 120 7]%% HER2 E3] AN AdFHALE. ol A= 7] ol e,

SDC-TRAP-0178 HER2 & AA

HER?2 &3
IC50 (nM)

SDC-TRAP-0178 91 nM

SDC-TRAP#

SDC-TRAP-0178 w}-¢-2~ &% oA #A

IARE & whgae) Ao 2iske 10 umole(ud) AHl Foj=re] SDC-TRAP-0178°] HAEw= HAJo] 1694

vebd 2 e 3] ZHer)
$3E IDI A& %(1h, 10uM)
SDC-TRAP-0178 82.0%

SDC-TRAP-0178 % -3

g 9 TF T SIC-TRAP-01789] 24 2= AAle] 140 Yepdl Z2EF] e} A0, o] Z5E 9]
dlolel= 8h7] el WEhfglet:

2 5 (M) T L n(jf‘ 1g% a4 v

_E_)\
;,_f spC- | spc- | @28 | spc- | spe- | HEE SDC- | SDC- | AEE
TRAP | TRAP | £9}0] | TRAP | TRAP | £v}0] | TRAP | TRAP | =r}o]

-0178 | -0183 = -0178 | -0183 = -0178 | -0183 =

A7t (h)
0.083 | 918 | N/A 1.39 164 | 0320 | 0623 |0.0179| - 0.449
1 217 | N/A | 0963 128 | 0316 | 0.629 |0.0589 | -- 0.653
6 451 | N/A | 000447 | 7.17 | 0.418 | 0.0532 | 1.59 - 11.9

24 0.0280 | N/A BQL 2.81 | 0.556 BQL 100 -- -

48 0.241 N/A BQL 1.01 | 0.508 BQL - - -

F7}e] SDC-TRAP ¥abe] AlEEA el 54

ol
i
x2
o
=
e
i
o,
rlo
1
>
2

Z7}¢] SDC-TRAP #2}o] AMZE=AL BT-474, SW780 2 RT-112 ¢F MXZFo|A =
13904 AA g 22 EZ upgt ST, AHREL s17] Fqol AASHITE.
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[0660]
[0661]

[0662]

[0663]

AE 54 (IC,, nM)

A A== BT-474 | RT-112 | SW-780
SDC-TRAP-0069 A=y 914 909 1,342
SDC-TRAP-0211 HohF A8 249 110 2,341
SDC-TRAP-0098 VDA 41 22 257
SDC-TRAP-0198 ST 786 297 | >10,000
SDC-TRAP-0199 E4A804 29 29 2,299
SDC-TRAP-0219 S2FHA | >10,000 973 | >10,000
SDC-TRAP-0200 E4FH]A 32 16 651

HHEAA =
SDC-TRAP-0068 wa 70 74 202
SDC-TRAP-0093 A Dii:j = 1,540 | 1287 |>10,000
SDC-TRAP-0117 | R x=2EE 452 152 284
SDC-TRAP-0201 SN-38 1406 72 1,097
SDC-TRAP-0204 SN-38 8062 1314 | >10,000
SDC-TRAP-0046 SN-38 205 20 489
SDC-TRAP-0063 SN-38 320 83 261
SDC-TRAP-0171 | #l'dEl&=mlo]l= | 58 20 275
SDC-TRAP-0178 |#gel=mtol=| 37 29 | >10,000
SDC-TRAP-0196 | zl'gg|=wlol=| 17 31 | >10,000
g Erfol= >10,000 | >10,000 | >10,000
(17-AAG) 42 44 161
(SN-38) >10,000 | <10 38
AAd 9

T SIC-TRAPZF 5% 554 mXe a8 Frlete R

H3122 MZES 7,50070 AE/90u0/ Al A 96-4 =
o] SDC-TRAPel TJ3A txzgo2A el 7MHATBE,
o] w2 7b7e) 96-9 FeolE9] 7H7) 67]19) A =t 1ea

o}

ZeolE = '\1
747ke] A%
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[0664]

[0665]
[0666]

[0667]
[0668]

[0669]

[0670]

S=50dl 10-2163906

2 2 M 7 o m 2 2 92 T o ¢
gsE=Zsdgesgss
o Fol% (nM) Fol % (M) B1a
1 P
ﬂj]Eﬂ_ SDC-
R2h-1 TRAP-0018
I sDC-TRAP- SDC-TRAP-
ml 0003 0019
% SDC-TRAP- SDC-TRAP-
% 0004 0020
4 spcTrRAP- SDC-TRAP-
B 0005 0021
by
) SDC-TRAP- SDC-TRAP-
d 0006 0022
2
T SDC-TRAP- SDC-TRAP-
Hjy 0010 0023
SDC-TRAP- SDC-TRAP-
0015 0024
SDC-TRAP-
0017 DMSO
S 2 M = o n 2 2 M = o ¢
SESgcsYgesgcEs e
°Hg %1% (M) %% (M) e
R E A~ SDC-
Hy TRAP-0036
—_ SDC- SDC-
X| TRAP-0027 TRAP-0224
[
¥  soc SDC-
_=  TRAP-0028 TRAP-0225
<
4 spe- SDC-
’{g TRAP-0029 TRAP-0226
o
I
W s SDC-
5 TRAP-0030 TRAP-0227
T
i SDC- SDC-
TRAP-0032 TRAP-0228
SDC- SDC-
TRAP-0034 TRAP-0223
SDC-
TRAP-0035 DMSO
Zelol = 41 % #3(A%4) EelolE)9l Zhzhe] Aol 15ue) wiAE Arleta, 4v] AEES Feudasin
ZHOE #2 E #4(H2=A ZHolE)Y 48 N T G2 o, V] 4ES AEE AR 23] AA
o] A7) AEAES HAFE O, Usuel MAZ 7] A Wol FABGTH. 10 48N L 72417k
FE =F F dvAetd Setoz HAHUG. Wk 72AIF A[-HA, 50ue] AE MFA P HES 50u09]
CellTiter-Glo$} EFetm, WHEE A, o] 2Ry z1zke] AFA ] U 16e Axsont
°]& SDC-TRAPY] % &¥E velilE: HolHE = 4 WX = 8o YeRit).
AAl4 10

SDC-TRAPe]l Widt d&4 3 B4 =59 10

ICs HA2, AAd 9o vepdl Z2EFo] we}, 13211 AEE AMEste], 33] 3= 147019 SDC-TRAPeI tf

50 1O,

g 7223 A& mFoll Wi SAE A 239 Ha w=F(HEA shgtEel tigh AR "EA" mFe] ofojA,
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[0671]

S=50dl 10-2163906

AEA v wlx] oA 72A17F v el sl SAETt. v A3 dlelHE shr] & yERISIY.
1h-B 2/ 1h-H 2/
2 = 72h- 72h- 72h- in oy e sy v
ﬂg% c;]_)_\_)_\' o:]&é] o:ld:)_q 71h-§]'§]'5 71h—ﬁ'§]"€
o o “ B - B -
SDC-
TRAP-0223 12> 12> 12> 82 88
SDC-
_ | TRAP-0003 | > 3000 > 3000 > 3000 > 3000 > 3000
I
8 SDC-
%] | TRAP-0004 22 60 40 624 1748
w
< SDC-
# | TRAP-0005 | > 3000 > 3000 > 3000 >3000 > 3000
& | spc-
5 | TRAP-0006 21 49 27 >3000 756
b SDC-
Wl | TRAP-0010 144 327 232 291 >3000
kel
T SDC-
HY | TRAP-0015 796 2227 796 >3000 >3000
SDC-
é?ﬁ TRAP-0017 | > 3000 > 3000 > 3000 >3000 >3000
b\H SDC-
= | TRAP-0018 287 839 735 >3000 >3000
Ls2]
& SDC-
E TRAP-0019 209 713 258 >3000 >3000
< SDC-
i TRAP-0020 587 2615 2009 >3000 >3000
=
= SDC-
£ | TRAP-0021 431 817 902 >3000 >3000
e
o SDC-
; TRAP-0022 193 823 460 >3000 >3000
SDC-
TRAP-0023 59 239 113 > 3000 > 3000
SDC-
TRAP-0024 76 118 104 697 2211
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[0672]
[0673]

[0674]

[0675]

[0676]

[0677]

S=50dl 10-2163906

SDC-
TRAP-0223 | >12 12> 12> 49 116
SDC-

TRAP-0027 | 984 1743 1335 >3000 >3000
SDC-
TRAP-0028 | 468 1761 499 >3000 >3000
SDC-

= | TRAP-0029 79 191 106 >3000 >3000

g SDC-

¢ | TRAP-0030 53 38 53 >3000 >3000

T spc-

¥ | TRAP-0032 | 250 407 333 >3000 >3000

Y SDC-

F | TRAP-0034 | 587 1167 2046 >3000 >3000
SDC-

5 | TRAP-0035| 260 830 787 >3000 >3000

A SDC-

£ | TRAP-0036 | 139 265 96 >3000 >3000

g SDC-

# | TRAP-0224 | >3000  >3000  >3000 >3000 >3000

Q

2 SDC-

= |TRAP-0225| 12> 12> 12> 108 1481

==}

SDC-
TRAP-0226 | 152 292 232 1089 2901
SDC-
TRAP-0227 | >3000  >3000  >3000 >3000 >3000
SDC-
TRAP-0228 | >3000  >3000  >3000 >3000 >3000
SDC-
TRAP-0223 | >12 12> 12> 60 111

AAq 11

Hspo0 A% #A Z=zEZ

Hspo0 A|Z% &4, FITC-EAE Avhiulelal, AA 934 2 e A 384-9 Zeo]EE 343+ Hspd0'
Hg AA 7)E(AZY: BPS o] 2A}0]91 2 (BPS Bioscience))(Cat #50294)2 A}-8-3}o] Hsp90
Att.  TELEHE(DIT)(Cat #D0643) = A A ABWI(BSA)(Cat #A2153)S A 1mp-2F
Aldrich) 288 $589t. 33 HF2S PHERAstar mlo]|ARZFHolE H=7|(BMG HH S
LABTECH GmbH), 5 e 2elW23 2A4)E AFE3le] FA3 .

A7) 8RS DMSO EA ImMO.Z B A A7) 3L e 84

/Mol F=7F 5ET. 1w 3RHES 3] g4 &
e2 27, 7Tng/ul Hsp90', 5nM FITC-3F A ¥
5mLe] Hspo0 A golo] AZHATH. 49m9] A fNE 717t nlo|F R o|E Aol HrlElar Ao A
A7 Qb gheujofdl oS PHERAstar wlo]|ARZ 0B FE7E A}Este] @BESIGTE. A7) 1 gz A

i)

thubetolal, 2mM DIT 2 0.1mg/mL BSA®] HF ¥EE& Zte

Zo BFES FREA XA Hepd0 B FHEtH; 7] A dxg MZS SFEF Hspd0 B E o FHaA
FErk. A HAEE 1006 JAEEA L hE2E&S AL 0% AAEEA A xR&S AFEst] AlLEA
o}, A7) 1Cs2 GraphPad Prism 4 2ZE o] S AL&3lo] AAtE ot

AA 4 12
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[0678]

[0679]

[0680]

[0681]

[0682]
[0683]

[0684]

[0685]
[0686]

[0687]

[0688]

[0689]

[0690]

=50dl 102163906

OIH

BT-474 AXFE A}$-3 HER2 E3] HA

HER2:= A7) FEAE|d ] A E-3-7| VA -Akt /SHd 7)UA B(PI3K-Akt) = A7) mEA-343 oz 7)1}
A (MAPK) 29} d#EE o]9 /3 EFo=z Qd FUALE T8 HHozA] Fdsta o, 47 A2=
E o NEANES gAstT FF Ax AL, A AAE, @Ry, xS, oE, AREE 9 E3E o

3l mpel

A, HER29) #3lE Hsp90S Ao ate a9 X84 %59 ot w}ﬁw Hsp90¥} 23t
9 RololElE XSk & o] SDC-TRAP #2h= 3h7] HERZ 23 ZAellA A= At

BT-474 A|3E AV 519k Al ATCC HTB-20)+= ATCCEYH-E 44354 0. 2><10 /1.8mL/ ol A 12-4 %7 8k

%471 M E= DMEM + 10% FBS + 1% P/S + 1.5g/L TRHIGEF Foll4] 37ColA] 6
A 7F ol Zot sreujokstgity.  zhzhe] Ald 3HEES DNMSOR 511M§TE1 78nM=Z 4w M EZ KA, 200
W AAEL A7 NE Zgo|E9 zhzbe] o] Hzbstdnl. A7) DNSO HE B 0.2%0)0uk. A EE 5%

go] Waa, NEES PBS FollA 1x At A9 40040 EHAI(EDTA) S
] = Il WiF WAE sk FACS =
3 Atk AAAE Vg wEI, A7) AE
= + 0.05% YHEF offol=)/FH FolA AH
EAI AT, dl2E2 5ul 1gG SF rﬂ % AR Q‘rﬂﬂ“}om FHES A2oA o Ff FolA 302 &
5 A

SEUMGAA. ol G4 BEAE Aokl Sl Wiske, 1 S ool 4 6F Sk Aol
H

AX o 13
d ATFE ST AZSH 13

SDC-TRAP #AFE9] AEEHAHL 3719 & AEFNA SAHFSATE. 500070 AE/100u0/ 2] AV Fd AEF
BT-474(ATCC #HTB-20) @ A}eh vlx7|wbgot AZF SW780(ATCC# CRL-2169)3 500078 A|Z/Ae] A}ek vlm7])Hr
F AEF RT-1125 96-9 AH-vle 22 wjYgE ZHolE W2 A3t 5% C0, FollAl 37Tl vl a2

H:l

wjekaloltl.  BI-474 2 SW780 MXEESS DMEM + 10% FBS + 1% P/S + 1.5g/L ZFEMHIEF FojA
eu|ekslar; RT-112 AIXES5S EMEM + 10% FBS + 1% P/S oA -2ujekslgitt.  SDC-TRAP-0178E 10uH 34
= 23 10uM§¥E1 0= AABI 10u0/Ao) A 7] Zao]Eo] A7 sttt A7 AE Zi =

DMS0S] HF sXw 0.25%°130tF. A7l FHOIESS 5% 0, FolA 37TelA 72417 &<t &2 uiFsltt.
80uLe] CellTiter-GloE Zt7+e] el H7hek ths, o7& HellA 154 &< AL demjFsidint. Axe T
ol o8 SAHAT. ICeS XLfit™ AT Eo] S ALE3le] AXEFT,

AAd 14
SDC-TRAP ¥ A EZo gt =& ¥ FF #A

zr=th. dlE 59, SDC-TRAP #4he oHE A

= 2 s ]
HHom @ & vk ® ANt B wyel SCTRIP BAE $F AT

WS F9] SDC-TRAP-00022] 150ng/mL &S W5 ~3lo]7) &9 (internal spiking solution)(DMSO <] 500
pg/mL SDC-TRAP-0002) S Al-g3te] A|Z3FGcE. DMSO <] Z7] SDC-TRAP -2} 2 o]9] Hsp90i M}l R.o]o]
B g ol#E HolojEl9] 10mM 2% &(stock solution)s AR&3te], Z3fo]7 &S DMSO F©] 0.025,
0.05, 0.1, 0.5, 1, 5, 10, 50, 100, 250 % 500 pMolA A =xatrt. 5u0e] Z+zbe] ~ujo]7] &AL 96-H <A
Zdlo]Eol H7ekit.

4 Aol RFELS 59 0.1, 1, 2 10uM g R 2=Fo|7] fHo2HE AFxsta, 96-H 4 ZHolE 4
2 33] ™"7bshH, 50| MEZYA(EF e (A3 THE "SR

A AES AZS) A, Y AL 293 99 A8l Baol met AN, T 4B

O

o

o 3]
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[0691]
[0692]

[0693]

[0694]

[0695]

[0696]
[0697]

[0698]
[0699]

S=50dl 10-2163906

Az B BART AFA BE FFl sl 5xSANA PBS FoAA A, 50l FANA %
e W me FA% B BES 5wl DISOsh EFSAT. ) ABS WA BE, © BF R 3454 @
o BTL 200mel U wE ooz AANPeA FEAUAT. AV BZE ALoA o 158 £ o
of o8] EHF The, 2 A STANN FARUSRAG. 150ue) AN S, 25 B WIS
WEES Eaaa LSS o8 B a3

AA | 15

DC-TRAP +#-#}21 SDC-TRAP-0063-&
7yttt
g, A 2 T AES, AR vk 22 RE Arfsta bH] X
5ul DMSO/50ut BE = 1 WA 2SS 96-9 ZHolE U9 20040
g FoA HAAAZATG. HMEES A2 B o &3] AelA E£3E o 8T
A 104 B<F 4400rpmell A AAEHAIZTE. 15009 ZH7He] FAH NS AEL 96-9 EHoES] e #7]aL,
250 EE #Hubstel, A7l A& et A7l AES TIS A571¢ @4 3.5% &< 0.5ml/mindll A
Phenomenex Kinetex 2.6mm C18 100A, 30X2.1mm AH S AFE3Fe] LCMS/MSe] olsf FA351tk. 3 SCID v-5-
22 REH AES #4517 {8, &9 A(E/0.1% 284 2 &9 BOMHEYEH/ =
Kel

Feorlr
w

2 Fgol A PBS FollA #AsIA7 AL
q

EAGIA AREHAT. SR SD P (D-1 vheriRRE Y 2AL RAs=Y A
Al A 8T
I A
Az
(min) A B
0 80 20
1.7 5 95
2 5 95
2.1 80 20
3.5 80 20
XB
Al zE
(min)| A | B
0 95 5

1.7 5 95

2 5 95
2.1 95 5
3.5 95 5

FU F ANHE AN FBSCID v g, B L AFelA SIO-TRAP-0063 % o] 9] o F¥=
%, DP-1CklEl2=3]1) % o] e wolofe] SN-38(clexElzh)e] REE o7 E @ = 9o A, FA}
F dolEE 3 SD hP(E 10) ¥ FR D-1 PHACE 1DEYE FAss. =

39 AR F 437l AR FAE dolHt, wely Wolole] % ol molojEs}
HAs0] FAHAT AF % AL FAA Aehde dehiel, 4] SIC-TRIP #49 E5E 9
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[0700]

[0701]
[0702]

SEEID SDC-TRAP-0063
2E 1
FoAF 50mg/10mL/kg
Z &2 SCID »F$-2= (H1975)
A= v
AYE DRD
A& N/A
A= N/A
24 & ¥£73 | SDC-TRAP-0063 DP-1 SN-38
AlZE (b 3 5= (uM)
0.083 526 0.0662 20.4
6 1.69 0.0397 0.0509
24 0.00675 0.0175 0.0240
48 BQL 0.00793 0.00524
Azt () FTY¥FE (&4 128 nmo)
0.083 6.43 0.00758 1.47
6 1.61 0.111 0.730
24 0.203 0.404 0.618
48 0.0188 1.06 0.296
A7t () A% = (&3 1 g3 nmol)
0.083 79.1 0.0271 0.927
6 0.536 0.207 BQL
24 BQL 0.0855 BQL
48 BQL 0.0238 BQL
A7t (0) FT¥EF Y|
0.083 0.0122 0.114 0.0721
6 0.958 2.79 143
24 30.1 23.1 25.8
48 - 134 56.4
Al ZE (h) R
0.083 0.151 0.409 0.0454
6 0.318 5.21 .
24 - 4.90 -
48 s 3.00 -

5

10-2163906

SDC-TRAP-0056 % SDC-TRAP-0052 3¥4F o}l SN-38 F o]g ezt %2 ®X = SDC-TRAP-0063, DP-1 & SN-
38ell sl flofl A vreERd mRel o] hF SCID whe-Z=ellA Brbslsith.  zhzhe] -, A7) dlolEl &= SDC-TRAP
b B 7] ol HE RolojErt Fgel FAE FAHAT o2 FASA APS dER], A7
SDC-TRAP ##te] &%5& d53ul. 47 dole= sl7] Foll AAHT.

N
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[0703]

[0704]
[0705]

[0706]

[0707]
[0708]

[0709]

S50l 10-2163906

3= ID SDC-TRAP-0046 SDC-TRAP-0052 o] 2] =gk
2E 2 1 RCN-102
T 50mg/10mL/kg 25mg/10mL/kg 24mg/10mL/kg
k3 231 SCID v}$-2= (H1975)
o= v v %
AQE DRD DRD DRD
Jq@ Clear Clear Clear
A= 81.6% 97.2% 97.1%
EAE E3 SDC-TRAP-0046 SDC-TRAP-0052 SN-38 | SDC-TRAP-0052 o] ] ¢ 7t SN-38
Al Zk(h) AR F= (UM)
0.083 360 0.0782 2.29 -
6 5.88 0.0917 0.0773 58.7 2.24 1.42
12 237 0.0612 0.0389 -
24 0.0542 0.0364 0.00955 0.0223 BQL BQL
48 BQL 0.0107 BQL -
Azt (h) Z% %= (23 197 nmol)
0.083 6.94 BQL 0.298 -
6 4.97 0.241 0.448 13.9 13.1 1.44
12 5.21 0.407 0.344 -
24 2.19 1.71 1.01 5.33 0.0307 BQL
48 0.188 1.01 BQL -
Azt (h) FHEZ W
0.083 0.0193 - 0.130 -
6 0.844 263 5.80 0.236 5.82 1.01
12 2.20 6.65 8.83 -
24 40.3 46.9 105 238
48 " 94.4 "
AA 16

SDC-TRAP SHHE¢ st 7 A8 Z=2EF

W eh-e F9] SDC-TRAP-00029] 150ng/mL &S W3
AbgEte]l B Ao BE g7 MES FAsH.
v ARk, DNSO 59 10409 1mM ~5S 1 mi 2
o @FE Ahskslet. AEE ohirel ofe] ERE thE, Some] Zt7hel AEs iR ¥F 8948 e
96— Z#o|E] 33] H7IEAT. o]+ OAIZF Al AER XAHEC. 25009 o] A A

1Z st

EE 25tol §4S A}%w Azstsic. 4
2

]
Q@ FeolE Azl Ul 44T 1M A7k, 4

MZES2S (.25, 0.5 D 1A
37Tl A guFstirt. 42 Ald =, 42be] AE9] stue] FHoEE 7] dlolAZRFH g5te] oF
® 5o &8 : AqE ke | Ed #H7}

sol 4 A8 A9 AT s0m 3 BAEa)
sodtt. AF ARE FEF F, A7) 969U Belol=
150u0e] WS SRS 2500 BE WAL, A
AA 6 17

-2 ¥ Fo] SPC-TRAP ¢+ A

vk D Tl 770 SDC-TRAP 99 S vt 2ol SAslt. AR AFo2NE 990ul v
S dA BHIES, 8b7] FolA TAHEE 7719 SDC-TRAP AE 59 shbe] 10409 1M 2507 Auto] 73}
Atk 7o) AES EFFetal 250 EHFORE U, o]E A2 AlA 0, 154, 305— EE IAFE YE
ok, 2Ae AHolA, 3xX50p MES 77 UF XFS ke 200w WS E§sta, BE AIFY
AMEEC] FE2E w7bA =gfo] ofo]x o Futh. 7] MEES FAHSZ 1500rpmol| A 1.5A17F &< <f
=g o, 8TelA 104 59t 4400rpmell A FAEEl skl th. 150u09] ZHzhe] A S A= 96-9 E9
OlER #7]L, 25ue E& Hrlete] £ e, A4 AES HAAlA 16004 71sed nkek Zo] LOMS/NSel
o3 MBI, 1AIZE A A F-E dlolHE st7] el AlAISHATh
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[0710]
[0711]

[0712]
[0713]

[0714]

[0715]

[0716]
[0717]

[0718]
[0719]
[0720]

[0721]

S=50dl 10-2163906

S3¥E 1D A& %(1h)
SDC-TRAP-0063 11.1%
SDC-TRAP-0064 91.5%
SDC-TRAP-0172 74.7%
SDC-TRAP-0180 72.4%
SDC-TRAP-0184 18.0%
SDC-TRAP-0185 68.1%
SDC-TRAP-0186 57.9%

Al 0, 15%, 303 2 1AIZRl A HE o] 5 dolEE & 12014 mAHo R AAET. = 12004 yERd vl
o} ro], R ko] SPC-TRAP ¥-Ab= vk H Foll A oA s},

AAd 18
oo g 9 A E g wjx] 39| SDC-TRAP HAA

vh-2 g 9 Ax g wfA FolA kg mleld RojojE] Bl 5Ag o] HE
To]oE] (SN-38/0] 2] :=ElZH) S 2zt 6702] SDC-TRAP #4}2] ool Hrytdrh, vpgx I3 ME2 HAd 16
of wal Az, 9809 DMEM + 10% FBS + 1% P/S + 1.5g/L FEMIIEF AZ v wjxE 240 DMSO
oF Egata, 0, 1, 2 ® 18X7F AAY 250ulol4 96-9 ZHolE W= Y. 3 AZS A7) e A

R B 150l EGET FESH QA6 16 i 242 S,

3T AA7A -80TolA 96-U ZHOIE Foll FXE 969 F9 3x50u A MEE FE3IUT. ST T
3h= 200400] MRES H7bstal, Aol 1.5% E]b 1500rpmill A okl ofs) E3Faiict. 37] &S 8T
oAl 10% 59 4400rpmol| Al YA SIS, 150009 A NS 2L 96-9 ZHolER £7)3; 25,9 ES

Aote) o] AN AL 47 BEE AN 1600 148 ol W LANA.

”f;%”” ”f;;““ 92 (5 uM) | 912 5 M) | HA) (5 M)

16218 %1h | 5% & %1h | FX& %1h | A& %1h [§3& %19h
SDC-TRAP-# 3B7°C) § (37°C) * (37°0) § (37°C) * 37°C)
SDC-TRAP-0029 44% 47% 43% 46% 29%
SDC-TRAP-0037 - 95% - 67% 6%
SDC-TRAP-0044 - 61% - 50% 41%
SDC-TRAP-0045 34% 45% 72% T77% 50%
SDC-TRAP-0046 50% 52% 62% 65% 37%
SN-38 - 64% - 82% 52%

d B yIaRREH doly . SDC-TRAP-0044 &7 2 vjX] Zi&= SDC-TRAP-0037 7ol thst o]F v =7}

;g. SN-38wto] o5 W=ol By,

* IRutE g BEEE o]F ¥, % uFe] o AAEE dolE.
AA ] 19: B =2EBES EF3E SIC-TRAP

SDC-TRAP-0117

N1-((4-(4-(3-(2,4-T)3}o| EFA|-5-0| 2 X 2 F ¥ d )-5-3} | EF A -4H-1, 2, 4-E 2| o} & -4~ ) ¥l A) 7] o 2} 7 -1-7}
B)EA])-NS-H S Elrjolu =
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10-2163906

o
J
Jm
Ew

HO
MN)\OH
[0722]
'H NMR (400 MHz, DMSO-de) 3 11.91 (s, 1H), 11.40 (s, 1H), 9.83 (s, 1H),
9.58 (s, 1H), 9.39 (s, 1H), 7.62 — 7.54 (m, 2H), 7.35 — 7.23 (m, 4H), 7.18 — 7.10 (m,
2H), 7.05 — 6.96 (m, 1H), 6.78 (s, 1H), 6.26 (s, 1H), 3.48 (s, 2H), 3.40 (s, 4H), 2.97 (p,
J=6.9 Hz, 1H), 2.40 — 2.24 (m, 6H), 2.07 (t, J = 7.3 Hz, 2H), 1.54 (dt, J =22.8, 7.3
Hz, 4H), 1.36 — 1.25 (m, 4H), 0.95 (d, J = 6.9 Hz, 6H); C3HusN;0; o] tig ESMS
ARA :699.34; A&x]: 700.3 M+H)*
[0723] A N &3] (M+H)
[0724] SDC-TRAP-0118
[0725] N1-((4-(2-(5-(3-(2,4-T) 8}o] =F A -5-0]| A Z 2 A | d )-5-5} o] == A]-4l]-1,2,4-E 2] o} Z-4-U )-1H-91 E-1-Y)
o &) 3 #H 2l el-1-7} R d ) SA])-N8-F| d S hrjolr| =
O~NH
N-
O
OH
[0726] f
'HNMR (400 MHz, DMSO-dg) 8 11.88 (s, 1H), 11.37 (s, 1H), 9.84 (s, 1H),
9.53 (d, J = 19.5 Hz, 2H), 7.58 (dt, J = 7.3, 1.0 Hz, 2H), 7.52 — 7.39 (m, 3H), 7.32 —
7.22 (m, 2H), 7.06 — 6.90 (m, 2H), 6.69 (s, 1H), 6.43 (d, J = 3.1 Hz, 1H), 6.23 (s, 1H),
422 (t,J=17.1 Hz, 2H), 3.91 (s, 2H), 2.95 — 2.80 (m, 3H), 2.29 (t, J = 7.4 Hz, 2H), 2.07
(t, J=7.3 Hz, 2H), 1.79 — 1.64 (m, 4H), 1.54 (dt, J = 24.2, 6.6 Hz, 5H), 1.43 (s, 1H),
1.37 - 1.25 (m, 4H), 1.16 (q, J = 12.3, 9.7 Hz, 4H), 0.80 (d, J = 6.8 Hz, 6H);
[0727] C41HyoN707 o] Bi& ESMS AIAEA : 751.37; A=) : 752.3 (M+H)".
[0728] Al g2 Eo yERd HER2 73 A4S AFSst o5 sgtEd dis S4sslth:
HER2 &3}
SDC-TRAP#
IC,, (nM)
SDC-TRAP-0117 1095
SDC-TRAP-0118 | 2352
[0729]
[0730] Ao 20: 5-FUE ¥ 338l= SDC-TRAP
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[0731]

[0732]
[0733]

[0734]

[0735]
[0736]

[0737]
[0738]
[0739]

[0740]

[0741]

[0742]
[0743]

10-2163906

o
J
Jm
Qﬂ

o] Tk 3 =
dA|Ael B ZER
HSPO Al
295
oH
Ho!
o
= o N7 N‘@A N HN
AW shauAelm 2 Ff,_ , N L™ 0 JF
F Our - Jl I ~
HN £ 8 N 0 Naou HO, N N\("
oA o IA yo . Cjﬁd $
H —_—
TEA, DMF T ° E0C, HOBt ud N
5-ERoz 4 1 BME Ny~oH
= oA 3 @A-2 4 @A-3

SDC-TRAP-0049

-1 <4 DMF(8mL) =9 5-ZF90 2944 1(650mg, bSmmol)e] &Me] Ego o}l (100mg, lmmol)S H7}
StHAl WRESEATE, 5% &, WE ofmdHolE 2(1g, 10mmmol)S H7Fslglt.  wwk2 36417 &k AlESHS
o A7 fulE sl ZFHA7|a, A e F2ulEaws A8 (95:5 CHCl/MeOH) AFolAl A A3}

-

¢

THA-2: MeOH(4mL) 2 2N NaOH 8 (3mL)9] E3H&E F2] 3F3hE 3(800mg, 3.47mmol)e] &HE& 4A17F <t 60
Tl 71gdsksict. 7] 8mE gdstel AAS, 47 JFAFE 10% HC12] &9 AFEsto] pl 22 AH3IA|
A AF 4 oA WA Aoz AT

"H NMR (400 MHz, DMSO-de) 8: 12.43 (s, 1H); 11.78(s, 1H); 8.06 (d, J = 7.2 Hz,
1H); 3.82 (t, J=6.9 Hz, 2H); 2.63 (t, J/ = 6.9 Hz, 2H)

%ﬂ%:$4:WNMi)%Q‘ﬂ4M%g,Q%mU‘®°W1N&m,0&mmw g-oll EDC(60mg, 0.3mmol) %
HOBT(27mg, 0.2mmol)E #H7Fetlth. 7] whg EFES HALoA 5417 & wiksigict. 7] whg &£3h=
S 5mLo) %i‘ﬂﬁﬂllmmﬁlﬂ%.ﬂﬂﬂﬂEi-%—ﬂ“ﬂ— B 7] s A EF R AxATI
Aetar FHAIZ ohe, Al ARutEaY Y (Aol ofAlEH O E 1:1 B old olAH| o] E-

428 aFo] SDC-TRAP-0049(95mg, 80%)Z WA A 24 538} t).

"H NMR (400 MHz, DMSO-dg) 8 11.94 (s, 1H), 11.75 (s, 1H), 9.62 (s, 1H),
9.42 (s, 1H), 8.04 (d, J= 6.9 Hz, 1H), 7.32 — 7.30 (m, 2H), 7.15-7.12 (m, 2H), 6.77 (s,
1H). 6.27 (s. 1H). 3.82 (. J= 6.8 Hz. 2H). 3.54 — 3.33 (m. 6H). 2.90 (ddt. /= 13.9.9.7.
5.3 Hz, 1H), 2.73 — 2.60 (m, 2H), 2.34-2.29 (m, 4H), 0.94 (dd, J = 11.8, 6.9 Hz, 6H);

CyoH3FN7Og ol th@ ESMS A4EA : 593.24; A5): 594.2 (M+H)"

2
[}

871 Bt ed 371 vheh ARt dwkH Q] Ao AlxH
SDC-TRAP-0051

N=(2-(5-(3~(2, 4-T] 8 o] =5 A -5-0] A 2 B 3 )-5-8F o] EH A ~4lI-1,2, 4-E 2] 0} F~4-2 )~ 1H-91E-1-21) o & )~
3-(5-Z 59 2-2,4-t] %43, 4-] Sho] =23 2] 1] ¥ -1(2H)- 2 )-N-v] & = 2 gholm] =

h%

F

JFOH

'H NMR (400 MHz, DMSO-de) 5 11.90 (s, 1H), 11.75 (s, 1H), 9.56 (s, 1H),
9.47 (d,J = 14.3 Hz, 1H), 8.04 (d, J = 6.9 Hz, 1H), 7.54 - 7.35 (m, 3H), 6.95 (td, J =
8.9, 2.0 Hz, 1H), 6.74 (d, J = 13.6 Hz, 1H), 6.47 — 6.40 (m, 1H), 6.23 (d, /= 4.1 Hz,
1H), 4.37 (t, J = 6.0 Hz, 1H), 4.28 (t, J = 6.5 Hz, 1H), 3.82 (t, J = 6.8 Hz, 1H), 3.60 (q,
J=6.8 Hz, 3H), 3.54 —3.33 (m, 6H), 2.90 (ddt, J = 13.9, 9.7, 5.3 Hz, 1H), 2.73 - 2.60
(m, 5H), 2.34 (t, /= 6.7 Hz, 1H), 0.84 (dd, /= 11.8, 6.9 Hz, 6H); CaoH3oFN;Og ol thdt
ESMS A4A: 591.22; A&x]: 592.1 (M+H)*

SDC-TRAP-0048
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S=50dl 10-2163906

[0744] N-(2-(2-(5-(3-(2,4-t] 3t o)| EF A -5-0] X 2 7 d ) -5-3F o] EF A -4H-1, 2, 4-E g o} -4- )-1H-A =-1-¢ ) o
EANE)-3-(5-ZF 9 2-2 4-T] & 2-3 4-T]so| =212 n d-1(21)-Y ) TZ Foln| =

ﬁ”f

HO />—OH
[0745]

"H NMR (400 MHz, DMSO-dg) 8 11.88 (s, 1H), 11.77 (s, 1H), 9.56 (s, 1H),
9.48 (s, 1H), 8.00 (t, J=5.6 Hz, 1H), 7.93 (d, J= 6.8 Hz, 1H), 7.50 (d, /= 8.7 Hz, 1H),
741 (t,J=2.1Hz, 2H), 6.93 (dd, J=8.6,2.1 Hz, 1H), 6.73 (s, 1H), 6.43 (d, J= 3.2 Hz,
1H), 6.23 (s, 1H), 4.31 (t, J = 5.3 Hz, 2H), 3.81 (t, /= 6.6 Hz, 2H), 3.67 (t, /= 5.4 Hz,
2H), 3.57 (s, 1H), 3.48 — 3.31 (m, 13H), 3.15 (g, J = 5.6 Hz, 2H), 2.90 (p, / = 6.8 Hz,
1H), 2.45 (t, J = 6.7 Hz, 2H), 0.83 (d, J = 6.9 Hz, 6H); C3yH3,FN;0; ol ?i& ESMS

[0746] AR 1 621.23; AFA: 622.2 (M+H)

[0747] SDC-TRAP-0050

[0748] N-(2-(2-(5-(3-(2,4-T) S} o] = 54| -5-0] & = 2.3 7| d )58k o] =5 A ~4H-1,2, 4-E ] 0} F-4-%)-1H-Q1 5-1- )]
EAD O E)-3-(5-FF Q-2 4-T] 5 23,4~ T]afo] =321 ¥-1(2H)-)-N-v & = 2 gho}m] =

f

N
I p—on
[0749] N

'H NMR (400 MHz, DMSO-de) 5 11.88 (s, 1H), 11.76 (s, 1H), 9.56 (s, LH),

9.49 (d, J=3.0 Hz, 1H), 8.03 (d, J= 6.8 Hz, 1H), 7.49 (d, J=8.7 Hz, 1H), 7.45 - 7.32
(m, 2H), 6.92 (dd, J=8.6, 2.1 Hz, 1H), 6.73 (d, /= 1.6 Hz, 1H), 6.41 (dd, /= 13.7, 3.1

Hz, 1H), 6.23 (s, 1H), 4.32 (q, J = 5.2 Hz, 2H), 3.88 (s, 2H), 3.80 (td, /= 6.9, 3.6 Hz,
2H), 3.71 - 3.63 (m, 2H), 3.47 (dd, J = 19.9, 8.3 Hz, 7H), 2.90 (hept, /= 7.0 Hz, 1H),
2.80 (s, 2H), 2.76 — 2.60 (m, 4H), 0.84 (d, J = 6.9 Hz, 6H); C5;H3iFN;0,9 tht
A12] 1 635.25; A& 636. 4
[0750] ESMS A : 635.25; 45 636.2 (M+H)

[0751] SDC-TRAP-0009

[0752] 1-(2-(5-(3-(2,4-T])8}o]| =2 A|-5-0]| A X 2 HH| Y )-5-3}0| =2 A|-4H-1,2 4-Eg]o}ZH-4-U )-1H-¢1 5-1-Y) o & )-
3-(5-ZFQE-2-%4-1,2-t o] =2 g n|d-4-Y ) $-7 o}

O Q

N
HO — HN—ngH
o —
[0753] OH
'H NMR (400 MHz, DMSO-d;) 5 11.86 (s, 1H), 9.52 (s, 1H),9.46 (d, J =
4.8 Hz, 1H), 8.10-7.82 (m, 2H), 7.59 — 7.39 (m, 3H), 6.95 (t, /=7.7 Hz, 1H), 6.73 (d,
J=9.6 Hz, 1H), 6.44 (dd, /= 16.8, 3.3 Hz, 1H), 6.22 (s, 1H), 4.31 (dt, /=12.6, 6.4 Hz,

2H), 3.57 - 3.48 (m, 2H), 2.90 (h, J=7.1 Hz, 1H), 0.84 (t, /= 7.8 Hz, 6H); ESMS
[0754] AZEA (CyeH2sFNsOs): 548.2; A5 3): 549.1 (M+H)

[0755] SDC-TRAP-0025

_86_



[0756]

[0757]

[0758]
[0759]

[0760]

[0761]

[0762]
[0763]

[0764]

[0765]

S=50dl 10-2163906

2-(5-(3-(2,4-T) o] =5 A|-5-0] 23 2 ) )-5-3ko] =5 A -4l-1,2, 4-E 2l o} E-4-2)-1H-AE-1-D)el D (5-
TR0 22841 2-v)afo] w2 v ¥l -4-2)) Fhuju o] £

=

OH
< » —f<
O
HO /—/ HN
=

'HNMR (400 MHz, A& -d,)57.77 (d, J=5.3 Hz, 1H), 7.61 (d, J =
8.6 Hz, 1H), 7.51 (d, J=2.0 Hz, 1H), 7.42 (t, J=3.9 Hz, 1H), 7.07 (dd, /=8.7, 2.1 Hz,
1H), 6.51 (q, J = 3.4 Hz, 2H), 6.26 (d, J = 2.7 Hz, 1H), 4.57-4.47 (m, 4H), 2.84 (q, J =
6.8 Hz, 1H), 0.61 (d, J=6.8 Hz, 6H); ESMS A%  (CagHouFN;Og): 549.2; A5):
550.2 (M+H).

SDC-TRAP-0013
N-(2-(5-(3-(2,4-T)5}lo] = EA|-5-0] AZ 2 A F| Y )-5-5} 0] EEZA]-4H-1,2,4-E g o}F-4-Y)-1H-A =-1-Y) o & )-
2-(5-FEFQ2-2,4-T] 843 4-t]ste| =2 I H| T -1(2l) - ) o} A Eolr| =

HN>_/
{

e

"H NMR (400 MHz, DMSO-d) 3 11.85 (s, 2H), 9.53 (s, 1H), 9.45 (s, 1H),
8.34 (t, J=5.6 Hz, 1H), 7.96 (d, J = 6.7 Hz, 1H), 7.51 — 7.38 (m, 3H), 6.95 (dd, J = 8.6,
2.1 Hz, 1H), 6.78 (s, 1H), 6.43 (d, J = 3.1 Hz, 1H), 6.22 (s, 1H), 4.23 (d, J =7.9 Hz,
3H), 3.46 — 3.34 (m, 2H), 3.35 — 3.26 (m, 1H), 2.98 —2.88 (m, 1H), 0.88 (d, /= 6.9 Hz,
6H). ppm: Co7H26FN7Og ol & ESMS A4kx]: 563.2; A2 :563.9 (M + H").

SDC-TRAP-0137
T2 )-5-3l0| EH A -4H-1,2,4-Eg] o} & -4~ )-1H-% E-1-
" -2, 4(1H, 3H) -t &

1-(2-(4-(2-(5-(3-(2,4-H 3l o] EEA]-5-0]| A2
)egh)F g d-1-9)-2-F Aol g )-5-5F L2 ]

_YE

Q,
NH

(O

F
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[0766]
[0767]

[0768]
[0769]
[0770]

[0771]

[0772]

[0773]
[0774]

[0775]

s==4

'HNMR (400 MHz, 22X 8 -d) §7.57 (d, J= 2.4 Hz, 1H), 7.44 (dt, J =
6.5, 3.1 Hz, 1H), 7.40 — 7.28 (m, 3H), 7.19 (q, J = 3.3 Hz, 1H), 7.12 (dq, J = 8.6, 3.8,
3.0 Hz, 1H), 6.52 (q, /= 3.3 Hz, 1H), 6.44 — 6.27 (m, 2H), 4.74 — 4.35 (m, 2H), 4.34 —
4.16 (m, 2H), 4.09 (ddt, J = 19.4, 7.6, 3.9 Hz, 1H), 3.43 —3.28 (m, 1H), 3.18 —2.96 (m,
2H),2.84 (qd, J=8.1,5.3 Hz, 1H), 2.63 (t, = 12.4 Hz, 1H), 1.93 — 1.68 (m, 4H), 1.45

—1.06 (m, 3H), 0.48 (dt, /= 6.4, 3.0 Hz, 6H). ppm; C3,Hs,FN-Oq °l tH3 ESMS
ARA: 631.3; A& :632.2 (M + HY).

A 242 ol Yehd HER2 Zal AAS ARESte] o] shghaol didl

1
o
prL
32
o

HER?2 &3}
ICs, (nM)

SDC-TRAP-#

SDC-TRAP-0049 >5000

SDC-TRAP-0048 >5000

SDC-TRAP-0050 >5000

SDC-TRAP-0051 >5000

SDC-TRAP-0013 >5000

SDC-TRAP-0137 >5000

A 21: opH|EtE| &S EF3t= SDC-TRAP
SDC-TRAP-0150

10-2163906

(3S,8R,9S,10R, 13S,145)-10, 13-t W& -17-(F 8] ¥ -3-¥)-2,3,4,7,8,9,10,11,12,13, 14, 15- = | 7} 5} o] = 2 - 1H-
Arel S 2 HEHa] A FER-3-Y 4-(4-(3-(2,4-Ts}o| EFA|-5-0] A X 2 A | d )-5-8} 0| =FA|-4l-1,2,4-E | o} &~

4-90) 1) 3] s el -1-7H A o] =

HO.

\:TOH

OH

'H NMR (400 MHz, DMSO-dg) § 11.94 (s, 1H), 9.61 (s, LH), 9.41 (s, LH),
8.59 (dd, J=2.3,0.9 Hz, 1H), 8.43 (dd, J= 4.8, 1.6 Hz, 1H), 7.76 (dt, /= 8.1, 1.9 Hz,
1H), 7.38 — 7.27 (m, 3H), 7.18 — 7.10 (m, 2H), 6.78 (s, 1H), 6.26 (s, 1H), 6.12 (s, 1H),
538 (d, J=4.9 Hz, 1H), 4.34 (tt, 7= 10.8, 4.8 Hz, 1H), 3.47 (s, 2H), 2.97 (p, J= 6.9
Hz, 1H), 2.36 —2.16 (m, 7H), 2.05 (dt, J = 15.2, 8.2 Hz, 3H), 1.82 -1.46 (m, 8H), 1.40
(td, J=12.2,5.0 Hz, 1H), 1.03 (d, J = 5.6 Hz, 8H), 0.95 (d, J = 6.8 Hz, 6H).;
Cy7HseNgOs ol & ESMS AAEA]: 784.43; AZA] : 785.3 (M+H)".

SDC-TRAP-0151

(3S,8R,9S,10R, 13S,145)-10, 13-t W& -17-(F 8] 9 -3-¥)-2,3,4,7,8,9,10,11,12,13, 14, 15- = | 7} 5} o] = 2 - 1H-

Aol E2AEHalFAFEAN-3-Y  (2-(2-(5-(3-(2,4-T)3}o]| EEX]-5-0]| A Z 2 I )-5-3}0]| EZA|-41-1,2,4-E ]

o1 -4-91)-111-91 5 -1-21) o % Ao &) Fhui vl o] =
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10-2163906

omn
J
Jm
Qﬂ

oL

R
/ N/\/o\/\u)Lo

N,

[0776] S e

'H NMR (400 MHz, DMSO-ds) 5 11.88 (s, 1H), 9.55 (s, 1H), 9.47 (s, 1H),
8.60 (d, J = 2.4 Hz, 1H), 8.44 (dd, J= 4.7, 1.6 Hz, 1H), 7.77 (dt, J = 8.2, 1.9 Hz, 1H),
7.50 (d, J = 8.7 Hz, 1H), 7.44 —7.30 (m, 3H), 7.06 (q. J = 6.4, 5.7 Hz, 1H), 6.91 (dd, J
=8.7,2.0 Hz, 1H), 6.73 (s, 1H), 6.40 (d, J = 3.1 Hz, 1H), 6.22 (s, 1H), 6.12 (dd, J =
3.3, 1.8 Hz, 1H), 5.38 (d, J = 4.9 Hz, 1H), 4.32 (q, /= 5.8, 5.3 Hz, 3H), 3.67 (t, J=5.3
Hz, 2H), 3.08 (q, /= 5.8 Hz, 2H), 2.96 — 2.84 (m, 1H), 2.33 — 2.17 (m, 3H), 2.11 — 1.96
(m, 3H), 1.87 — 1.35 (m, 8H), 1.12 — 1.00 (m, 8H), 0.83 (d, J = 6.9 Hz, 6H);

[0777] CusHsNgOs ol thd ESMS A4HA): 812.43; A&] :813.3 (M+H)".

[0778] SDC-TRAP-0153

[0779] (3S,8R,9S,10R, 13S,145)-10, 13-t W& -17-(F 8] 9 -3-¥)-2,3,4,7,8,9,10, 11,12, 13, 14, 15- = | 7} 5} o] = 2 - 1H-
Arel S 2 HEHa] A HERN-3-Y 4-(4-(3-(2,4-T}o| EFA|-5-0] X 2| d ) -5-8} 0| =FA|-4l-1,2,4-E | o} &~

=1

4-90) 1) 3 9 €] -1-7h A o] =

HO.

[0780] on N

'H NMR (400 MHz, DMSO-dq) & 11.93 (s, 1H), 9.61 (s, 1H), 9.43 (s, 1H),
8.59 (s, 1H), 8.43 (dd, /=4.8, 1.6 Hz, 1H), 7.76 (dt, J = 8.2, 2.0 Hz, 1H), 7.38 — 7.29
(m, 1H), 7.18 (d, /= 8.6 Hz, 2H), 7.14 - 7.06 (m, 2H), 6.75 (s, 1H), 6.27 (s, 1H), 6.12
(dd, J=3.1, 1.7 Hz, 1H), 5.38 (s, 1H), 4.33 (tt, /= 10.9, 4.7 Hz, 1H), 3.94 (d, J = 12.6
Hz, 2H), 2.96 (p, J = 6.8 Hz, 1H), 2.67 (s, 2H), 2.37 — 2.16 (m, 3H), 2.04 (td, J = 14.7,
13.8,4.7 Hz, 3H), 1.87 — 1.60 (m, 6H), 1.53 (d, /= 12.9 Hz, 5H), 1.40 (td, /= 12.2, 5.0
Hz, 1H), 113~ 0.90 (m, 15H); C4sHs;NsOs o B ESMS AAEA: 783.44; A2 :

[0781] 784.5 (M+H)".

[0782] ARad 242 Bl vebdl HER2 23l HAgS ARgSte] o5 shekeel disl SAsklth:

HER2 #3}
IC5, (aM)

SDC-TRAP-#

SDC-TRAP-0150 1407

SDC-TRAP-0151 1194

SDC-TRAP-0153 6336

[0783]
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[0784]
[0785]
[0786]

[0787]

[0788]

[0789]

[0790]
[0791]

[0792]

[0793]

[0794]
[0795]

[0796]

S=50dl 10-2163906

vk E3 kA A ol
SDC-TRAP-# A& % (1h)

SDC-TRAP-0150 103%

AA o 22: HtF2HE ¥3131= SDC-TRAP
SDC-TRAP-0211

4=(5-(0 22 (2-F 2 2ol &) ohv] e )~ 1-w - TH-1 2 [d] O] v T} E-2-91 )-N-(2-(2, 4-T) B}o] = A -5-0] 23 2 Wl 2
91) 0] 2915 -5-9) - ghoju] =

H
\(\/\( HATU/DMF NM«D
AQN/\’ 9/ g’\/m
cl
HO { cl
OH ci HO a

@ ® SDC-TRAP-0211

DMF(20L) 9] (5-opv|:=o]A%E/-2-9) (2, 4-tlato| =F A -5-o| A X 2 A d) v Ebe=(a, 0.1mol), WEHF28
(b, 0.1mmol) 2 HATU(O.lmmol)Q] EFES A2oA 16413 T wtelgltt. AV E3ES 50mL«] 22 3
A& 50mL X2 EtOAc® F&E3tx, A7 71558 st sFA1712 Add o) AAlste] SDC-TRAP-0211%
W 373 (25mg, 0.04mmol) ZA FE319t).

'HNMR (400 MHz, S22 X & -d) § 7.62 (s, 1H), 7.41 (s, 1H), 7.28 (s,
1H), 7.20 (t, /= 9.3 Hz, 2H), 6.96 (d, / = 2.3 Hz, 1H), 6.80 (dd, J = 8.9, 2.4 Hz, 1H),
6.38 (d, J=2.5Hz, 1H), 5.00 (d, J=5.3 Hz, 4H), 3.77 - 3.68 (m, 6H), 3.61 (t, /= 6.7
Hz, 4H), 3.25 (p, /= 6.9 Hz, 1H), 2.97 (t, /= 6.8 Hz, 2H), 2.49 (d, J = 14.8 Hz, 4H),
2.20 (dq, J =20.9, 7.1 Hz, 2H), 1.31 — 1.17 (m, 6H).; C33H3yCLLNs0, ¢l th§ ESMS
ARA]: 651.2; AER :652.0 M+ H).

SDC-TRAP-0039

A-(5-(M = (2-F R 2o ") obw] o) -1-v - 1H- 2 [d] o] P 5 -2- ) -N-(2-(5-(3-(2, 4-H] 8} o] = H A =5-0] A 3T
249d)-5-8Fe] =FAI-4H-1,2,4-E 2] o}E-4-U)- - &-1-) ol &)-N-r & - ghotv] =

N
[/ X: N N\
HG N.__OH cl
Qi

'H NMR (400 MHz, DMSO-d) & 11.85 (d, J = 1.9 Hz, 1H), 9.61 (s, 1H),
9.58 (s, 1H),7.50-7.32(m,4H), 6.92 — 6,74 (m, 4H), 6.42 (s,1H), 6.22 (d, /= 1.6 Hz,
1H), 4.38-4.30 (m, 2H), 3.71 — 3.58 (m, 14H), 2.95 — 2.73 (m, 3H), 2.40 - 2.35 (m,
2H), 1.90-1.98 (m, 2H), 0.84 (dd, J = 6.9, 4.4 Hz, 6H); CssHayCLNO, of tgk
ESMS AA: 746.29; A&X : 747.3 (M+H)*.

SDC-TRAP-0040

4= (5= (] (22 R ol W) o] 1) 1w - 112 [d] ©] 1] T} -2 ) -N~(2-(2-(5-(3-(2, 4-T] o] =5 4] -5-0] &
20 ) -5-50] £ B A -4l1-1,2,4-E 2 0} E-4-2)- 121 E-1-21) o 5 4] o &) -N-wi @ 3-whopv] =
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[0797]

[0798]
[0799]

[0800]

[0801]

[0802]
[0803]

[0804]
[0805]
[0806]

[0807]

S=50dl 10-2163906

o {L@a?
S

>’OH

OH N\N

'"H NMR (400 MHz, DMSO-de) & 11.86 (d, J = 1.9 Hz, 1H), 9.60 (s, 1H),
9.55 (s, 1H),7.49-7.28(m,4H), 6.95 — 6.87 (m, 2H), 6.73 — 6.70 (m, 2H), 6.39 (s,1H),
6.24 (d, J = 1.6 Hz, 1H), 430 (dt, / = 16.3, 5.2 Hz, 2H), 3.73 — 3.62 (m, 13H), 2.86
2.73 (m, 6H), 2.41 - 2.35 (m, 2H), 1.93 (dd, /= 10.0, 5.1 Hz, 2H), 0.84 (dd, /= 6.9, 4.4
Hz, 6H); CioHisCloNgOs o thgk ESMS A4EA: 790.31; A2 :791.3 (M+H)"

SDC-TRAP-0069
A(5-(1] 25 (2-F 2RO R 0w )~ 1o - 1412 [d] o] 1] BF5-2-20 )~ 1-(4-(4-(3-(2, 4-F] o] =5 4] Gro] 2
231 9d)-5-3}0] == A|-4H-1,2,4-E ] o} Z—4- )l ) 9] #| g 7 -1- ) R gh-1-2

'"HNMR (400 MHz, DMSO-de) § 11.93 (s, 1H), 9.61 (s, 1H), 9.41 (s, 1H),
7.31 (dd, J = 8.5, 4.6 Hz, 3H), 7.18 — 7.10 (m, 2H), 6.91 (d, /= 2.3 Hz, 1H), 6.82 -
6.74 (m, 2H), 6.27 (s, 1H), 3.71-.3.68 (m,10H), 3.65 (s, 3H), 3.43 (dd, J = 12.5, 7.2
Hz, 6H),2.96 (h, J=6.9 Hz, 1H), 2.82 (t, J="7.4 Hz, 2H), 2.44 (t, J]=7.2 Hz, 2H), 2.31
(dt, J =26.0, 5.1 Hz, 4H), 1.97 (d, J = 11.4 Hz, 2H), 0.94 (d, J = 6.8 Hz, 6H);
Ci3HysCLNsOy ol Tl g ESMS AIAER]: 748.30; A& 1749.1 (M+H)".

Algay AL Hdo Yeldl HER2 &3 AR S ALE3sle] o]E FstEo &) SAHAT
HER2 £ 3
SDC-TRAP-#
IC5, (nM)

SDC-TRAP-0039 2925

SDC-TRAP-0040 | 4741

SDC-TRAP-0069 1232

SDC-TRAP-0211 289

AAe) 23: ZPZEYEE L3 SIC-TRAP

SDC-TRAP-0134 #] %
(R)=4-(4~( (4= (4= (4=(6-0}1] w-5-(1-(2,6-T] F R 2-3-Z =2 0 2 3| o] £ A] ) 1] 2] Tl -3-2 )~ 1H-¥] 2} Z-1-2] ) 5] 5]
Fu-1-7kd) g H g -1-2)w &) 9 )-5-(2,4-T) sto] =Z A -5-0] A Z 2 A d ) -N-o| & -4H-1,2,4-E 2] o} Z-
3-7hgobn =
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[0808]
[0809]

[0810]
[0811]

[0812]

[0813]

[0814]
[0815]

[0816]

S=50dl 10-2163906

E

LIRS
(a) ECESIELS sDc TRAP-0134

5mLe] THF 52 1-(4-(3-(2,4-Y3}o| EEA-5-0| A X 2 A ¥ d)-5- (NI} LY )-4l-1,2 ,4-Eg|o}E-4-L)Hl
A g Hd-4-71 22 Ak (a, 25mg, 0.05mmol), H&]FEJYE(23mg, 0.05mmol), DMAP(O.lmmol) = T3P(0.10mmo
Do E3}ES vlo]a=2a ¥HE7] FollA 80Tl 1AIZE &<t 7FEsiir. 7] £3ES 22 100mLe] 1M
NalCO; &< % EtOAc® 3FAagivt. A7 f715e FEst AxA7L s5A1711 2 A=2rtEaddd
olal AAlete] (R)-4-(4-((4-(4-(4-(6-°o}] =-5-(1-(2,6-TEEZ-3-EF 225 d) A 5 A ) T d-3-¢ )-1H-7]
gE-1-d) I g d-1-7tR d) 9 H g d-1-d) H e ) #H D )-5-(2,4-T sl o] EF A -5-o| X 2 B 7 d ) -N-o| & -4H-
1,2,4-E2] 0}&-3-7} 2 2ofu] = (SDC-TRAP-0134, 20mg)E WA 1A 24 S539c}.

'H-NMR (CDCly) 88 7.7 (d, 1H, J=4), 7.5 (m, 4H), 7.4 (m, 1H), 7.3 (m,
3H), 7.0 (t, 1H, J=8), 6.9 (d, 1H, J=$), 6.54 (s, 1H), 6.50 (s, 1H), 6.1 (q, 1H, t=8), 4.95
(s, 2H), 4.8 (m, 1H), 4.4 (m, 1H), 4.1 (m, 1H), 3.57 (s, 1H), 3.4(m, 1H), 2.8 (m, 1H),
2.6 (m, 1H), 1.8-2.2 (m, 12H), 1.9 (d, 3H, J=8), 1.7 (m, 1H), 1.2 (m, 6H), 0.7 (d, 6H,
J=8) ppm; C4sHs3;CLEN 005l W& ESMS A4tx]:938.4; A& 2] 19394 (M + HY).

SDC-TRAP-0139:

(R)=4-(4-((2-(4=(4=(6-0} V] 2-5-(1-(2,6-T] S 22 -3-EF- ¢ =3l d ) ol 5 A]) uﬂw—s—m)—m—ﬂa}i—l—m)fwﬂ
Fa-1-9)-2-S 20 e) (Wa) 7t d) Hd)-5-(2,4- EMO]E Al-5-o] A Z 2 Hd)-N-o]| &l -4H-1,2,4-E gl o}

L3Ik o=

0
HO N~
Nx, \ #—NH;
N
N
>——CONHEt
N-

HO

'H-NMR (CDCl3) 8 7.7 (m, 3H), 7.57 (s, 1H), 7.53 (s, 1H), 7.4 (m, 3H), 7.3
(m, 1H), 7.0 (¢, 1H, J=8), 6.89 (s, 1H), 6.51 (s, 1H), 6.45 (s, 1H),m 6.1 (¢, 1H, J=8),
4.89 (s, 2H), 4.7 (m, 1H), 4.4 (m, 2H), 4.1 (m, 1H), 3.4 (m, 2H), 3.2 (m, 2H), 2.9 (m,
2H), 2.2-2.4 (m, 2H), 2.1 (m, 2H), 1.9 (d, 3H, J=8), 1.2 (m, 6H), 0.7 (d, GH, J=8) ppm;
C4sHi7CLEN 1006 of & ESMS Z14EA: 912.3; A% : 913.3 (M + H").

SDC-TRAP-0138:

(R)-(4-(4-(6-0t1 =-5-(1-(2,6-UEF 2 Z2-3-ZF 2 2 ¥ d) o 5EA] ) ¥ 2| d-3-¥ ) -1H-T] 2} =-1-L) I A 2| -1-Y)
(4-(4-(3-(2,4-tslo]| EFA -5-0| A X 2 I | d ) -5-3} | EEFA|-4l-1,2,4-Eg| o} &-4-L) 7 d) I ) 2p 0 -1- ) vl
E}i=
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[0817]
[0818]

[0819]

[0820]

[0821]

[0822]

[0823]

[0824]

[0825]

[0826]

S=50dl 10-2163906

F
O:N, R
; Q,
o Cl
o Y o A T m
\_ /= * CI)LO Q b +
A Wl 4nEEgd AuxzddoE z N/~

~ T\ 7—NH,

Z~

ELESCIRLS (R)-4-EZHY 4-(4—(6-9}7]2=-5-(1-(2,6- "“'E'ii—.’i*%sgiw'é
R R E R U CE R R R e e

o] [
T C
N oH i N i
H CTN\) DIPEA )\ Z ] A cl
NN%N NN‘N Qz‘}dNH
b{ o

HO:
OH

(c) STA-12-8777

4-(5- F'M‘:-?M 4~(4- (JMI\‘—P‘] 1-9) ‘é) 4H-1,2,4-
EgolE-3-9)-6-0l2Z2adA-1,3-1&

AYZFEYHE (22mg, 0.05mmol) E 4-UEEHY 7tH =2 Ho]E(10mg, 0.05mmol)e] E3tE<) 2mLe] CHCls S
A7beE &, A7) E3ES 1A S wdslty, §ulE AAS uAA R)-4-HEZHAE 4-(4-(6-0}] =~
5-(1-(2,6-HER22-3-ZF 229 d)dH5A) 7 g d-3-d)-1H-F &+Z-1-4) FH D -1-7HT A g o] E (b,

0.05mmol) & 53} t}.

}1]

_l

JA Aol DMF(2ml) &9 4-(5-3lo] =FA|-4-(4-(F A epl-1-Y) Al d)-4H-1,2,4-E ] o}£-3-% )-6-¢]
A2 a3WA-1,3-&(c, 20mg, 0.05mmol)e] £AE H7lsta, A7) £FES 10A17F &9k 110C=
27 EFES A2 1000l E F EtOAcE AT, Y] fUIsS BEska AxATA F

ZA71 Ay ARaEa ] &) BAEt] (R)-(4-(4-(6-0}1]=-5-(1-(2,6-T FEE-3-ZF o 27 d)ol| &
A Ed-3-2)-1H-9 &F&-1-9) I A2 d-1-Y ) (4-(4-(3-(2,4-T] 3} o] EZ A|-5-0] A Z 2 A 7| d )-5-3} 0] == A -
4H-1,2,4-Eg]o}E-4-4) ¥ d ) 9 ] 271 -1- ) Wl €} = (SDC-TRAP-0138, 4mg)S WA 114

'H-NMR (CDs0D) 7.7 (m, 1H), 7.6 (m, 2H), 7.4 (m, 3H), 7.2 (m, 2H), 7.1
(m, 3H), 6.9 (m, 1H), 6.53 (s, 1H), 6.48 (s, 1H), 6.1 (m, 1H), 4.3 (m, 1H), 3.9 (m, 1H),
3.2-3.8 (m, 7H), 3.0 (m, 2H), 1.8-2.3 (m, 8H), 1.3 (3H, d, J=8), 0.8 (d, 6H, J=8) ppm;
Cu3HysCLEN 1(Os of ti& ESMS A4kx: 870.3; A& :871.3 (M + HY).

Al 29S Edol YeRW HER2 w3l HA S ARESte] o]E shitEel tiE)

e
o
LOL
32
i)

HER2 IC,,
(nM)

No | SDC-TRAP-#

1 | SDC-TRAP-0134 77

2 | SDC-TRAP-0138 707

3 | SDC-TRAP-0139 | 1000-2000

Hsp90" Ag 24 dolE:

2%
ECs, (nM)

No | SDC-TRAP-#

1 | SDC-TRAP-0134 | 95.42nM

Hsp90® A3 dlo]H:

SDC-TRAP-# | EC,, (M)

SDC-TRAP-0134 | 95.42nM
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[0827]

[0828]
[0829]

[0830]

[0831]
[0832]

[0833]
[0834]

[0835]

[0836]

S=50dl 10-2163906

u]— )\g/‘d—oxﬂ t-]]]]

SDC-TRAP-#  |#-A]-&%(1h)

SDC-TRAP-0143 89.9%

LSDC-TRAP—0144 96.2%

AAld 24 H52FuAE X33 SDC-TRAP
G el
HO,, ?o
O,%:., 9 oH o HN\QO CHQ o7
5 QI Yol HATU, DIPEA ,q:ﬂ je40®
o OH
HO} N)J? + 00 oHS o > é JOH T8
i A 2 HO. (o]
OH NN O\ HO NHz Hel h‘:?)(o_\
OH
Hsnggqfw Z£5H4 HCl 2 SDC-TRAP-0142

4 DMF(6mL) 9] Hsp90 AAA &3 1(102mg, 0.2mmol)e] |Mo] HATU(78mg, 0.2mmol)E &
718 g2, yolAZ2IolHl(78mg, 0.6mmol)S F7Fskdvt. 7] ¥bg EFES 0TCoA] 1548
g, E4FHA slol=aF2ao]l= 2(135mg, 0.25mmol)E F7bela, mukS AL 18417 &
o A7) 9hg EES dWdd F2eelsg gMstal B G542 AT Y] f7] A
oF AZRAZIL AHAL FHFAA FHA XS EAFAY. AV AAES Y IAEREYT(95:5 U
/M) S ALEste] skl SDC-TRAP-0142( o € -5-(2,4-t]slo] EEA]-5-0] A X 2 Ao d )-4-(4-( (4~
(((25,38,4S,6R)-3-3}o] == A -2-wW &l -6-(((1S,39)-3,5, 12-E & 5} o] =& A] -3-(2-5} o] =Z A o} A &l )-10-H| B A -
6,11-t]54:-1,2,3,4,6,11-FA}5to| =2 E| EbAl-1-U) S A] ) H Egleto] = 2 -20-3] gh-4-<d ) 7kt . ) 9] o 2] o -
1-)HE)Eld)-4H-1,2, 4-Eg]o}Z-3-7} 2 A g o] E(115mg, 55%) 5 HM 1A 24 5310

5

3
QF

o] 01
?l_
A<
/‘\l,

LJ>FJO
O (m oz 2

TR A e )

©:

"H NMR (400 MHz, DMSO-d) & 14.02 (s, 1H), 13.27 (s, 1H), 10.62 (s,
1H), 9.76 (s, 1H), 8.93 (t, J= 5.9 Hz, 1H), 7.90 (d, J = 4.8 Hz, 2H), 7.64 (p, /= 3.8 Hz,
1H), 7.44 (d,J=8.1 Hz, 1H), 7.35 (d, J = 8.0 Hz, 2H), 7.27 (d, J = 8.0 Hz, 2H), 6.55 (s,
1H), 6.33 (s, 1H), 5.44 (s, 1H), 5.22 (d, J = 3.4 Hz, 1H), 4.94 (t, J = 4.4 Hz, 1H), 4.85
(t, /] =5.9 Hz, 1H), 4.72 (d, J = 5.8 Hz, 1H), 4.57 (d, J = 5.9 Hz, 2H), 4.16 (q, / = 6.7
Hz, 1H), 4.08 — 3.93 (m, 3H), 3.41 (d, /= 17.4 Hz, 3H), 3.15 (p, /= 7.0 Hz, 2H), 3.05
—2.77 (m, 5H), 2.24 — 2,06 (m, 3H), 1.95 — 1.79 (m, 3H), 1.60 — 1.36 (m, 5H), 1.15
(dd, J=23.9, 6.7 Hz, 2H), 1.02 (t, J = 7.1 Hz, 3H), 0.77 (d, J = 6.8 Hz, 6H).
Cs4HsoNsOj6 o digk ESMS Al4tA]: 1033.40; A&X] :1033.8 (M+H)".

37) SpEEe 471% ek $AF QuA PAom Azngch

SDC-TRAP-0198

OH
O‘O‘ o

@*
&
3

H
N
N)\H/N\/

¢]
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S=50dl 10-2163906

r2dud)-5-(ol eIl )-4l-1,2,4-E g o} EF-4-L )Wl & ) 9] &
2 A-2-W " -6-(((1S,39)-3,5, 12-E 2| 5} 0] =2 A]-3-(2-3} 0] == A
-gxlslo| 2 H EgAl-1-Y) S A H Eglsto] = 2-2H-3] #-4-)

[0837] 1-(1-(4-(3-(2,4-1) &}o] == A]-5-0] &
4-7}E9)-N-((2$,3S,4S,6R)-3-3}o]| =
-10-vWEA]-6,11-t] % 4%-1,2,3,4,6,11
4-FHE 2~oln =

e d-
JobA ")
R

'"H NMR (400 MHz, DMSO-de) & 14.04 (s, 1H), 13.28 (s, 1H), 10.61 (s,
1H), 9.79 (s, 1H), 8.96 (t, J = 5.8 Hz, 1H), 7.91 (d, J = 4.8 Hz, 2H), 7.69 — 7.61 (m,
1H), 7.55 (d, J = 8.1 Hz, 1H), 7.36 (d, J = 8.0 Hz, 2H), 7.28 (d, J= 7.9 Hz, 2H), 6.57 (s,
1H), 6.34 (s, 1H), 5.47 (s, 1H), 5.22 (d, J = 3.4 Hz, 1H), 4.96 — 4.83 (m, 2H), 4.77 (¢, J
=6.0 Hz, 1H), 4.57 (d, J = 5.9 Hz, 2H), 4.33 - 4.16 (m, 2H), 3.98 (s, 3H), 3.46 (s, 2H),
3.21 —3.09 (m, 2H), 3.05 — 2.84 (m, 4H), 2.82 - 2.39 (m, 2H), 2.24 — 2.08 (m, 2H),
1.85 (t, J=12.1 Hz, 1H), 1.61 (s, 3H), 1.54 (s, 4H), 1.41 -1.26 (m, 3H), 1.16— 0.98 (m,
8H), 0.79 (d, J = 6.8 Hz, 6H); CgoHeoN:O16 o 5+ ESMS AAER]: 1143.48; A=)

[0838] 1144.2 (M+H)*.

[0839] SDC-TRAP-0199

O‘O‘ o

[0840] <

[0841] 5-(2,4-t)8Fo]| EZA|-5-0] A 2 g ¥ Y )-N-of| & -4-(4-(4-(((2S, 35, 4S,6R)-3-38} o] == A] -2-w| &l -6-(( (1S, 35)-
3,5,12-Eg]&}o] EE A -3-(2-3}o| = F A o} A | ) -10-H| S A] -6, 11-T] 4-1,2,3,4,6, 11-3NA}5to| = 2 H| E g} Al -
=) S AD Hl Efsho] =2 -2H-3] eh-4-2]) 7Pk R D) o =5 A]) 3l ) —4H-1, 2, 4-E 2] obE-3-TH 2ok = CollgNyOis

o Thak BSMS AR 1027.35; A= 1028.2 (MH) .

[0842] SDC-TRAP-0199

%

‘O‘ o

o OH o

HO HN

3%
5@ e

[0844] 5-(4-(4-(3-(2,4-t3lo] EFA|-5-0| A Z 2 A H d )-5- (N DI} 2 )-4H-1,2,4-E | o} Z-4-L ) Hl = A] ) 3] H| 2] -
1-9)-N-((2S, 3S,4S,6R)-3-3}o| =&A] -2-H| & -6-(((1S,35)-3,5, 12-E &] 3} o] =F A]-3-(2-3} o] == Ao} A & ) -
10-H1%A1-6,11-t1 5 4-1,2,3,4,6, 11-FAlsto] =2 H EepAl-1-9) $A]) B E g}ato] = 2 -2H-3] & -4-< ) 9] 2431 -

[0843]

2-7H 220k 0] =5 CoooNOysll THEE ESMS AAEAI: 1112.41; 2530 1113.2 (HH)
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[0845]

[0846]

[0847]

[0848]
[0849]

[0850]

[0851]
[0852]

[0853]

[0854]
[0855]

[0856]

SS90l 10-2163906

SDC-TRAP-0219
(E)-N'"-(1-((2S,45)-4-(((2R,4S,5S, 6S)-4-0} 7] 1--5-3} 0| =EA| -6-H| & B E &} 5} o] = 2 -2H-3] #-2-YU ) & A] )~
2,5,12-E g 3lo] =2 A -7-W| EA|-6,11-T] 2 4-1,2,3,4,6,11-A A} 5lo| =2 H E g al-2-2 )-2-3} o] =2 A o &l g] &

)
-3-(5-(3-(2,4-T)3}o| EE A -5-0| £ X 2 H | )-5-5}0]| = F A ~4l-1,2,4-E 2] o} E-4-Y )-1H-Q1 E-1-Y ) T2 3
o|=ghatol =5

J
}

)

ol A,

el

CallsN:0p, 0l THEE ESNS A12FA]: 961.35: 223211 962.2 (MHD) .

= >\
OY\/@N \l?l
=N
o OH N’NH oH
l OH
LI o
¥ HO
O O OH 9
P
HO NH

1
o
2L
32
)

A 22 Zdol YeEbd HER2 Zal AAES ARESte] o] shitEol diEl

HER2 &
IC5, (M)

SDC-TRAP-#

SDC-TRAP-0142 | >10,000

SDC-TRAP-0198 | >10,000

SDC-TRAP-0199 | >10,000

SDC-TRAP-0200 | >10,000

Hsp90* 2% A7 dlo]H
SDC-TRAP-# | EC,, (nM)

SDC-TRAP-0198 93.32

SDC-TRAP-0199 136.3

SDC-TRAP-0200 252.6

AAd 25: g Ento]|=E FE 3 SDC-TRAP

o

L/Ka] c;ﬂ :

HSP90 A4
93 o OH
0, N\/N
pUEESY
gzzxadels 5 & HO 2 2
O NH N Q OH N‘{\;N)H=O
% ON g QGNAC):O OH I\‘I\NHH’\ HO.

@iﬁ”{)‘o e Oy NH _ = N /@LOWNH
T o

Net
Rk, STEP-1 Oo DIPEA, DMF HNI“@\K N(Jv
o a0 .

A Ertel= 1 2N STEP-2
2
w43 94 SDC-TRAP-0178

GA-1: Az THR(70mL) F9] #ld2l=rfel= 1(520mg, 2mmol)e] wHbE HE o] 4-UEZHISZZ ¥
o] E(605mg, 3mmol)E FrlstAth. A7) WHe EFES oAl Eob SHEAZ]IL oF ApLE EE2A|7]a og o}
AelelER Easte] WA JAES F5AT. 7] nAE ool o) FHstal g opAlHolER A5}
o] @438 o de =uto|= 2(650mg, 77%)E F53FSIT).

WA-2: Heolaz 2 g dolrl(33mg, 0.25mmol)S 5= DMF(5mL) <] Hsp90 AIAl 2 3(120mg, 0.2mmol)
92 A7) FA3 g Eutol= 2(86mg, 0.2mmol)e] wRFE KMo Hrletgdch. Aby] whe &3

= O
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[0857]
[0858]

[0859]

[0860]

[0861]
[0862]

[0863]

[0864]

[0865]
[0866]

[0867]

S=50dl 10-2163906

o
T
h=i

(GnL) & 3|Alsla o g olAlH o] E(100nl) & FZ3tgitt.

2 v, A ARvtEIR (ER-o" okAHolE 111

9&%%4@&@SM%MVM%@Mg5%%&&£1ﬂiﬁ#%ﬂﬁq.

OPﬂma@q.A%ﬂa%—%ﬂ%%e%

e obAlE o] E-viEE

'"H NMR (400 MHz, DMSO-de) 8 11.02 (s, 1H), 10.22 (s, 1H), 10.17 (s,
1H), 9.74 (s, 1H), 9.02 (t, /= 5.9 Hz, 1H), 7.86 — 7.77 (m, 1H), 7.58 — 7.46 (m, 4H),
7.45-7.37 (m, 2H), 6.73 (d, J= 11.9 Hz, 3H), 6.33 (s, 1H), 5.13 (dd, /= 13.2, 5.1 Hz,
1H), 4.50 (d, J = 17.6 Hz, 1H), 4.41 (d, J = 17.6 Hz, 1H), 3.76 (s, 2H), 3.48 (s, 2H),
3.25-3.13 (m, 4H), 3.02 — 2.85 (m, 2H), 2.66 — 2.57 (m, 1H), 2.45 - 2.31 (m, 1H),
2.14 (s, 6H), 2.04-2.02(m, 1H), 1.06 (t, J = 7.2 Hz, 3H), 0.91 (d, J = 6.9 Hz, 6H).

Cy7HaoNgOo ol th@ ESMS A4tA]: 883.37; A& : 884.1 (M+H)".

SDC-TRAP-0105
PG ATl s el e Al-dH-1,2,4-E ] o} E-4-21 )1l ) ) 5 e}l -1-
D)ol d)-3-(2-(2,6-] 291 5 3-d)-1-%

HO & (? .
D/\NCN\/\'\{)LN N R

'HNMR (400 MHz, 222 X8 -d) 3 7.69 (dd, J = 8.9, 6.4 Hz, 1H), 7.49
(dp, J=6.6,3.6 Hz, 3H), 7.42 — 7.22 (m, 4H), 6.43 (dd, J = 40.6, 2.5 Hz, 1H), 5.17 (dd,
J=137,5.6 Hz, 1H), 4.41 (d, J = 19.5 Hz, 2H), 4.13 (tt, = 8.7, 4.3 Hz, 1H), 3.35 (d,
=17.6 Hz, 2H), 3.00 (p, J = 4.9, 4.0 Hz, 4H),2.93 - 2.31 (m, 11H), 2.21 (d, J=13.0
Hz, 1H), 2.12 - 1.99 (m, 2H), 1.28 (qd, J="7.5,2.9 Hz, 3H), 0.92 (td, /= 10.3,9.7, 4.7
Hz, 1H), 0.75 (td, J=7.2, 2.7 Hz, 6H). ppm; C3HsNoO; o th& ESMS A4 751.3;

o
e
T
ol
ol
£
JFU

| |
iﬂiﬂ%%4g)1ﬂ%Tﬂﬂ

EE

AZEA: 7523 M +HY.

SDC-TRAP-0108
-0l A X 2 A Y )-5-5F0| =2 A -4-1,2,4-E g o} Z-4- ) A & )-N-(2-(2,6-T] =

)35 2) 9-1-7h 2 o] =

4-(4-(3-(2,4-t]3}o] Al

=2A]-5
AT d-3-9)-1-§ Ao Al EH-4-4

"H NMR (400 MHz, S22%& -d) 5 8.05—-7.97 (m, 1H), 7.63 (ddd, J =
12.2,7.1, 3.1 Hz, 1H), 7.53 — 7.39 (m, 1H), 7.37 - 7.30 (m, 1H), 7.27 - 7.19 (m, 2H),
6.43 (d, J=29.7Hz, 1H), 5.14 (td, J = 12.9, 5.2 Hz, 1H), 4.58 — 4.29 (m, 2H), 4.22 -
4.01 (m, 2H), 3.59 (s, 2H), 3.37 (dt, J = 3.4, 1.7 Hz, 1H), 3.10 — 2.65 (m, 6H), 2.53 —
2.11 (m, 2H), 1.85 (d, J = 14.3 Hz, 2H), 1.62 (tdd, J = 18.4, 9.2, 5.3 Hz, 3H), 1.37 -
1.14 (m, 3H), 0.75 (d, J = 6.8 Hz, 6H). ppm; C33H4N;07 ol th& ESMS A4tA]: 707.3;

AZX:7082 (M +HY.

SDC-TRAP-0126
FA-41-1,2,4-Eg o} F-4-d) Hd) 1) 2} -1~

4-(4-(4-(3-(2,4-H o =F A -5-o| 22 2 37 d )-5-5f 0| =
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10-2163906

omn
J
Jm
Qﬂ

N-(2-(2,6-t] S 40 H g U-3-2)-1-3 2 o] A2 EH4-Y ) R Etoln =
N N
() " [p=o
N N o
HO. © QH
N @]
\ ) OH
[0868] OH N-N
'H NMR (400 MHz, #l&t& -d4)57.76 (d,J=7.9Hz, 1H),7.70 (d, J =
7.5Hz, 1H),7.51 (d, /J="7.8 Hz, 1H), 7.48 (s, 3H), 7.28 — 7.18 (m, 2H), 7.09 - 7.02 (m,
2H), 6.55 (s, 1H), 6.37 (s, 1H), 5.16 (dd, J = 13.3, 5.1 Hz, 1H), 4.50 (s, 2H), 3.39 (s,
2H), 3.36 (p, /= 1.6 Hz, 4H), 2.99 (p, J = 6.8 Hz, 2H), 2.93 — 2.82 (m, 2H), 2.64 (t, J
=6.9 Hz, 2H), 2.55 - 2.33 (m, 1H), 2.22 (dp, J = 12.9, 4.4 Hz, 1H), 2.09 (dt, J=13.7,
6.7 Hz, 3H), 0.80 (d, J = 6.9 Hz, 6H). ppm; C33H,NgO; o gk ESMS AALR]: 722.3;
[0869] AZX: 7233 (M + H*).
[0870] SDC-TRAP-0132
[0871] 3-(2-(4-(3-(2,4-Y3}o| EFA]-5-0| A X 2 AW d )-5-3} 0| =/ A -4l-1,2,4-E 2| o} Z-4-A ) # d ) -N-v| o} 4| Eo}
)X 28 (2-(2,6-U2 292 d-3-Y)-1-8 40| 20 EH-4-A) 7l o] E
(e}
NN~ f
/ O/(N
N " O
| )—OH
[0872] ©
[0873] CaHaoN70g0l THEF ESMS AAFX]:725.3; A=X]: 726.2 (M+H+).
[0874] SDC-TRAP-0127
[0875] 2-(2-(4-(3-(2,4-t)8lo] =& A -5-0] & iéﬁﬂL )-5-3lo] =FA|-4l-1,2,4-EF|o}F-4-d) H| d ) -N-H| o} A E o}
n 5o el (2-(2,6-1] % J% A2 d-3-4)-1-4 0] AR EU-4-Y) FhutH o] E
O 0
N NH
6]
>’OH
[0876]
'H NMR (400 MHz, DMSO-dg) 4 11.90 (s, 1H), 11.00 (s, 1H), 9.75 — 9.28
(m, 3H), 7.70 (d, J=20.2 Hz, 1H), 7.57 - 7.38 (m, 3H), 7.21 (d, J= 8.1 Hz, 2H), 7.15
—7.05 (m, 2H), 6.82 (d, J = 2.2 Hz, 1H), 6.25 (s, 1H), 5.12 (dd, /= 13.3, 5.2 Hz, 1H),
4.55-4.11 (m, 4H), 3.89 — 3.48 (m, 4H), 3.07 (s, 1H), 3.03 - 2.79 (m, 1H), 2.74-2.55
(m, 1H), 2.50 (s, 3H), 0.98 (dd, J = 7.0, 5.2 Hz, 6H). ppm; C3cH37;N;0, °l %t
[0877] ESMS AAtA: 711.3; 4% : 712.1 M+ H").
[0878] SDC-TRAP-0133
[0879] 2-(4-(3-(2,4-Y3}o| EFA]-5-0) AZ 2 AW d )-5- (N DI )-4H-1,2,4-E ] o} F-4-d ) -N-H & wl = o} n|
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omn
J
Jm
Qﬂ

10-2163906

2" (2-(2,6-H 529 H 2 d-3-d)-1-5 4o ARl E--4-) 7hute o] E

N
0
NH
Ney />\CONHEt °

'H NMR (400 MHz, DMSO-ds) 6 11.01 (s, 1H), 10.21 (d, J = 17.5 Hz, 1H),
9.72 (s, 1H), 9.60 (s, 1H), 9.01 (t, J = 5.9 Hz, 1H), 7.70 (d, J = 36.6 Hz, 1H), 7.57 —
7.28 (m, 6H), 6.71 (s, 1H), 6.32 (s, 1H), 5.12 (dd, J=13.2, 5.1 Hz, 1H), 4.52 - 4.16
(m, 4H), 3.77 (s, 1H), 3.52 (s, 1H), 3.18 (qd, /=7.3, 4.7 Hz, 2H), 3.10 — 2.79 (m, 5H),
2.75-2.55 (m, 1H), 2.45-2.23 (m, 1H), 2.12 - 1.91 (m, 1H), 1.05 (t, J=7.2 Hz, 3H),
0.88 (d, J = 6.8 Hz, 6H). ppm; Cs5HyNgOo o e ESMS #1441 752.3; A& : 7533
[0881] M +HY).

[0880]

[0882] SDC-TRAP-0135

[0883] 3-(4-(3-(2,4-t)3lo]| EZA|-5-0] AZ 2 g Y )-5-(o| & 7}1#“%‘)—4H—1,2,4—5?4o}%—z;—%)—N—uﬂ%‘%lzo}u]
E)X2E(2-(2,6-UZaT e d-3-9)-1-5 40| 20 EH-4-d) Tl o] E

Q Si ):,o
HQ 0 /\/\O)Lﬁ N e}

[0884] N cone:
"H NMR (400 MHz, DMSO-d¢) 6 11.01 (s, 1H), 10.18 (s, 1H), 9.71 (s, 1H),
9.57 (s, 1H), 9.00 (t, J = 5.9 Hz, 1H), 7.77 (s, 1H), 7.51 = 7.43 (m, 5H), 7.41 — 7.34 (m,
2H), 6.73 (s, 1H), 6.32 (s, 1H), 5.12 (dd, /= 13.3, 5.1 Hz, 1H), 4.41 (q, /= 17.1, 16.2
Hz, 2H), 4.19 (s, 2H), 3.58 (s, 2H), 3.31 (s, 2H), 3.18 (s, 3H), 3.02 — 2.84 (m, 3H), 2.60
(dt,J=15.7,3.3 Hz, 1H), 2.34 (d, /= 13.0 Hz, 2H), 1.05 (t, /=7.4 Hz, 3H), 0.90 (d, J
[0885] =6.8 Hz, 6H). ppm; C3oH.NgO, of tdF ESMS AAER]: 766.3; &3] : 767.3 (M + HY),

[0886] SDC-TRAP-0140

(e 72 d)-41-1,2 4-Ego}E-4-d )iz ) A -
]

[0887]  2-(1-(4-(3~(2,4-Tl5o] BB A -5-0] £ 2 U3 W) -5-
: 129159 -4-20) Fhupu o] 2

4-d)el & (2-(2,6-t1 S a9 A g d-3-9 )-1-F &0

/>‘CONHEt
[0888]
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S=50dl 10-2163906

"H NMR (400 MHz, DMSO-d¢) 5 11.03 (s, LH), 10.30 (s, LH), 9.75 (s, 1H),
9.54 (s, 1H), 9.01 (t, /= 5.9 Hz, 1H), 7.77 @t, J = 7.7, 3.8 Hz, 1H), 7.54 — 7.36 (m,
6H), 6.68 (s, 1H), 6.33 (s, 1H), 5.13 (dd, J = 13.3, 5.1 Hz, 1H), 4.40 (q, J = 17.6 Hz,
3H), 4.17 (t, /= 6.5 Hz, 2H), 3.56 (s, 1H), 3.24— 3.13 (m, 2H), 3.07 (s, 1H), 2.92 (ddd,
J=17.1,13.5,5.8 Hz, 2H), 2.78 (s, 1H), 2.67 — 2.57 (m, 1H), 2.35 (qd, J = 13.2, 4.4
Hz, 1H), 2.08 — 1.97 (m, 1H), 1.71 (m, 4H), 1.62 (q, /= 6.6 Hz, 2H), 1.22 (d, 7= 13.2
Hz, 2H), 1.06 (t, J = 7.2 Hz, 3H), 0.88 (d, J = 6.9 Hz, 6H). ppm; C.,;HygNO, o T st

[0889] ESMS A42]: 806.3; A& : 807.3 (M + H").

[0890] SDC-TRAP-0136

[0891] (1-(4-(3-(2, 4= 8fo]| EF A -5-o]| L 2 F 3l ) -5- (| & ﬂHPE’ )-4l-1,2,4-E]opE—4-d)Hlxd) ] # 2 | -
4-d)vld (2-(2,6-t] & 29 A 2 d-3-d)-1- a0l ARl Ed -4-A) Fhutr o] E

o) O/\ [ Z
HO
T />——CONHEt q

[0892] Ho
'H NMR (400 MHz, DMSO-de) & 108 (s, 1H), 10,16 (s, 1H), 9.60 (s, 1H),
9.40 (s, 1H), 8.87 (t, /= 5.8 Hz, 1H), 7.63 (dd, J = 6.7, 2.4 Hz, 1H), 7.39 — 7.22 (m,
6H), 6.53 (s, 1H), 6.19 (s, 1H), 4.99 (dd, J = 13.2, 5.1 Hz, 1H), 4.35 — 4.17 (m, 2H),
3.94-3.81 (m, 3H), 3.10 - 2.98 (m, 2H), 2.85 - 2.70 (m, 2H), 2.67 (s, 1H), 2.51-2.42
(m, 1H), 1.93 — 1.81 (m, 4H), 1.52 (s, 2H), 1.03 (t, /=7.1 Hz, 3H), 0.91 (t, /=7.2 Hz,
3H), 0.73 (d, J = 6.9 Hz, 6H). ppm; C4H4NsOo o] T3 ESMS A4ER]: 792.3; A& A]:
[0893] 7932 (M + HY).

[0894] SDC-TRAP-0231

[0895] 3-(1-(4-(3-(2,4-g3slo] EFA|-5-0]| 22 2 A ¥ d )-5- (N D7} B )-4H-1,2,4-E g o} F-4-<L ) Wl & ) -N-v] & 7] 7
FH-4-Fg 2ol E) X2 9 (2-(2,6-H 54T F g d-3-Y)-1-&ho| Q&7 -4- ) 7hupH o] E

[0896] o

'"HNMR (400 MHz, 222X 8&-4) 5 7.88 (d, J=8.1 Hz, 1H), 7.61 (t, J =
6.8 Hz, 2H), 7.57 - 7.49 (m, 2H), 7.51 - 7.41 (m, 2H), 7.32 (d, /= 8.3 Hz, 2H), 6.57 —
6.40 (m, 2H), 5.19 (dd, /=13.2,5.1 Hz, 1H), 4.55-4.31 (m, 2H), 4.13 (td, /=6.2,3.0
Hz, 2H), 3.71 — 3.46 (m, 5H), 3.46 — 3.30 (m, 3H), 3.08 (s, 3H), 3.01 —2.72 (m, 4H),
2.29-2.14 (m, 1H), 2.06 (dd, /= 11.8, 6.7 Hz, 2H), 1.87 (dp, /= 13.0, 7.6, 6.9 Hz,
4H), 1.70 (d, /= 13.3 Hz, 2H), 1.41 - 1.12 (m, 6H), 0.71 (dd, J = 13.5, 6.9 Hz, 6H).

[0898] SDC-TRAP-0147

[0899] 5-(2,4-tsto] EH A -5-o] A Z R Aol d)-4-(4-((2-((2-(2,6-T 29 2 -3~ )-1-F o] 2l E T -4-< ) o]
W)m2=Saol ) (A=) 7R D) ) -N-ol F ~4f1-1, 2, 4- E 2] o}E-3-7} Z~obu] =
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[0900]

[0901]

[0902]

[0903]

[0904]

[0905]

[0906]

[0907]

[0908]

[0909]
[0910]

[0911]

[0912]

[0913]

S=50dl 10-2163906

d 0
\/QH
0
N o
)\CONHB (i;iH

0]

CorllsaNeOsO THEF ESMS AIAFR]: 722.3; AZ2]: 723.2 (WHI).

SDC-TRAP-0165

5-(2,4-t]slo] =& A]-5-0] AZ 2 A H Y )-4-(4-((3-((2-(2,6-T] 2 2T H F T -3-U )-1-2 4 o] A EH-4-Y ) o} 7|
w)-3-&4axzag)(de)7utrd)dd)-N-(2,2,2-ET ZF 2 2o €)-4l-1,2,4- Eg| o} F-3-7} &~

QLQ*JQ/Y&

CONHCHZCF3

CosHyFNsOgoll THEE ESMS A12HA]: 790.3; 2221 791.1 (W+H).

SDC-TRAP-0163

1-(4-(3-(2 4-H 8o =5 A] -5~ 01i£i%ﬁﬂé) 5-(AE 7R d)-4l-1,2,4-E 2] obE-4- )l ) -N-((28)-1-
((2-(2,6-H 52992 d-3-U)-1-§ 20| U E A -4-) op] =) -3-v D -1- S 2 F-5h-2-2) 9] # 2] 475 2~}

H=

(@]
I, N
EtHNOC>\ ph E o
N (@]
NH

N\’»Ug d
N

0]
HO OH

'HNMR (400 MHz, "I&& -d;) 5 7.80 (ddd, J = 26.0, 8.0, 1.0 Hz, 1H),
7.70 (ddd, J = 7.6, 4.3, 1.0 Hz, 1H), 7.59 — 7.43 (m, 3H), 7.41 (s, 1H), 7.38 — 7.31 (m,
2H), 6.50 (s, 1H), 6.43 (s, 1H), 5.15 (ddd, J = 13.3, 5.1, 3.6 Hz, 1H), 4.60 — 4.22 (m,
3H), 3.63 (s, 2H), 3.43 — 3.28 (m, 3H), 3.09 — 2.77 (m, 5H), 2.52 — 2.01 (m, 6H), 1.94
—1.70 (m, 4H), 1.32 - 1.13 (m, 4H), 1.03 (dd, J = 12.4, 6.7 Hz, 6H), 0.98 — 0.83 (m,
1H), 0.75 (d, J = 6.9 Hz, 6H). ppm; C4sHs3NoOs o th§ ESMS Al4EK]: 847.4; A= :
848.3 (M + HY.

SDC-TRAP-0164

5-(2,4-F) 3 o] = 2 A|-5-0] & 3L 2 I 5 )4~ (4=((4=((29)-2-((2~(2,6-T) S 2] o €] -3- )~ 1-% 0] Q1 H -
4~k )3 B2 W 1-7h 8 )3 2 W 1-2) ) 3 ) N-ol F-dli-1, 2, 4-E ] o} E-3-71 5 2eofw] =

o}
HO. OH O
) \;@( . _DIPEA
NG Og-NH TRATU
EtHNOC \Q\/N OH  CIHHN® EtHNOC \Q\/O/ﬂ\

@ (b) SDC-TRAP-0164

z
z

\(/

Aol DNF(10mL) 59 1-(4-(3-(2,4-T 30| =5 A -5-0] 2 Z 2 A3 d ) -5- (e D7t ) -4H-1,2, 4-E 2] o} &~
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[0914]
[0915]

[0916]

[0917]

[0918]
[0919]

[0920]

[0921]

[0922]
[0923]

[0924]

S=50dl 10-2163906

)y e d-4-7H5 24 a, 0.90mmol),  (25)-N-(2-(2,6-T] &2 7 2] d-3-)-1-& 2o 2 EH-4-Y)

‘j/]\;]_ -FHE 2ot = Flol=g2 F 28] = (b, 0.80mmol) 2 HATU(1.0mmol)2] &3tEo DIPEA(3.Ommol)E

I A7) EFES Ao 16A7F Bk wuksth, Ayl E8HES NaHC0:(200mL, 0.1M)2] &<Ho H7}s}

1 30—5} FoF ket U, oHstr. A S ZE AolaE A-e] o8] AA|ste] SDC-TRAP-0164= =) A1
0.25g, 0.29mmol) 24 53} t}.

"H NMR (400 MHz, DMSO-ds) & 11.06 (d, J = 6.8 Hz, 1H), 10.69 — 10.60
(m, 1H), 9.90 (s, 1H), 9.77 (s, 1H), 8.97 (t, J = 5.9 Hz, 1H), 7.81 — 7.72 (m, 1H), 7.60
—7.46 (m, 2H), 7.42 —7.27 (m, 4H), 6.57 (d, /= 9.4 Hz, 1H), 6.34 (s, 1H), 5.19 - 5.11
(m, 1H), 4.47 (d, J= 8.3 Hz, 1H), 4.33 (t, J = 12.4 Hz, 2H), 3.68 (s, 1H), 3.61 (s, IH),
3.49 (s, 2H), 3.21 — 3.13 (m, 2H), 2.90 (d, J = 18.7 Hz, 5H), 2.63 (s, 1H), 2.00 (s, 7H),
1.67 (s, 2H), 1.58 (s, 3H), 1.03 (td, J= 7.2, 3.1 Hz, 4H), 0.79 (ddd, J = 17.0, 6.9, 2.3
Hz, 6H). ppm; CysHsiNoOg o th& ESMS AXER: 845.4; AZx] :846.2 (M + H").

SDC-TRAP-0166

5-(2,4-t]3}o]

= ol 2 )-4-(4-(((29)-1-((2-(2,6-T) 223 7 2| P -3-2 )-1-& S o] A Z2]-4-
d)olr| )-1-%

A -5-
E2-2-) 7R ) Hd)-N-o %—41{—1,2,4—5&1 o} Z-3-F} B Aol =

Z A
=
e

CONHEt

'HNMR (400 MHz, 222 Z & -d) 5 8.09 — 7.98 (m, 2H), 7.92 - 7.76 (m,
1H), 7.71 (dd, J=7.6, 2.4 Hz, 1H), 7.56 — 7.39 (m, 3H), 6.40 (dd, J = 5.6, 1.5 Hz, 2H),
5.17 (ddd, J=13.5, 5.2, 1.7 Hz, 1H), 4.93 —4.75 (m, 1H), 4.58 — 4.28 (m, 2H), 3.49 —
3.30 (m, 3H), 3.30-3.10 (m, 5H), 2.88 (dddd, J = 26.5, 12.7, 6.1, 2.9 Hz, 3H), 2.53 —
2.33 (m, 1H), 2.32 —2.08 (m, 1H), 1.70 — 1.53 (m, 3H), 1.34 — 1.11 (m, 4H), 0.72 (dd,
J=6.9, 3.6 Hz, 6H). ppm; C3;H33NgOg o T ESMS A4kA]: 722.3; 454:723.1 (M
+H.

SDC-TRAP-0188

5-(2,4-t]3to] =

S A]-5-0] 4
Q)0 1) 3w E-1- % 43

uéaﬂkd_) 4-(4-(((29)-1-((2-(2,6-T) 2 A9 H g P -3-Y )-1-2 A o] A2 =W 4-
- 7hak R ) ) -N-ol| & -4H-1, 2, 4- E&] o} F-3-7H 220} =

rﬂl ltl

CONHEt

"HNMR (400 MHz, H®€ -dy) §8.07 (ddd, J =8.9, 4.5, 2.1 Hz, 2H),
7.90 —7.64 (m, 2H), 7.58 — 7.41 (m, 3H), 6.46 — 6.28 (m, 2H), 5.17 (dd, /= 13.3, 5.1
Hz, 1H), 4.67 —4.35 (m, 3H), 3.45 —3.26 (m, 4H), 3.04 —2.67 (m, 3H), 2.52 —2.14 (m,
3H), 1.58 (dq, /= 19.9, 7.5 Hz, 1H), 1.30 — 1.17 (m, 5H), 1.18 — 1.03 (m, 5H), 1.04 —
0.90 (m, 1H), 0.72 (dt, J = 7.1, 1.4 Hz, 6H). ppm; C359H4;NsOs o] tj & ESMS A4
750.3; AZH : 751.1 (M + H).

SDC-TRAP-0189

5-(2,4-t] 30| =& A]-5-
A)opn| i) —4-HE-1-8 4

01

2 uéaﬂ%d_) 4-(4-(((29)-1-((2-(2,6-T) 2 29 H g U -3- )-1-2 A o] A2 =W 4-
-2-4) 7hute ) ) é)—N—Oﬂ‘é—rlH—l,ZA—EE]°}§—3—7P%i°PU]E

5

pud
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10-2163906

omn
J
Jm
Qﬂ

OH

[0925] CONHEt

'HNMR (400 MHz, 222X & -J) §8.13 — 8.01 (m, 2H), 7.95 - 7.77 (m,
1H),7.74—7.63 (m, 1H), 7.56 —7.39 (m, 3H), 6.41 (d, /=2.0 Hz, 1H), 6.35 (d, /=5.0
Hz, 1H), 5.17 (ddd, /= 13.3, 5.1, 2.2 Hz, 1H), 5.01 — 4.78 (m, 1H), 4.59 — 4.26 (m,
2H), 3.47 — 3.25 (m, 4H), 2.98 — 2.79 (m, 3H), 2.53 — 2.11 (m, 2H), 1.91 — 1.67 (m,
3H), 1.24 (dt, J=17.9, 7.2 Hz, 4H), 1.08 — 0.95 (m, 6H), 0.70 (ddd, /=7.0,4.2, 1.3

[0926] Hz, 6H). ppm; C4H44NsOs ol & ESMS AAEA]: 764.3; A&X :765.1 (M + HY).

[0927] SDC-TRAP-0190
[0928] 5-(2,4-Hsto] =5 A -5-ol 2 2ol d)~4-(4-((28)-2-((2-(2,6-H S92 9 -3~ )-1-F 2o 29
) 7HFE D) ¥ E 2 9 -1-7h ) A ) -N-o 2 -dli-1, 2, 4-E ] o} & -3-7h Zofm] =

CONHEt

N=

O~ LS
Cy

[0929] OH o

"H NMR (400 MHz, DMSO-de) 8 11.04 (s, 1H), 10.20 (d, J = 3.7 Hz, 1H),
10.03 (d, J = 3.1 Hz, 1H), 9.72 (s, 1H), 9.03 (t, /= 5.9 Hz, 1H), 7.80 (dd, /=7.6, 1.6
Hz, 1H), 7.69 — 7.58 (m, 2H), 7.60 — 7.47 (m, 2H), 7.41 (d, J = 8.0 Hz, 3H), 6.72 (s,
1H), 6.31 (d, /= 1.3 Hz, 1H), 5.15 (dd, J=13.3, 5.1 Hz, 1H), 4.66 (t, /= 6.5 Hz, 1H),
4.50 — 4.29 (m, 2H), 3.56 (ddd, / =22.5, 9.7, 5.7 Hz, 2H), 3.19 (p, / = 6.8 Hz, 2H),
2.92 (qt, J=14.8,7.4 Hz, 3H), 2.61 (d, J = 17.0 Hz, 1H), 2.35 (t, /= 11.7 Hz, 3H),
2.15 - 1.80 (m, 4H), 1.06 (t, J = 7.2 Hz, 3H), 0.90 (dd, /= 7.3, 2.1 Hz, 6H). ppm;

[0930] CaoHyoN3Og o] & ESMS A4b=]: 748.3; A 2] : 749.1 (M + HY).

[0931] SDC-TRAP-0191
289 d)-4-(4-(4-(((28)-1-((2-(2,6-1 F 23] ol 2 9 -3-<d )-1-Fao| el =9 -
gh-2-Q) 7k ) =5 A S ) -N-oll -4ll-1, 2, 4-E g opE-3-THg Sopu] =

=

3L

|

[0932] 5-(2,4-t]) 30| = FA]-5-9]
4-d)otn ) -4-m e -1-%

EtHNO)C\ /©/0
H O
- ;
0

HO
N o

£
£

[0933]

'HNMR (400 MHz, "2 -dy)37.98 —7.80 (m, 4H), 7.68 (ddd, J =7.7,
5.3, 1.0 Hz, 1H), 7.48 (td, J = 7.8, 3.4 Hz, 1H), 7.36 (d, J = 6.9 Hz, 1H), 7.24 - 7.13
(m, 4H), 6.55 (s, 1H), 6.45 (s, 1H), 5.16 (ddd, J=13.3, 5.1, 1.8 Hz, 1H), 4.86 (ddp, J =
8.7,5.2,2.5 Hz, 1H), 4.64 — 4.23 (m, 2H), 3.49 — 3.27 (m, 3H), 3.04 (p, / = 6.9 Hz,
1H), 2.85 (ddt, J=9.4,5.1, 2.3 Hz, 2H), 2.51 — 2.29 (m, 1H), 2.20 (ddd, J = 13.5, 6.9,
3.7 Hz, 1H), 1.89 — 1.74 (m, 3H), 1.25 (dt, J = 13.4, 7.2 Hz, 5H), 1.12 — 1.00 (m, 6H),
1.00 —0.91 (m, 1H), 0.87 (d, J = 6.9 Hz, 6H). ppm; C.sHusNsOy ol & ESMS AAHA:
[0934] 856.4; A=) : 857.1 (M + HY.
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S=50dl 10-2163906

[0935] SDC-TRAP-0192

[0936] 5-(2,4-T] o] =2 A

|-5-0) A 2 7Y )-4-(4-(4-((29)-2-((2-(2,6-T] & 2T #| ) T -3- )-1- A o] A E 2 -
4-4)7mtr )y E8d-

|
1-7}Rd) F=A)) # ) -N-o & -4H-1, 2, 4-E g o} Z-3-7} & »o}m| =

[0937]

"H NMR (400 MHz, ®®& -dy)§7.94 (ddd, J=25.0, 8.1, 1.0 Hz, 1H),
7.81 (dt, J=8.3, 4.1 Hz, 1H), 7.72 — 7.58 (m, 3H), 7.48 (td, J= 7.8, 6.2 Hz, 1H), 7.42
—7.30 (m, 1H), 7.23—7.11 (m, 4H), 6.54 (d, J = 1.7 Hz, 1H), 6.44 (s, 1H), 5.14 (dd, J
=13.3,5.1 Hz, 1H), 4.87 (dt, J = 8.1, 5.3 Hz, 1H), 4.56 — 4.33 (m, 2H), 3.75-3.65 (m,
3H), 3.52 — 3.29 (m, 4H), 3.03 (p, J = 6.8 Hz, 1H), 2.83 (ddd, J = 10.6, 5.5, 2.8 Hz,
2H), 2.53 —2.09 (m, 7H), 1.97 (dtd, J = 15.5, 8.2, 7.2, 4.7 Hz, 1H), 1.25 (dt, J = 13.5,
7.2 Hz, 4H), 0.87 (d, J = 6.9 Hz, 6H). ppm; C45sHyNgOo o] that ESMS A1 4k=]: 840.3;

[0938] AZX:841.1 (M + HY.

[0939] SDC-TRAP-0193

[0940] 1-(4-(3-(2,4-Y3}o| EEA|-5-0| 2 Z 2 A 7 d ) -5- (N B I} B )-4H-1,2 ,4-E | o} F-4-L )Wl & )-N-((29)-1-
((2-(2,6-U=A0H 2 d-3-A)-1-F 20| AU EH-4-Y ) o} 1 )4~ & - 1-F 2 A &h-2- ) 7] | 2] 4T} 5 0}

9@% @f@

'H NMR (400 MHz, 222 %2 -d) 5 7.93 - 7.83 (m, 1H), 7.68 (d, J=7.5
Hz, 1H), 7.62 - 7.41 (m, 4H), 7.32 (dd, /= 8.2, 2.7 Hz, 2H), 6.51 — 6.45 (m, 1H), 6.43
(d, J=1.8 Hz, 1H), 5.16 (ddd, J = 13.9, 9.4, 5.1 Hz, 1H), 4.67 — 4.52 (m, 1H), 4.53 —
4.20 (m, 2H), 3.68 — 3.49 (m, 2H), 3.46 — 3.28 (m, 3H), 3.07 - 2.72 (m, 6H), 2.35-2.25
(m, 4H), 2.05 (d, J=6.5Hz, 1H), 1.91 - 1.53 (m, 6H), 1.34 - 1.14 (m, 6H), 1.05-0.92
(m, 6H), 0.71 (dt, J =6.9, 2.9 Hz, 6H). ppm; C46HssN¢Os ol tl st ESMS Al4EA]: 861.4;
[0942] AR : 8622 M+ H").

[0941]

[0943] SDC-TRAP-0122

[0944] 2-(5-(3-(2,4-T] o] =2 A]-

] Z2AHd)-5-3l0| =FA]-411-1,2,4-E ] o}F-4-D)-1H-A 5-1-L) ol & (2-
(2,6-0 549 d-3-Y)-1-5 4049l

Ed-4-)7hat o] E

SL o

[0945]
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S=50dl 10-2163906

'H NMR (400 MHz, DMSO-de) 6 11.87 (s, 1H), 11.02 (s, 1H), 9.56 (d, J =
14.1 Hz, 2H), 9.46 (s, 1H), 7.65 (s, 1H), 7.54 (d, J = 8.7 Hz, 1H), 7.52 — 7.39 (m, 4H),
6.95 (dd, J = 8.7, 2.0 Hz, 1H), 6.74 (d, J = 1.7 Hz, 1H), 6.46 (d, J = 3.1 Hz, 1H), 6.21
(s, 1H), 5.11 (dd, J = 13.4, 5.0 Hz, 1H), 4.49 (t, J = 5.2 Hz, 2H), 4.44 — 4.25 (m, 4H),
2.84-2.85 (m, 2H), 2.65 — 2.56 (m, 1H), 2.33 (td, J = 13.4, 8.7 Hz, 1H), 2.03 — 1.95 (m,
1H), 0.83 (dd, J=7.1, 1.7 Hz, 6H); ESMS AXA (C35H33N705): 679.2; AEA]

[0947] SDC-TRAP-0123
[0948] 1-(1-(4-(3-(2,4-T) 3}o) == A -5-0] 2 E 2 A 7| d ) -5- (| DA} )~4H-1,2, 4-E &) o} Z-4-2 )l A ) 9 o ] el -
-7t )T A d-4-d (2-(2,6-U 54T A d-3-4)-1-&ho| Rl & -4-) 7hulr o] E
OH
HO.
!“ﬂ( o
NN O)kN o
o47\:\&1\()\/'\' O\OJ\NH o
“ Co-Cr
[0949] o
"H NMR (400 MHz, DMSO-dg) 6 11.01 (s, 1H), 10.62 (s, 1H), 9.76 (s, 1H),
9.55 (s, 1H), 8.96 (t, J= 5.9 Hz, 1H), 7.77 (dd, J = 6.6, 2.6 Hz, 1H), 7.54 — 7.44 (m,
2H), 7.42 —7.35 (m, 2H), 7.34 — 7.26 (m, 2H), 6.58 (s, 1H), 6.35 (s, 1H), 5.13 (dd, /=
13.3, 5.1 Hz, 1H), 4.93 — 4.86 (m, 1H), 4.40 (q, /= 17.6 Hz, 2H), 4.10 (q, /=5.3 Hz,
1H), 3.92 (s, 1H), 3.77 (s, 1H), 3.49 (s, 2H), 3.30 (s, 2H), 3.20-3.13 (m, 5H), 2.96-2.83
(m, 4H), 2.67-2.60 (m, 2H), 2.39-2.29 (m, 1H), 2.06-1.89 (m, SH), 1.90 (s, 1H),
1.53-1.47 (m, 1H), 1.04 (t, /= 7.2 Hz, 3H), 0.81 (d, /= 6.9 Hz, 6H); ESMS AA=]
[0950] (CagHs3sNoOo): 875.4; AZA]: 876.4 (M+H).
[0951] SDC-TRAP-0124
[0952] (1-(1-(4-(3-(2,4-t3lo| =F A -5-0| AL 2 A | d ) -5- (| D7} )-41-1,2,4-E gl o} Z-4-A ) A ) 7] o) 2] -
4-7tR ) A g d-4-d) e (2-(2,6-U AT HHd-3-Y)-1-F Aol 201 EH-4-d) FHutH o] E
y 8
=.(
> N
HN o
[0953] %
[0954] ESMS AAFR] (CyrHssNogOg) : 889.4; AZ=X]: 890.3 (M+H).
[0955] SDC-TRAP-0125
[0956] (1-(4-(4-(3-(2,4-t)3}o] == A -5-0] Hd)-5-( D7t )-4l-1,2 , 4-E g o} ZH-4-L) B A ) el &

AX2Y 29
29 d-3-9)-1- 40| A0 EU-4-A) Flul| o] E

DI H g d-4-d)md (2-(2,6-H=%
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S=53 10-2163906
o]
25
O
OH
N
I\i:N dN (0]
[0957]
"H NMR (400 MHz, DMSO-dg) 8 11.03 (s, 1H), 10.41 (s, 1H), 9.77 (s, 1H),
9.55 (s, 1H), 8.99 (t, J = 5.9 Hz, 1H), 7.77 (d, J = 6.8 Hz, 1H), 7.54 — 7.42 (m, 4H),
7.41-7.34 (m, 2H), 7.14 - 7.04 (m, 4H), 6.68 (s, 1H), 6.35 (s, 1H), 5.13 (dd, /=13.3,
5.1 Hz, 1H), 4.39 (q, J = 17.6 Hz, 2H), 4.03 (q, / = 7.1 Hz, 2H), 3.19 (p, / = 6.9 Hz,
2H), 3.03 — 2.85 (m, 2H), 2.60 (d, J = 16.8 Hz, 1H), 2.36-2.29 (m, 1H), 1.99 (s, 3H),
1.75 (s, 2H), 1.29 — 1.13 (m, 5H), 1.06 (t, J = 7.2 Hz, 3H), 0.92 (d, J = 6.9 Hz, 6H);
[0958] ESMS A4tx] (Cy7H4sN3Op0): 884.3; A& X : 885.3 (M+H).
[0959] SDC-TRAP-0155
[0960] (1-((5-(3-(2,4-1 6}°1KEA1— -0 X2 I d)-5-8}0] EZA|-4H-1,2 4-Eg|o}F-4-)-1-W| & -1H-¢1 Z-2-
Ayme) A A d-4-d) W e (2-(2,6-0 AT F 2 Hd-3-Y)-1-8 5o0]| 2905 -4- ) FHulH o E
£
(o m%o
HQ, ZIN— N
O
HN
HO 7 ﬁ\ o]
N, ~
[0961] N" o
[0962] ESMS AAEX] (CyHuNsOg): 776.3; A=t 777.3 (M+H).
[0963] SDC-TRAP-0156
[0964] 4-(4-(4-(3-(2,4-tJ 80| EEA|-5-0| A X 2 A H d )-5-3} 0| EFA|-4H-1,2, 4-E 2] o} E—4-d ) ¥ d ) 3] o 2} 7 -1-7} =
Dl (2-(2,6-UZ 4y g d-3-2)-1-2 40| A EHU-4-A) JluH o] E
O
o]
(’i‘) 05(N
N H °
HO. @ N
O.
HO N P—OH %
[0965]
[0966] ESMS AAEX] (CyHyoNsOg) : 814.3; AZX]: 815.0 (M+H).
[0967] SDC-TRAP-0157
[0968] 4-(4-(4-(3-(2,4-T) 30| =2 A|-5-0] A E 2 I 7| d )-5-3} 0] =2 A|-4l- 1,2,4 EgolEZ-4-9)-2-Z 29 22 )1 7
g2 -1-7FRd)wlA (2-(2,6-USAT 2 H-3-Y)-1- £M1 = -4-d) 7t o] E
OH F )j;
”3 g
N,
N—> oz?N
N : o)
[0969] OH ©
[0970] ESMS A4 (CuyHusNeQg) : 846.3; A=X]: 847.2 (M+H).
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[0971]

[0972]

[0973]
[0974]

[0975]

[0976]

[0977]
[0978]

[0979]

[0980]

[0981]

[0982]

[0983]

[0984]

[0985]
[0986]

S=50dl 10-2163906

SDC-TRAP-0160

5-(4-(4~(3~(2,4-T) 3o EZA|-5-0] 432 2 51 )-5-5ho] E B A -4-1,2, 4-E 7] o} —4-))2-F T 0 24 ) 9] o]
A -1-7h )N~ (2-(2,6-T) & 23 2] 132 )-1-§ 0] A 91 E 7 -4-21 ) 3] 2 1127 B o] =

Q

N
0
2
< Nj\(
\) NH
F
NGO
HO N__OH O
N-N
OH o

ESMS AAEX] (CyiHyoFN10g) @ 818.3; A=x]: 819.2 (M+H).

SDC-TRAP-0167

4-(4-(3-(2,4-H8lo] =5 A -5-o]| & Z 2 A 5 d)-5- (o D7t )-4l-1, 2, 4-E 2| o}&-4-< ) A =5 7] ) 7 (2-
(((2-(2,6-t5 299 2] d-3-U)-1-F 20| 20 &0 -4-A ) 7ht R d ) SA) ol &) (v E) 7hat o E

O

HO

ESMS AAEX] (CuuHuNsOpp): 860.3; A=x]: 861.1 (MtH).

SDC-TRAP-0168

4-(4-(4=(3-(2,4-T) 5}0] EHA| -5-0] 2 TR A W) -5-5to] = A -4li-1,2, 4-E ] o E—4-)-2-FF 2. 21 ) ] o)
2H21-1-7h1d)-2,6-C] AR (2-(2,6-0) %2 o 2] §1-3-91)-1- %2 0] 291 B W -4-2)) Fhupul o] =

o

HN
O

ESMS A4FA] (CysHisFNgO) : 860.3; A=X]: 861.2 (M+H).

SDC-TRAP-0170

5-(4-(4-(3-(2,4-T) 3}o] =Z A -5-0| & 3 st EEAI-4H-1,2,4-Eg]o}E-4-Y)-2-EF 22w 4 ) 7] 7]
F2-1-d)-N-(2-(2,6-T) 549 A L-3-2)-1-5 20| 2 D -4-d) I 7 -2-7H g 2 0pm| =

CI\[ j\ o
I Q
COOH )\,N NH
N o]
HATU, DIPEA, DVMF
o

DMF(4mL) 59 #dElZrte]=(0.2g, 0.77mmol)e] LMo 5-F 223 e}-2-71524H(0.15g, 0.95mmol
HATU(0.29¢g, 0.77mmol) 2 DIPEA(0.27mL, 1.54mmol)E ﬂﬂé}oﬂrﬂr A7) NS5
3 o2 o5 ¥3} NHCIGmL) 2 AAS AT, A7) EFES EtOAc(10mLx3) = F
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S=50dl 10-2163906

NazS0, JelA AzA7IE FEAZG. AY ARPPEIRNE FAste] 5-FREN-(2-(2,6-0 529 W~
A=) F el -2-7Hg 2ok =0, 1g, 33%)E 5T

R N NH
HO, ; S _/
0
o]
HO 4 N NH
A~oH

3-d)-1-Shol Al EH-

N lo]
( K;COs, DMF Ho T />~0H ) N\il:t'
[0987] SDC-TRAP-0170 o
[0988] DMF(3mL) 9] 5-F 2 2-N-(2-(2,6-T] %239 7 2] 1 -3-2 )-1-2 0] 20l Eal—4-2] ) 3] 2} 71 -2-7} 5~ o] = (0. 05g,
0.13mmol),  4-(4-(3-ZEF 224~ (A -1-d W E) 3 d)-5-3}0| = A1—4H—1,2,4—an}»§—3—94)—6—olizi
IullAl-1,3-t12(0.06g, 0.13mmol), % K,C05(0.07g, 0.51mmol)e] &M& 50CA 1AZF &<k vlo]a 292 7}
gk, A7) &9S5 3} NHCIGnL)E 3A8kal EtOAc(10mLx3) & F&38kaL, A7) &3k #7] A4S NayS0,
Aol AxA 7L FHEARAY. Ay ARvEIYE F83ke] SDC-TRAP-0170(0.86g, 87%)2 F538}1t}.
'"H NMR (400 MHz, DMSO-dg) 6 12.00 (s, 1H), 11.00 (s, 1H), 10.29 (s,
1H), 9.64 (s, 1H), 9.41 (s, 1H), 8.73 (d, /= 1.2 Hz, 1H), 8.34 (d, /= 1.4 Hz, 1H), 7.85
(dd, J=7.6, 1.4 Hz, 1H), 7.62 — 7.50 (m, 2H), 7.44 (t, J = 8.2 Hz, 1H), 7.09 (dd, J =
10.8, 2.0 Hz, 1H), 6.99 (dd, J= 8.2, 2.0 Hz, 1H), 6.87 (s, 1H), 6.27 (s, 1H), 5.14 (dd, J
=13.3, 5.1 Hz, 1H), 4.55 — 4.38 (m, 2H), 3.74 (1, J = 4.8 Hz, 4H), 3.59 (s, 2H), 3.33 (s,
2H), 3.17 (d, /= 5.3 Hz, 1H), 3.06 —2.83 (m, 2H), 2.63 - 2.53 (m, 2H), 2.48 — 2.32 (m,
1H), 2.03 — 1.95 (m, 1H), 1.00 (d, J = 6.9 Hz, 6H); ESMS A 4] (C40H39FN100):
[0989] 790.3; 45X 791.2 (M+H).
[0990] SDC-TRAP-0171
[0991] 4-((((2-(2,6-H 5292 9-3-9)-1-& 40 20 Ed-4-) 7R ) S A v E ) o d-4-(4-(3-(2,4-H] S} ==
A-5-ol AZ B A Y )-5-5lo] EEA]|-4H-1,2, 4-E g o}E-4-U)-2-ZF o 2wl d ) I # gz -1-7} 22 g o] E
TBSO
TBSCI
NH
l\/ OH
[0992] DMF
[0993] DMF(20mL) 9] 4-(3lo]=ZAme)#i5(2g, 16.1mmol)o] &<Hel]l TBSCI(2.7g, 17.9mmol) B oW|thZ(2.2g,
32.3mm0l1)S H7letlth., A7) WhSES ALox 2A17F Fok wukalgith. A7) WRS-E-S EtOAc(100mL) & 3
A3HL 0. 1N HCL(50mLx3) & AZ3tITh. 371 f7] & NasS0, Follx dxA7la sH5A%. 47 A=)
Eaye9 s Faste] 4-(Ge-FEuvEdd) A HE)v=(2.6g, 68%)S T53H3At.
(o]
TBSO TBSO
/u\OPhNOZ
TEA DCM
OH
\]%
RO
[0994] NO,
[0995] DCM(150L) 52l 4-((BH-FEriiEded)SA) M) (1.0g, 4.2mo1)e] &l 4-1]

1=
o] E(1.0g, 4.96mmol)E ZH7Fek o, TEA(L.8aL, 12.9mmol)E H7Fet3ich. 7] wheES Aeor] A
Rlacias SR s M% EEA7IL AR ARvEIYN S Fdste] 4-(GF-FEudLdd)SA)
D)l d U-HERAD ) 7R Y o] E(1.44g, 85%)E F53t3itt.
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[0996]

[0997]

[0998]

[0999]

[1000]

[1001]

[1002]

[1003]

S=50dl 10-2163906

TBSO

TBSO/U J(Z

HN/H 0,0 <

No2

TEA, DMF

OH N\N N~N/>IOH
DMF(5mL) %9 4-(4-(3-FF L 2-4-(F oG -1-d ) dd)-5-3Fo]| =FA|-4H-1,2 ,4-Eg o} F-3-% )-6-°] &
Z239lAl-1,3-t12(0.32g, 0.75mmol) 2] &M 4-(((3F-FEouWEAD)SADHE)Hd(U-UEZH ) 7R
©]E(0.36g, 0.89mmol) % TEA(0.31mL, 2.22mmol)E H7}etgdch. A7) vr&ES H2oA 1A7F H<F wukst
o2, E3} NILCI(10mL) & ARk, A7) EFES EtOAc(20nL x2) & FEL, A7) &3 7] A5 NayS0,

ol AzAslm sHFAAL. AW ARPEIANE FYste] --(GF-FYOARAD)SAD AR 4-
(432, P10 5501257 2 A )50 =5 1,2, = 2ol E-4-2)-2- 5.0, 2) 5121

1-7} 228 0] E(0.38g, 75%)E +535}9T).

TBSO/\O\ ch HO/\@ Jz

O o

ggﬁﬂ‘ ér

/>/OH />——OH

4-(4-(3-(2 4-tlsto] =F A -5-o]| A R A 3| )-5-3to| =FA|-4l-1,2 4-Eg|o}E-4-9)-2-EF =il ) v 7 e}
-1-7}E A ¥ 0] E(0.38g, 0.55mmol) ¥ TBAF(0.29g, 1.10mmol)e] &8-S 40TolA 308 HoF 7193 %
|AE FHFA7I A7 ARESHIE Tt 4-(Glol=FZA e ) A 4-(4-(3- (2 4-t]sto]| =FA]-5-0] &
Z 2P0 d)-5-3}0] =EFA]-4H-1,2,4-Eg]o}F4-U)-2-ZF 2 2wl A) 9 5 g} W -1-7} 5 A gl o] E(0.22g, 70%)E
E3kaitt.

AL

J

OPhNo2 < Q

NH
%D: CoL
(o]

A8 Enlo]=(1.0g, 3.86mmol) D 4-UE=ZHd SFZ2FEE0|o]E(]1.15g, 5.70mmol)] |NE 65TA 147+
Fob 7. A £9S Aoz WA tg, 3. Y] uAE ARA7Ia, Fhe] AA

glo] T4 AN AbgatalTt.
[e]

HO ON o OJ\NH o .

‘onzN \©\0JLNH o O,Q) C@(}NGO

E e}
HO.
TEA, DMF
N
i />——0H HO\(
N - SDC-TRAP-0171

OH N~

DMF(4mL) 9] 4- (oME%A] we)#Hd 4-(4-(3-(2,4-t) o] =EA|-5-0] AL 2 A 3| d )-5-5} o] == A|-4H-1,2, 4~
Efol&£-4-U)-2-ZF 0 2wl A) 3| 2} -1-7} 52 g o] E(0.23g, 0.39mmol)2] & 4-HE=ZHAY (2-(2,6-9
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[1004]
[1005]

[1006]

[1007]

[1008]
[1009]

[1010]

[1011]
[1012]

[1013]

[1014]

S=501 10-2163906

H-4-< 7}H}Uﬂ ©]E(0.27g, 0.62mmol) % TEA(0.17mL, 1.17mmol)E Z7}s}

ol A4 ‘?:”H WRHEE G o] & NHCI(GnL) = AR, 7] E3=a EtOAc(20mL X

FEohar, @ 7] e NaS0, AolM dxA71a A0, A9 AzvtEadqe s Fdske] She-
.2

1g, 65%) 2 L E-3lo|E A=A 533U},

H
=
"U
O
—
=
—
—~
O

"H NMR (400 MHz, DMSO-de) 5 11.96 (s, 1H), 10.98 (s, 1H), 9.65 (s, 1H),
9.59 (s, 1H), 9.37 (s, 1H), 7.79 (dd, J = 6.5, 2.5 Hz, 1H), 7.54 - 7.37 (m, 5SH), 7.18 —
7.04 (m, 3H), 6.99 (dd, J=8.1, 2.0 Hz, 1H), 6.87 (s, 1H), 6.27 (s, 1H), 5.19 — 5.06 (m,
3H), 4.38 (q, J = 17.6 Hz, 2H), 4.11 — 3.98 (m, 1H), 3.57 (s, 3H), 3.41 (d, 7 =7.6 Hz,
1H), 3.28 (s, 1H), 3.17 (d, J = 5.3 Hz, 1H), 3.07 — 2.83 (m, 2H), 2.60 (d, /= 17.3 Hz,
1H), 2.45 (s, 3H), 2.39 — 2.24 (m, 1H), 2.04-1.99 (m, 1H), 1.00 (d, J = 6.9 Hz, 6H);
ESMS  A2tA] (CasHasFNO)0): 862.3; A& 863.2 (M+H).

SDC-TRAP-0182

4=-((((2-(2,6-T =27 #d
(2,4-9 oMEif\] -5-o] &2 )-5-3}
Aol E

X
07 “NH o
NH
L
2 o}
o
NS
F
: OH
HOo N
W
NN d

"H NMR (400 MHz, DMSO-de) 5 11.99 (s, 1H), 11.02 (s, 1H), 9.65 (d, J =
13.1 Hz, 2H), 9.41 (s, 1H), 7.79 (dd, J = 6.8, 2.3 Hz, 1H), 7.54 — 7.38 (m, 3H), 7.16 (s,
2H), 7.08 (dd, J = 11.0, 2.0 Hz, 1H), 6.99 (dd, J = 8.2, 2.0 Hz, 1H), 6.88 (s, 1H), 6.27
(s, 1H), 5.17 - 5.06 (m, 3H), 4.47 — 4.29 (m, 2H), 3.72 - 3.61 (m, 2H), 3.56 (s, 2H),
3.44 (d, J=6.5 Hz, 2H), 3.07 — 2.84 (m, 2H), 2.65 — 2.55 (m, 1H), 2.45 (s, 4H), 2.38 -
2.23 (m, 1H), 2.10 (s, 6H), 2.05 — 1.96 (m, 1H), 1.01 (d, J/ = 6.9 Hz, 6H); ESMS
AXER] (CasHa7FNgO10): 890.3; 4 5): §891.2 (M+H).

YR A ) S A ) WE )-2,6- EMPaJﬂ%J_ 4-(4-(3-
A-EgolE-4-9)-2-FF 2 2l d) v o gl -1-71

CJO
rud
Y
T
Jo
0 1_>.
o,
I g
o
gt
rSE
.4>
m ru9

SDC-TRAP-0187

A-((((2-(2,6-T1 % 223 2] ©1-3-91)-1-% 0] 291 1 -4-2) b &) SAD M ”) -2 6-El gl 4-(4-(3-
(2,4-E)80] - 5:A] -5-0] 432 2. ) W )-5- (o L Q1) ~4H-1,2, 4 2 0} ~4-2 ) 3 % 4] ) 3] o 2] el 17} 2l ]

ESMS AIAFX] (CuollsoNsO11) s 928.45 A 5] 929.1 (M+H).

SDC-TRAP-0017

3-(5-(3-(2,4-t]5}o] =& A]-5-9]
-1-

2 2 G d)-5-3F| EF A -41-1, 2, 4-E gl obE-4- ) -1H-2 E-1-% ) -N-(2-
(2,6-t 5499 d-3-9) Eat

15915 9-4-91) X 2 o}y =
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S=50dl 10-2163906

N
p ~
H

[1015] \N%OH

[1016] CallssN;0;00) THEF BSMS AIAHA] 1 663.245 30 664.2 (M)

[1017] SDC-TRAP-0015

[1018] NI-(2-(2-(5-(3-(2,4-T]ato| =Z A -5-0| A X 2 A | d )-5-3} o] =F A -4l-1,2,4-E ] o} Z-4- ) - 1H-S &-1-
)l F AN E)-No-(2-(2,6-T] AT H F H-3-U )-1-F o] AR EH4-Y) S FEFE o =

S

"H NMR (400 MHz, DMSO-ds) & 11.87 (s, 1H), 11.02 (s, 1H), 9.90 (s, 1H),
9.52 (s, 1H), 9.47 (s, 1H), 7.97 -7.83 (m 2H), 7.55 - 7.38 (m, 4H), 6.92 (d, /= 8.7 Hz,
1H), 6.73 (s, 1H), 6.41 (s, 1H), 6.23 (s, 1H), 5.13 (d, J = 13.6 Hz, 1H), 4.37 (dd, J =
26.6, 17.5 Hz, 4H), 3.70- 3.39 (m, 6H), 2.91 (q, /= 12.5, 11.7 Hz, 3H), 2.37 (d, /=8.9
Hz, 4H), 2.13 (t, J = 7.3 Hz, 2H), 2.06 — 1.96 (m, 2H), 1.86 — 1.77 (m, 2H), 1.22 -0.90
(m, 2H), 0.83 (d, /= 6.7 Hz, 6H). C4HaNsOooll s ESMS A4 792.32; A&X):
[1020] 793.2 M+H)*.

[1019]

[1021] SDC-TRAP-0018
[1022] N1-(2-(5-(3-(2,4-H 3} o| EF A -5-0] 2 X 2 A | d )-5-3} | EFA|-4l1-1,2,4-E 2] o} F~4- )-1H-2N E-1-A ) ol &)
-N5-(2-(2,6-t] S 2d] A2 d-3-9)-1-F A 0] 2Rl 5 -4-)-NI-Wd S FEf 2ol =

. Q

H
o

[1023]

'H NMR (400 MHz, DMSO-ds) 6 11.94 (bs, 1H), 11.01 (s, 1H), 9.79 (s,

1H), 9.45 (d, J=7.0 Hz, 2H), 7.79 (dd, J=18.5, 7.1 Hz, 1H), 7.50 -7.38 (m, 5H), 6.94

(t, J=7.6 Hz, 1H), 6.74 (d, J =9.7 Hz, 1H), 6.44 (s, 1H), 6.23 (s, 1H), 5.14 (dd, J =

12.6, 6.1 Hz, 1H), 4.49 — 4.24 (m, 4H), 3.65 — 3.54 (m, 4H), 3.17 (d, /= 4.6 Hz, 1H),

2.89 (d, J = 12.7 Hz, 5H), 2.76 (s, 2H), 2.45 - 2.24 (m, 4H), 2.13 — 1.97 (m, 4H), 1.80

(d, J=13.2 Hz, 2H), 1.60 — 1.52 (m, 1H), 0.82 (d, J = 7.9 Hz, 6H). C4oH4;NsOs ol
[1024] 8 ESMS AR 762.31; A& 763.2 (M+H)".
[1025] SDC-TRAP-0021
[1026] 2-(3-(2-(5-(3-(2,4-t)8}o| = E A -5-0| A E 2 H ¥ d )-5-3} 0] == A| -4}~ 1,2 4-EgjolE-4-4)-1H-¢15-1-Y)
9)-3-HE - o] =)-N-(2-(2,6-t] S A7 H g d-3- )-1- ﬁNﬂ AEd-4-) ot Eolr =
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[1027] N oH

'H NMR (400 MHz, DMSO-ds) § 11.87 (s, 1H), 11.01 (s, 1H), 9.83 (s, 1H),
9.53 (s, 1H), 9.47 (s, 1H), 7.86 (dd, J= 6.3, 2.7 Hz, 1H), 7.58 — 7.46 (m, 3H), 7.41 (dd,
J=8.3,2.6 Hz, 2H), 6.94 (dd, J = 8.7, 2.0 Hz, 1H), 6.82 — 6.70 (m, 2H), 6.43 (dd, J =
3.2,0.8 Hz, 1H), 6.23 (s, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.46 — 4.26 (m, 4H),
3.91 - 3.84(m, 2H), 3.59 — 3.50 (m, 2H), 2.97 — 2.83 (m, 2H), 2.59 (s, 4H), 2.36 — 2.20
(m, 1H), 1.99 (s, 1H), 0.82 (d, J = 6.8 Hz, 6H). C3sH3NoOgel ti& ESMS A4kA:

[1028] 749.29; A&A): 7502 M+H)".
[1029] SDC-TRAP-0033
1030 NI=(2-(27(5-(37(2, 4-Hgke] =5 A =5e] ~4H-1,2,4-E ] o} -4-9)-1H-¢1 Z-1-

Eu =l %ﬂé)5&ﬂcgﬂ
)l FAD AN E)-N4-(2-(2,6-H 529 F 2l T -3-2 ) -1-5 0] 2801 &1 -4-)-NI-H| & A Al opm] =

OH o H
N N"0
o

[1031] OH

"H NMR (400 MHz, DMSO-ds) § 11.89 (m, 1H), 11.03 (s, 1H), 9.86 (s,
1H), 9.58 (s, 1H), 9.50 (s, 1H), 7.94 — 7.81 (m, 2H), 7.74 - 7.30 (m, 7H), 6.93 (d, / =
8.7 Hz, 1H), 6.74 (s, 1H), 6.42 (d, J =7.5 Hz, 1H), 6.24 (s, 1H), 5.15 (d, 7 = 12.7 Hz,
1H), 4.51- 4.37 (m, 4H), 3.86 - 3.42 (m, 5H), 3.19 (m, 1H), 2.90 - 2.51 (m, 9H), 2.31
-2.04 (m, 4H), 0.84 (d, /= 5.9 Hz, 6H). C4H44NgOo] 1§ ESMS A4A : 792.32;

[1032] A5 :793.3 M+H)".
[1033] SDC-TRAP-0041
[1034] 5-(4-(4-(3-(2,4-1)8}o] BB A -5-0] X 2 D ¥ d )-5-5} 0] = E A -4lI-1,2, 4-E 2] o} L4~ )l ) ¥ of| 2} 71 -1- ) -

L L
N-(2-(2,6-11 923 2] -3-90 )~ 1-§ 4:0] 29157 -4~ ) -5-% A A ghoju] =

o o,
sz)
N, 2
[1035] N“ o

'H NMR (400 MHz, DMSO-de) 8 11.94 (s, 1H), 11.03 (s, 1H), 9.80 (s, 1H),
9.62 (s, 1H), 9.42 (s, 1H), 7.83 (dd, 7= 6.9, 2.1 Hz, 1H), 7.50 (d, J=7.1 Hz, 2H), 7.31
(d, J=8.0 Hz, 2H), 7.15 (d, J = 7.9 Hz, 2H), 6.78 (s, 1H), 6.27 (s, 1H), 5.15 (dd, J =
13.2, 5.1 Hz, 1H), 4.45 - 4.29 (m, 2H), 3.62 - 3.54 (m, 1H), 3.44 (dd, /= 14.8, 8.9 Hz,
8H), 3.03 - 2.85 (m, 2H), 2.60 (dd, J=22.9, 8.3 Hz, 2H), 2.49 — 2.25 (m, 10H), 2.08 —
1.97 (m, 1H), 1.82 (p, J = 7.4 Hz, 2H), 0.95 (d, J = 6.9 Hz, 6H). CaoHyNeOgel the

[1036] ESMS A4k : 764.33; A& 2] : 765.3 (M+H)".

[1037] SDC-TRAP-0109

[1038]  4-(4-(3-(2,4-0] Sho] 5 A|-5-0] 432 2 WA )~5-5ho] = 5 A| -1, 2, 4-E 2] oh -4 M1 ) N-(2-(2,6-E] S
150 631 )- 15 o] 4215 €1-4-2) ) 9] ] b1 1- 5} 3 2= =
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[1039]

[1040]
[1041]

[1042]

[1043]

[1044]

[1045]

[1046]

[1047]

[1048]

[1049]

[1050]

[1051]

S=50dl 10-2163906

OH

'H NMR (400 MHz, DMSO-dg) & 11.94 (s, 1H), 10.99 (s, 1H), 9.61 (s, LH),
9.42 (s, 1H), 8.57 (s, 1H), 7.53-7.39 (m, 3H), 7.33 (d, J=8.0 Hz, 2H), 7.15(d, /= 8.0
Hz, 2H), 6.77 (s, 1H), 6.27 (s, 1H), 5.12 (dd, J = 13.2, 5.2 Hz, 1H), 4.36 — 4.30 (m,
2H), 3.53 - 3.41 (m, 6H), 3.38 (s, 1H), 2.92 (ddd, J = 31.5, 15.9, 6.1 Hz, 2H), 2.64 -
2.54 (m, 1H), 2.47 — 2.35 (m, SH), 0.94 (d, J = 6.9 Hz, 6H). C3cHisNgO; o] W&
ESMS A2 : 694.29; A&3): 695.2 (M+H)".

SDC-TRAP-0110

2-(4-(4-(3-(2,4-T) 3fo] =2 A]-5-0] A X 2 T ¥
N-(2-(2,6-0 4972 d-3-9)-1-2 20| &9l

3
N

0

5-3ko] = E A 4Hi-1,2, 4-E 2] ok E-4-20) 5 ) 7] f 2~ 1- 2 )-

)5
E¥-4-9)ob| Eopr] =

L O
N
o

"H NMR (400 MHz, DMSO-d) & 11.83 (s, 1H), 11.00 (s, 1H), 9.77 (s, 1H),
9.57 (s, 1H), 9.44 (s, 1H), 7.80 (dd, /= 7.5, 1.5 Hz, 1H), 7.58 — 7.47 (m, 2H), 7.06 -
6.98 (m, 2H), 6.97 — 6.89 (m, 2H), 6.78 (s, 1H), 6.27 (s, 1H), 5.12 (dd, J = 13.3, 5.1
Hz, 1H), 4.47 —4.32 (m, 2H), 3.23 (d, /= 5.8 Hz, 6H), 3.03 - 2.83 (m, 3H), 2.76 - 2.55
(m, 6H), 2.47 - 2.32 (m, 1H), 2.02 (td, J=7.5, 3.9 Hz, 1H), 0.96 (d, J = 6.9 Hz, 6H).

C36H3sNsO7 9l thd ESMS A4 694.29; A=x): 695.2 (M+H)*.

SDC-TRAP-0114

4-(4-(3-(2,4-t 3l =5 A|
3 2] §-3-2)-1-9 ﬂi%%%%wﬁﬂﬂﬂﬂl el

CollaoN:0,0 T F ESMS AIAFR]: 693.29; 2Z3]: 694.2 (MHI) .

SDC-TRAP-0115

N-(2-(2,6-01 & 420 F 0 -3-U )-1-5 40| 20 E A -4-D)-1-(4-(3-(2-3}o| ZEA]-5-0] A Z 2 H—4-H| ZA F d )-
5-(o] A R 7hut el )-4H-1,2 4-Eg]o}E-4- )il ) ] of| 2] -4-7H5 2 ohm] =

T
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[1052] CoigNeO:01 T3 BSHS AIAFA]: 776.36; AZ=2]: 777.3 (W+H) .
[1053] SDC-TRAP-0116
[1054] 2-(4-(4-(3-(2,4-t)slo] =F A -5-0] 5-3lo| E2A|-4l-1,2, 4-E ] o} Z—4-2] )i A ) 3| H] 7] T -1-2] )

Bt k|
N-(2-(2,6-t1 5499 2 d-3-9 )-1-F A0 9]

N:
HQ HN%
o
o
OH

)5
E¥-4-9)ob| Eopr] =

=

[1055]
'H NMR (400 MHz, DMSO-de) 8 11.91 (s, 1H), 11.01 (s, 1H), 9.69 (s, 1H),
9.58 (s, 1H), 9.42 (s, 1H), 7.77 (dd, J=7.5, 1.5 Hz, 1H), 7.58 - 7.46 (m, 2H), 7.18 (d,
J=8.4Hz, 2H), 7.14 - 7.06 (m, 2H), 6.74 (s, 1H), 6.27 (s, 1H), 5.13 (dd, J=13.2,5.1
Hz, 1H), 4.45 — 4.30 (m, 2H), 3.20 - 3.09 (m, 3H), 3.03 — 2.83 (m, 4H), 2.60 (ddd, J =
17.4,4.3,2.4 Hz, 1H), 2.37 (qd, /= 12.5, 11.8, 5.9 Hz, 1H), 2.14 — 1.96 (m, 3H), 1.60
[1056] —1.44 (m, 3H), 1.38 — 1.24 (m, 2H), 0.92 (d, J = 6.9 Hz, 6H).
[1057] CosaN:0,0 THEF BSMS AIAER]: 707.31; 22 708.2 QWD) .
[1058] SDC-TRAP-0119
[1059] 4~(2-(5-(3-(2,4-H3}o] EFA|-5-0| A Z 2 A H| d )-5-5} 0| = FA|-4lI-1,2,4-E 2| o} F-4-L)-11-A =E-1-) o & )-
N-(2-(2,6-0] 223 9 g e -3-9 )-1-S Ao 2 EH-4-2 ) I gl d-1-F}HE 2oln| =
0
| >—OH
[1060] Mo
'Y NMR (400 MHz, DMSO-dg) 8 11.90 (s, 1H), 10.99 (s, 1H), 9.54 d, J =
17.1 Hz, 2H), 8.50 (s, 1H), 7.53 — 7.41 (m, 6H), 6.95 (d, /= 8.7 Hz, 1H), 6.69 (s, 1H),
6.47 —6.41 (m, 1H), 6.25 (s, 1H), 5.12 (dd, J=13.1, 5.2 Hz, 1H), 4.33 (s, 2H), 4.24 (t,
J=6.9Hz, 2H), 4.11 — 3.99 (m, 2H), 2.90 (td, J = 13.9, 6.3 Hz, 2H), 2.75 (t, /= 12.8
Hz, 2H), 2.60-2.55(m, 1H), (2.45 — 2.34 (m, 1H), 2.00 (d, /=8.5 Hz, 1H), 1.74 (d, J =
[1061] 13.1 Hz, 4H), 1.43 (s, 1H), 1.21 — 1.07 (m, 2H), 0.80 (d, J = 6.8 Hz, 6H).
[1062] CaoHNeO,oll THEF BSMS AR : 746.32; 223: 747.3 (i)
[1063] SDC-TRAP-0120
[1064] N1-(2-(2-(5-(3-(2,4-T] 3} o] E &2 A]-5-0]| A X & éﬂé)541c%ﬂ4&Lz¢Ea@£4ﬁnqmﬂ£q—
A)o| ZA]) o & )-N5-(2-(2,6-1] & 23] 7 2] e -3-2 ) -1-2 2 0] 201 B2 —4-A ) -N]-H| & FEE} 2oln] =
HN
0
m;)
\&FN%
-OH
[1065] N
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"HNMR (400 MHz, DMSO-de) § 11.87 (s, 1H), 11.02 (s, 1H), 9.80 (d, J =
4.4 Hz, 1H), 9.54 (s, 1H), 9.47 (s, 1H), 7.82 (dt, J = 7.4, 2.1 Hz, 1H), 7.54 — 7.31 (m,
5H), 6.91 (dd, J=8.7, 2.0 Hz, 1H), 6.73 (d, /= 2.1 Hz, 1H), 6.40 (dd, J=7.0, 3.1 Hz,
1H), 6.22 (s, 1H), 5.19 - 5.09 (m, 1H), 4.45 — 4.26 (m, 4H), 3.70 — 3.63 (m, 2H), 3.49
—3.33 (m, 4H), 2.98 - 2.80 (m, 4H), 2.75 (s, 1H), 2.60 (ddd, J=17.1,4.3,2.3 Hz, 1H),
2.35 (ddd, J = 31.6, 15.2, 7.4 Hz, 5H), 1.80 (p, J = 7.4 Hz, 2H), 0.83 (dd, /= 6.9, 2.1
Hz, 6H). CiHuNsOpol th@ ESMS 7144 : 806.34; 452: 807.3 (M+H)".

[1066]
[1067] SDC-TRAP-0121
[1068] 9- (4 (4-(3-(2,4-118} 0| EF A -5-0] £ Z 2 A ¥ d )-5-5F0]| EF A -4H-1, 2, 4-E ] o} E-4-U )Ml d) 9 o 2} 11 -1-9) -
20" (2-(2,6-H S 2 H g H-3-Y)-1-5 2 0] 2 5 -4-A ) FhulH| o] E
J‘L
[wo R
N )i
N
Ho. Hb o
1 N OH d
[1069] oy SN
"HNMR (400 MHz, DMSO-ds) & 11.93 (s, 1H), 11.01 (s, 1H), 9.77 (s, 1H),
9.60 (s, 1H), 9.40 (s, 1H), 7.77 (dt, J = 7.0, 3.6 Hz, 1H), 7.56 — 7.46 (m, 2H), 7.32 (d,
J=28.0Hz, 2H), 7.15 (d, J=7.8 Hz, 2H), 6.78 (s, 1H), 6.27 (s, 1H), 5.12 (dd, J=13.3,
5.1 Hz, 1H), 4.85 (s, 2H), 4.45-4.35 (m, 2H), 3.49 (s, 2H), 3.44 (s, 3H), 3.03 — 2.84 (m,
2H), 2.61 (d, J=17.6 Hz, 1H), 2.42 — 2.26 (m, 6H), 2.07 — 1.99 (m, 1H), 0.95 d, J =
[1070] 6.9 Hz, 6H). CsgHiNgOo ol the ESMS A4 752.29; A&x): 753.3 (M+H)".
[1071] SDC-TRAP-0128
[1072] 2-(4-(4-(3-(2,4-T)slo| &2 A -5-0| A X 2 A H|d )-5-5}o| ZE2A|-4l-1,2 4-E g|o}ZF-4-2 )l 2 ) 9] 7 e} 11 -1- ) -
N-(2-(2,6-t] 249 H g d-3-9)-1-L 20| 2 ET-4-¢ o} Eoln| =
L
N.
HO \Q\/ Q
Q N o
g
[1073] o
'H NMR (400 MHz, DMSO-ds) 6 11.92 (s, 1H), 11.01 (s, 1H), 9.71 (s, 1H),
9.59 (s, 1H), 9.40 (s, 1H), 7.79 (dd, J=7.4, 1.5 Hz, 1H), 7.58 — 7.46 (m, 2H), 7.30 (d,
J=8.0Hz, 2H), 7.13 (d, J=8.0 Hz, 2H), 6.77 (s, 1H), 6.26 (s, 1H), 5.12 (dd, J=13.2,
5.1 Hz, 1H), 4.45 —4.29 (m, 2H), 3.46 (s, 2H), 3.16 (s, 2H), 3.02 — 2.84 (m, 2H), 2.65
—2.50 (m, 5H), 2.47 — 2.32 (m, 5H), 1.99 (m, 1H), 0.94 (d, J = 6.9 Hz, GH).
[1074] C37HaoNsO7 ¢l tl8 ESMS A4EA] : 708.30; A&]: 709.3 (M+H)*.
[1075] SDC-TRAP-0129
[1076] 2-(4-(2-(5-(3-(2,4-t] 8o EZA]-5-0] AZ 2 A | d )-5-8} 0| EZA]-4H-1,2,4-E&| 0} F-4-Y )-1H-A E-1-Y ) o]

e 3 g 9-1-2)-N-(2-(2,6-9 529 H g 9 -3-2 )-1-5 2 0] 291 B2 -4-A ) oA Eofr| =
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[1077]

[1078]
[1079]

[1080]

[1081]

[1082]
[1083]

[1084]

[1085]

’f@ﬁ(

ﬁ}—OH

~N

"H NMR (400 MHz, DMSO-de) 3 11.89 (s, 1H), 11.00 (s, LH), 9.70 (s, 1H),
9.54 (d, J=14.6 Hz, 2H), 7.77 (dd, J=7.4, 1.5 Hz, 1H), 7.58 — 7.40 (m, 5H), 6.94 (dd,
J=8.7,2.1 Hz, 1H), 6.67 (s, LH), 6.43 (d, J = 3.1 Hz, 1H), 6.24 (s, 1H), 5.12 (dd, J=
13.2,5.1 Hz, 1H), 4.45 - 4.29 (m, 2H), 4.22 (t, /= 7.2 Hz, 2H), 3.12 (s, 2H), 2.87 (g, J
=6.9 Hz, 4H), 2.59 (d, /= 17.3 Hz, 1H), 2.46 — 2.33 (m, 1H), 2.09-2.04 (m, 5H), 1.69
(d, J=6.9Hz, 4H), 1.36 — 1.25 (m, 2H), 0.78 (d, /= 6.8 Hz, 6H). C4;H44NsO; o i s
ESMS A4t2): 760.33; A&A: 761.2 (M+H)".

SDC-TRAP-0131

2- (4 (4-(3-(2,4-1 o] == A x 2y
Z2oE(2-(2,6- A2 d-3-9)-1-5

o w

gﬁé

"H NMR (400 MHz, DMSO-de) § 11.91 (s, 1H), 11.01 (s, 1H), 9.75 (s, 1H),
9.60 (s, 1H), 9.42 (s, 1H), 7.81 - 7.74 (m, 1H), 7.54 — 7.46 (m, 2H), 7.19 (d, J=8.0 Hz,
2H),7.10 (d, J = 7.8 Hz, 2H), 6.75 (s, 1H), 6.27 (s, 1H), 5.12 (dd, J = 13.2, 5.2 Hz,
1H), 4.90 - 4.75 (m, 2H), 4.45 (d, J = 17.6 Hz, 1H), 4.40 — 4.24 (m, 2H), 3.69 (d, J =
13.1 Hz, 1H), 3.02 — 2.84 (m, 3H), 2.61 (d, J=17.6 Hz, 2H), 2.34 (td, /= 14.4, 9.8 Hz,
1H), 2.08 — 1.96 (m, 2H), 1.75 (s, 1H), 1.59 (t, J = 12.0 Hz, 2H), 1.26 — 1.08 (m, 2H),
1.01 (s, 1H), 0.94 (d, J = 6.9 Hz, 6H). C3oH4N;Op 9l & ESMS A4+ : 751.30;
A5:752.2 M+H)".

)_
[e]

I

SDC-TRAP-0149
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5-310] = S A -4li-1,2, 4-E el o} E-4-2) W1 4) 9] 2] -1-90)-
2915 R-4-2) T o] =

1-(4-(3(2, 4-T) 80| E2 2] -5-0] 2 ~i\Erla>—5—<oﬂ%ﬂum%}>—4H—1,2,4—5?4o}%—ax—%)uﬂa)—N—(z—(z,e—q
522392 §1-3-91)-1-% 0] Q1B 9491 ) 9] ] 2] ¥l -4-7} 2 o] =
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"H NMR (400 MHz, DMSO-de) 5 11.03 (s, 1H), 10.61 (s, 1H), 9.76 (d, J =
9.5 Hz, 2H), 8.97 (t, J = 5.9 Hz, 1H), 7.82 (dd, J = 7.2, 1.9 Hz, 1H), 7.55 — 7.44 (m,
2H), 7.40 (d, J = 8.3 Hz, 2H), 7.35 - 7.27 (m, 2H), 6.59 (s, 1H), 6.35 (s, 1H), 5.15 (dd,
J=13.3,5.1 Hz, 1H), 4.44 — 428 (m, 2H), 3.51 (s, 2H), 3.31 (s, 1H), 3.23 - 3.11 (m,
2H), 2.92 (dq, J=13.4, 7.5, 6.4 Hz, 4H), 2.61 (d, /= 17.6 Hz, 1H), 2.39 (dtt, J = 26.4,
13.3, 6.3 Hz, 2H), 2.01 (dd, /=12.9, 8.7 Hz, 3H), 1.81 (d, /= 12.2 Hz, 2H), 1.70 (q, J
=11.4Hz, 2H), 1.04 (t, J=7.1 Hz, 3H), 0.82 (d, /= 6.9 Hz, 6H). C4H44NzO;¢] &

[1086] ESMS AAtx]: 748.33; A5 X]: 749.3 (M+H)+.
[1087] SDC-TRAP-0152
[1088] 4-(4-(4-(3-(2,4-T) 80| =2 1| 5 ]iEi%ﬁﬂé) 5-(ol D7 )-4H-1,2, 4-E g o} Z-4-U )Ml = ) 9] 7 &7 -

1-)#d (2-(2,6-v =29 H 2 d-3-U)-1-F40] AU E--4-9 ) Fhat o] E

58,
53

i%;z\«

[1089]
[1090] CusllisNeOgoll THEF ESMS AIAEA]: 855.33; AZx]: 856.2 (M) .
[1091] SDC-TRAP-0168
[1092] 4-(4-(4-(3-(2,4-t)3lo] EF A -5-0| A X 2 A 5| d )-5-3} 0| = FA|-4H-1,2,4-E o} E-4-Y )-2-ZF 2 2 Wl A ) 1] 7
22l-1-7tRd)-2,6-tdgald (2-(2,6-t] 529 #H g d-3-U)-1-F 20| AR1EHU-4-4) 7hufH o] E
" j@«f
F
Ho N HN
N\N/ OH OX
N 0
[0}
%
[1093]
[1094] CusisFNOoOll T3 ESMS A12F2]: 860.33; AZ=2]: 861.2 (M+H) .
[1095] SDC-TRAP-0173
[1096] 4-(4-(4-(3-(2,4-Y3lo| =FA]-5-0) AZ 2 AW d ) -5- (N DI} 2 Y )-41-1,2,4-EFo}FZ—4-d)Ml =Y ) 7| o 2} 7 -
1-)-2-mE5A Y (2-(2,6-U A2 H-3-Y)-1-F o 2 Ed-4-d ) 7ulv o E
R~ b
H
d O-C
W
s AL
[1097]
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'H NMR (400 MHz, DMSO-ds) § 11.04 (s, 1H), 10.22 (s, 1H), 10.08 (s,
1H), 9.75 (s, 1H), 9.03 (t, J= 6.2 Hz, 1H), 7.80 (s, 1H), 7.50-7.41 (m, 6H), 7.04 (d, J =
8.5 Hz, 1H), 6.73 (d, /= 11.0 Hz, 2H), 6.56 — 6.49 (m, 1H), 6.33 (s, 1H), 5.15 (dd, /=
13.3,5.1 Hz, 1H), 4.44 — 4.28 (m, 2H), 3.79 (s, 3H), 3.29 - 3.13 (m, 8H), 2.95-2.55 (m
,2H), 2.36 (d, J = 14.6 Hz, 1H), 2.11-2.02(m,1H), 1.06 (t, /=7.4 Hz, 3H), 0.91 (d, /=

[1098] 6.9 HZ, 6H) C46H47N9010°‘| & ESMS 1‘]'}1‘1188534, A% 886.3 (M+H)+
[1099] SDC-TRAP-0174
[1100] 4-(4-(4-(3-(2,4-t)3lo] =F A -5-0]| A X 2 A 3| d )-5-3}o| =5 A -4H-1,2,4-Eg|o}E-4-Y)-2-ZF 2 29l A ) 1] 7
22-1-7tR d)-3-EF e 2WldE (2-(2,6-H 52T H Y d-3-Y)-1-§ Aol 2R1EH-4-) 7hutH o] E
5\»&
«;5\;‘(‘”}/0“ @
Hb ¢}
[1101] @
[1102] ColFNOool T3 BSMS A12H2]: 864.30; AZ=2]: 865.2 (M+H) .
[1103] SDC-TRAP-0175
[1104] 4-(4-(5-(3-(2,4-H3lo]| EFA-5-0] A X 2 P d ) -5-5} 0| EEFA|-4l-1,2,4-E g o} &-4- ) I 2| -2-4 ) I] 7| 2}-%]
-7k )l (2-(2,6-1 543 g d-3-Y)-1-Faol A EH-4-d) 7l o | E
H
HO I
NZ ’O/N\JNJh
U NTN=N
N
‘<OH :Réo
] N-
[1105]
[1106] ColluNoOoO T aF ESHS AIAFR]: 815.30; A=2]: 816.1 (M+H) .
[1107] SDC-TRAP-0176
[1108] 4-(4-(4-(3-(2,4-H8lo| == A -5-0o| A Z 2 A ¥ d ) -5- (| & 7P .Y ) -4l-1,2,4-E gl o} E-4-d )Ml =Y ) o] o) 2} %1 -
1-2)-2-"EHd (2-(2,6-02429 A d-3-2)-1-8 2o 20 EH-4-A ) FHul o] E
Q
d@{&
HN
N
NH N.
" LT
[1109] H
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"H NMR (400 MHz, DMSO-dg) § 11.03 (s, 1H), 10.25 (s, 1H), 10.11 (s,
1H), 9.75 (s, 1H), 9.02 (t, J = 6.1 Hz, 1H), 7.81 (p, J = 3.5 Hz, 1H), 7.58 — 7.46 (m,
4H), 7.42 (d, J=7.9 Hz, 2H), 7.04 (d, J = 8.7 Hz, 1H), 6.92 (d, J = 2.7 Hz, 1H), 6.84
(dd, J =8.8, 2.9 Hz, 1H), 6.72 (s, 1H), 6.34 (s, 1H), 5.14 (dd, J = 13.2, 5.1 Hz, 1H),
4.51(d,J=17.7Hz, 1H),4.42 (d,J=17.7 Hz, 1H), 3.78 (s, 2H), 3.50 (s, 2H), 3.18 (dt,
J=20.9, 11.0 Hz, 6H), 2.94 (dp, J = 18.6, 6.2, 4.7 Hz, 2H), 2.53 — 2.47 (m, 2H), 2.46
—2.30 (m, 1H), 2.18 (s, 3H), 2.04 (dd, J = 11.6, 5.9 Hz, 1H), 1.07 (t, /= 7.2 Hz, 3H),
0.91 (d, J = 6.8 Hz, 6H). CysHyyNoOool 3 ESMS A4¥A]: 869.35; 454 : 870.1

[1110] (M)
[1111] SDC-TRAP-0177
[1112] 4-(4-(4-(3-(2,4-t 30| EE A 50| A Z 2 H W d )-5-(NE 7R U ) -4H-1,2, 4-E 2l o} E—4-d )i 2 ) 3 of| 2} -
1-7h )R (2-(2,6-01 829 92 9-3-)-1-5 0] 2915 W -4-9) bl o] E
o)
HO. \7¢0
HN,
HO N\
N HN~\ @
HN o]
[1113] d
'H NMR (400 MHz, DMSO-ds) 8 11.03 (s, 1H), 10.19 (s, 1H), 9.73 (s, 2H),
9.02 (t, J=6.0 Hz, 1H), 7.84 — 7.77 (m, 1H), 7.50 (dq, J = 11.4, 6.5 Hz, 8H), 7.40 (d,
J=6.8 Hz, 2H), 6.70 (s, 1H), 6.33 —6.28 (m, 1H), 5.23 (s, 2H), 5.13 (dd, /= 13.2, 5.1
Hz, 1H), 4.40 (d, J=17.8 Hz, 2H), 3.68 (d, J =24.7 Hz, 4H), 3.22 - 3.12 (m, 2H), 2.93
(d, J=12.6 Hz, 2H), 2.65-2.55 (m, 1H), 2..30-2.25(m, 1H), 2.02 (dd, /= 15.0, 7.1 Hz,
1H), 1.05 (t, J=7.1 Hz, 3H), 0.88 (d, J = 7.5 Hz, 6H). C47H47NgOyoel WE ESMS
[1114] A 2=): 897.34; A&A): 898.1 (M+H)*.
[1115] SDC-TRAP-0178
[1116] 4-(4-(4-(3-(2,4-H8fe] =5 A -5~ 2 A ¥ ) -5- (e DI R )~4l1-1, 2, 4-E 2] obE-4-d )Wl =) ) o] o 2%l -
1-)-2,6-tHEsd (2-(2,6-U=242T 2 d-3-Y)-1-F 2o 20l Ed-4-d ) 7ulv o] E
HO,
L/N\Q\o
6 "
H / é
[1117] IL
'H NMR (400 MHz, DMSO-dg) 8 11.02 (s, 1H), 10.22 (s, 1H), 10.17 (s,
1H), 9.74 (s, 1H), 9.02 (t, J = 5.9 Hz, 1H), 7.86 - 7.77 (m, 1H), 7.58 — 7.46 (m, 4H),
7.45-7.37 (m, 2H), 6.73 (d, J= 11.9 Hz, 3H), 6.33 (s, 1H), 5.13 (dd, J=13.2, 5.1 Hz,
1H), 4.50 (d, /= 17.6 Hz, 1H), 4.41 (d, J= 17.6 Hz, 1H), 3.76 (s, 2H), 3.48 (s, 2H),
3.25 -3.13 (m, 4H), 3.02 — 2.85 (m, 2H), 2.66 — 2.57 (m, 1H), 2.45 — 2.31 (m, 1H),
2.14 (s, 6H), 2.04-2.02(m, 1H), 1.06 (t, J= 7.2 Hz, 3H), 0.91 (d, J = 6.9 Hz, 6H).
[1118] C47HaoNgOooll 8 ESMS #A4tx): 883.37; A& 884.1 (M+H)".
[1119] SDC-TRAP-0194
[1120] 4-(2-(4-(4-(3-(2,4-H)slo| =F A -5-0] A XL 2 A | )-5-3} 0| =FA]-4[-1,2,4-E | o} F—-4-Q)-2-ZF 0 =l

Al
) el-1-d)-2-S 2o EHHE (2-(2,6-HS529H g d-3-Y)-1-5F o] 2 Ed-4- ) 7hutH| o] E
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[1121] o

'H NMR (400 MHz, DMSO-dg) 5 12.04 (s, 1H), 11.06 (s, 1H), 9.70 (d, J =
7.6 Hz, 2H), 9.45 (s, 1H), 7.88 — 7.81 (m, 1H), 7.59 - 7.49 (m, 2H), 7.42 (d, J = 8.2 Hz,
3H), 7.31-7.24 (m, 2H), 7.12 (dd, J = 10.5, 2.1 Hz, 1H), 7.02 (dd, J = 8.1, 2.1 Hz,
1H), 6.92 (s, 1H), 6.33 (s, 1H), 5.22 — 5.12 (m, 3H), 4.56 — 4.35 (m, 2H), 3.73 d, /=
15.5 Hz, 2H), 3.57 - 3.46 (m, 6H), 3.13-2.89 (m, 2H), 2.71 — 2.61 (m, 1H), 2.37 (h, J
=6.4,5.4Hz,5H),2.12 - 1.99 (m, 1H), 1.05 (d, /= 6.9 Hz, 6H). C4sH4sFNgOy o] %t

[1122] ESMS A4: 860.33; 415%): 861.2 (M+H)".
[1123] SDC-TRAP-0195
[1124] 4-(4-(1-(4-(3-(2,4-t]8fo] = A -5-o]| 22 28 7 d ) -5- (A D 7Pk ) -4lI-1,2 4-E ] o}E-4-<) Wl ) o] 7 2] | -

4-7}8 ) 9 | @7 -1-2)-2, 6-t) W D F Y (2-(2,6-T) 23] ¥ 2 9-3-2 )-1- 4 0] 291 B -4-2 ) Fhu} o o] E

SIS &

N= o]
HN,

[1125]
[1126] CosHooNiOsoll T EF ESMS AlAFX]: 980.45; 212=x]: 981.3 (M+H) .
[1127] SDC-TRAP-0196
[1128]  4-((5-(3-(2,4-T] 80| =321 5-0] 2 7 25 W )-5- (o PR &) -Ai-1,2, 4- E ] o} -4-21 ) o] 21 )22 ) ]

©)-2,6-H 5 (2-(2,6-01 529 2 9-3-U)-1-% 4 0] £ E -4 ) Fhui o] E

H

\/:/S N o\
H N é 0
N/\NM - OANH
NH
0
[1129]
'H NMR (400 MHz, DMSO-d¢)  11.03 (s, 1H), 10.56 (s, 1H), 10.15 s,

1H), 9.77 (s, 1H), 8.99 (t, J = 5.9 Hz, 1H), 7.82 (dd, J= 5.7, 3.2 Hz, 1H), 7.52 (q,J =

4.1,3.4 Hz, 2H), 7.36 - 7.24 (m, 2H), 7.17 (dd, J = 7.9, 2.1 Hz, 1H), 6.79 (s, 2H), 6.57

(s, 1H), 6.33 (s, 1H), 5.14 (dd, J=13.2, 5.2 Hz, 1H), 4.49 (d, J= 17.7 Hz, 1H), 440 (d,

J=17.6 Hz, 1H),3.90 (d, J = 16.3 Hz, 5H), 3.79 (s, 6H), 3.17 (p, J= 7.0 Hz, 2H), 2.92

(tt, J=12.5, 6.2 Hz, 2H), 2.62 (d, J = 16.8 Hz, 1H), 2.42 - 2.31 (m, 1H), 2.10 - 2.01

(m, 1H), 1.05 (t, J = 7.1 Hz, 3H), 0.85 (d, J = 6.9 Hz, 6H). CasHssNgO1ol T
[1130] ESMS 7244 : 858.33; 4%: 859.2 (M+H)".
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[1131] Al g2 Eo yERd HER2 73 A4S AFSSt ol 3gtEd dis SH4sslth:
HER2 £ 3}
SDC-TRAP-#
1C;, (nM)

SDC-TRAP-0015 2347

SDC-TRAP-0017 | >10,000

SDC-TRAP-0018 8205

SDC-TRAP-0021 >5000

SDC-TRAP-0033 >5000

SDC-TRAP-0041 | >10000

SDC-TRAP-0109 | >10000

SDC-TRAP-0110 | >10000

SDC-TRAP-0114 4,311

SDC-TRAP-0115 1890

SDC-TRAP-0116 967

SDC-TRAP-0105 | >10000

SDC-TRAP-0119 | >10,000

SDC-TRAP-0108 | >10,000

SDC-TRAP-0122 | >10000

SDC-TRAP-0121 3,000

SDC-TRAP-0128 6,909

SDC-TRAP-0129 4,519

SDC-TRAP-0126 8,636

[1132]
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[1133]

SDCTRAPH | i
IC,, (M)

SDC-TRAP-0132 | >5000
SDC-TRAP-0127 | 8,086
SDC-TRAP-0131 | >5,000
SDC-TRAP-0123 657
SDC-TRAP-0135 | 9667
SDC-TRAP-0133 | >10000
SDC-TRAP-0136 | >5000
SDC-TRAP-0140 | >5000
SDC-TRAP-0149 | 1692
SDC-TRAP-0231 696
SDC-TRAP-0152 | 254
SDC-TRAP-0124 | 358
SDC-TRAP-0125 312
SDC-TRAP-0156 | 3495
SDC-TRAP-0157 | 696
SDC-TRAP-0167 | 2861
SDC-TRAP-0168 | 276
SDC-TRAP-0173 323
SDC-TRAP-0174 | 693
SDC-TRAP-0160 | 239
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[1134]

[1135]

[1136]

SDC.TRAP# | 2 &
IC;, (nM)

SDC-TRAP-0170 | 296
SDC-TRAP-0171 199
SDC-TRAP-0162 | >5,000
SDC-TRAP-0147 | 4329
SDC-TRAP-0175 | 2,629
SDC-TRAP-0178 | 17091
SDC-TRAP-0176 178
SDC-TRAP-0177 | 4,352
SDC-TRAP-0182 | 359
SDC-TRAP-0194 | 2,121
SDC-TRAP-0166 |  >5,000
SDC-TRAP-0188 | 3,950
SDC-TRAP-0189 | 1,091
SDC-TRAP-0195 49
SDC-TRAP-0163 885
SDC-TRAP-0164 | 493
SDC-TRAP-0190 |  >5000
SDC-TRAP-0191 | 1,177
SDC-TRAP-0192 | >5000
SDC-TRAP-0196 89

SDC-TRAP# | 2 =l

IC,, (nM)

SDC-TRAP-0187 e
SDC-TRAP-0193 266
SDC-TRAP-0155 | 1190

Hsp90®* 2§ 274 dl°]H

ik STA =
EC;, (nM)

1 | SDC-TRAP-0196 | 93.11

2 | SDC-TRAP-0115 | 203.2

3 | SDC-TRAP-0116 | 158.8

4 | SDC-TRAP-0127 | 1022
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[1137]

Bk H 2 b A d o]
FAE%
gF¥ED (1h, 10uM)
SDC-TRAP-0187 |  102%
SDC-TRAP-0196 |  66.2%
SDC-TRAP-0147 |  98.1%
SDC-TRAP-0167 |  51.2%
SDC-TRAP-0163 |  93.0%
SDC-TRAP-0164 |  98.0%
SDC-TRAP-0171 | 17.7%
SDC-TRAP-0178 |  82.0%
SDC-TRAP-0195 |  98.4%
SDC-TRAP-0115 |  85.9%
SDC-TRAP-0116 |  91.1%
SDC-TRAP-0121 |  89.1%
SDC-TRAP-0127 |  87.3%
SDC-TRAP-0124 |  112%
SDC-TRAP-0125 |  99.4%
SDC-TRAP-0231 |  98.3%
SDC-TRAP-0156 |  90.3%
SDC-TRAP-0157 |  81.4%
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[1141]
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[1143]

[1144]
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[1146]
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AN 26: HHEHAN = EFS E38 = SDC-TRAP
SDC-TRAPS] &HAd o :

~NH

o)
NH _—
5 & bﬁ ﬁ? o bvﬁ
N
»—OH H

HO NN

Hs_:egfizﬂzﬂ w»n;;v;lz SDC-TRAP-0019
T DMF(3mL) 9 HHEZXE=-23 2(60mg, 0.2mmol) = o}%l SDC-TRAP-0004(82mg, 0.2mmol)e] & Hd]
EDC(60mg, 0.3mmol)E #H7}e}ict. 7] w8 EFES *E‘ﬁloﬂﬁ 18A1ZE FQF Wk}, o]ojA, 7] Nk
ERES BGL) R S48, " oAElo| =00l FEAAT. A7) #7] 4 FAUEFoR Az
73 et 2WAZ ke, AW AzetEady(Aa-d" oldEelE 1:1 R oY olyeHo|E-uge

98:2)E 4=8)3&}o] SDC-TRAP-0019(95mg, 70%) S WA uAZA 53}

4-(2-(2-0h1| le—4-5 A4, 7-T] Slo] =2 -3H-9] B 2 [2,3-d] I 2 W] -5- ) ol & ) -N-(2-(5-(3-(2,4-T] 8o =5 A] -
5-0l AT 233 d)-5-3o] =EA| 41,2, 4-E 2] o}F—4- )-1H-¢ E-1- ) of| & )-N-v| D sl =o}v] =
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'H NMR (400 MHz, DMSO-dg) &: 11.86 (s, 1H); 10.61(s, 1H); 10.14(s,1H);
9.51 (s, 1H); 9.47 (s, 1H); 7.59-7.45 (m, 2H); 7.28-6.96 (m, 5H); 6.72 (m, 2H);
6.47(s,1H); 6.32 (s, 1H); 6.24 (s, 1H); 6.00( bs, 2H); 4.46-4.28 (m,
2H);3.75-3.49(m,2H); 2.96 -2.80(m, SH); 2.61(s, 3H); 0.81 (d, J = 6.9 Hz, 6H).
C37H37NoOs ol th& ESMS Al4EH] : 687.29; A2 : 688.2 (M+H)".

[1147]
[1148] SDC-TRAP-0020
[1149] 4-(2-(2-0 | =—4-E- -4 | 7-U]Sto| E 2 -30-T] S 2 [ 2,3-d ] ¥ g n| D -5- ) ol & )-N-(2-(2-(5-(3-(2,4-T] 5} 0| =5
Al-5-ol A Z 2| )-5-3F] EEA-4H-1, 2, 4-Eg] o}E-4- ) - - E-1-A) o FA] ) ol D) il = o =
HN
4 [
N
/>—OH H
[1150]
"H NMR (400 MHz, DMSO-d6), 8 (ppm): 11.86 (s, 1H); 10.61(s, 1H);
10.14(s,1H); 9.51 (s, 1H); 9.47 (s, 1H); 7.59-7.45 (m, 2H); 7.28-6.96 (m, 5H); 6.72
(m, 2H); 6.47(s,1H); 6.32 (s, 1H); 6.24 (s, 1H); 6.01( s, 2H); 4.33 (d, J = 6.5 Hz, 2H),
3.73 (d, J=6.3 Hz, 2H), 3.54 — 3.46 (m, 2H); 3.00 — 2.82 (m, 7H), 0.81 (d, /= 6.9 Hz,
[1151] 6H); C3sH3oNoOgoll g ESMS AAEA: 717.30; A& : 718.2 (M+H)".
[1152] SDC-TRAP-0068
[1153] 2—0}111 -5 (4-(4-(4-(3-(2 4-t) BFo] EF A -5-0] 2 2 A5l d )-5-3ho] 5 A -4ll-1,2,4-E 2 o}E-4-2 )l 4 ) 7]
-1-7tR ) A e)-31-9 22 [2,3-d] I 2] v d-4(7H) -
o]
V4 NH
‘ S
[1154] NN,
'"H NMR (400 MHz, DMSO-dg) 6 11.92 (s, 1H), 10.62 (d, /= 2.2 Hz, 1H),
10.15 (s, 1H), 9.60 (s, 1H), 9.38 (s, 1H), 7.34 —7.22 (m, 6H), 7.17 — 7.10 (m, 2H), 6.79
(s, 1H), 6.33 (d, J=2.2 Hz, 1H), 6.26 (s, 1H), 6.00 (s, 2H), 3.48 (s, 2H), 3.33 (s, 2H),
3.03 -2.88 (m, 3H), 2.84 (dd, /=9.5, 5.7 Hz, 2H), 2.37-2.34 (m, 4H), 0.95 (d, /= 6.9
[1155] Hz, 6H); C37;H3NoOsol tig ESMS A4k : 689.31; A& : 690.1 (M+H)".
[1156] SDC-TRAP-0078
[1157] 2-0}1] =-5-(4-(4-(4-(3-(2,4-T) 3} 0| == A -5-0| A X 2 I | d )-5-3} 0| E=F A -4H-1,2 ,4-E & o} F-4-Y )-2-ZF
ez I -1-7l R D) A e )-30-T] E 2 [2,3-d] ¥ 2] v -4 (7H) -
HO N/\\N 0
\_/
ol
HO 7 N
N‘N/)\OH o
/ , NH
Py
[1158] NN
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'H NMR (400 MHz, DMSO-de) 8 11.97 (s, 1H), 10.63 (d, J = 2.3 Hz, 1H),
10.15 (s, 1H), 9.63 (s, 1H), 9.39 (s, 1H), 7.96 (s, 1H), 7.40 (t, J = 8.1 Hz, 1H), 7.27 (s,
4H), 7.06 (dd, J = 10.9, 2.1 Hz, 1H), 6.97 (dd, J = 8.2, 2.0 Hz, 1H), 6.88 (s, 1H), 6.34
(d,J=2.2 Hz, 1H), 6.26 (s, 1H), 6.00 (s, 2H), 3.54 (bs, 4H), 3.07 — 2.80 (m, 3H), 2.74
(s, 2H), 2.40 (bs, 4H), 1.01 (d, J = 6.9 Hz, 6H). C37H3sFNoOsll th@ ESMS A4 :
[1159] 707.30; A% : 708.2 (M+H)".
[1160] SDC-TRAP-0082
[1161] 2-011) e-5-(4-(4-(4-(3~(2, 4-T) 3} 0] ZB A -5-0] A 2 B ¥ J )-5-5} o] ZZ A -4[I-1,2, 4-E g| o} Z-4-2 ) ¥ d ) 7]
A -1-7kR ) A ) -3H-3] S 2 [2,3-d] 9] 2 | A -4(7H) -
Q
(__N) /NH
“N
d ¢ HANHZ
HO.
e
HO N2 OH
[1162] NN
"H NMR (400 MHz, DMSO-dg) & 11.85 (s, 1H), 10.63 (d, J = 2.1 Hz, 1H),
10.15 (s, 1H), 9.59 (s, 1H), 9.44 (s, 1H), 7.37 - 7.25 (m, 4H), 7.04 (d, J = 8.6 Hz, 2H),
6.97 - 6.90 (m, 2H), 6.81 (s, 1H), 6.35 (d, /= 2.2 Hz, 1H), 6.27 (s, 1H), 6.01 (s, 2H),
3.69 (s, 2H), 3.52 (s, 2H), 3.18 (s, 4H), 3.04 - 2.90 (m, 3H), 2.86 (dd, /= 9.5, 5.8 Hz,
2H),0.98 (d, /= 6.9 Hz, 6H); C3sHyNoOs ol & ESMS A% :675.29; A% : 676.2
[1163] (M+H)".
[1164] SDC-TRAP-0093
o) 2-0}¥] 12 -5-(4-(5-(3-(2,4-T| SO =S A -5-0] £ T2 A 3 d)-5-3Fo| = H A ~Al-1,2, 4-E 2] o} -4-2 ) o] 2 E T -
2-7tR ) | -31-3 E 2 [2,3-d] ¥ 2] W D -4 (7TH) -2
[1166]
'"H NMR (400 MHz, DMSO-d) 8 11.91 (s, 1H), 10.64 (s, 1H), 10.23 (s,
1H), 9.62 (s, 1H), 9.38 (s, 1H), 7.51 (dd, J=8.2, 3.4 Hz, 2H), 7.40 — 7.17 (m, 4H), 7.07
~6.96 (m, 1H), 6.91 (s, 1H), 6.36 (s, 1H), 6.25 (s, 1H), 6.06 (s, 2H), 4.78 (dd, J = 31.3,
14.1 Hz, 4H), 3.07 - 2.93 (m, 3H), 2.87 (dd, J = 9.5, 5.8 Hz, 2H), 1.02 (dd, /= 10.8,
[1167] 6.8 Hz, 6H); C34H3NsOsol the ESMS A% : 632.25; A% A : 633.1 (M+H)".
[1168] SDC-TRAP-0102
[1169] 2-0bH| 5=-5-(4-(4-(5-(3-(2,4-H gt =F A -5-0] 2 2 A F d )-5-3fo| =F A -4H-1,2 4-E 2| o} EF-4-U)-1-H & -
W-MZ[d] o] v t=-2-o) 3| F 2] U -1-7} 5.9 ) A | & )-3H-5] 2 2 [2,3-d] ] 2] v] -4 (7TH)-&
Q
N /NH
N — N
N o= [
h I
Hoé\(
N
AI\%OH
[1170] oH NN
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"H NMR (400 MHz, DMSO-de) 6 11.86 (s, 1H), 10.66 — 10.60 (m, 1H),
10.17 (s, 1H), 9.57 (s, 1H), 9.36 (s, 1H), 7.48 (d, J = 8.7 Hz, 1H), 7.40 — 7.25 (m, 4H),
7.06 — 6.99 (m, 1H), 6.86 (s, 1H), 6.35 (d, J = 2.3 Hz, 1H), 6.20 (s, 1H), 6.02 (s, 2H),
4.53 (s, 1H), 3.79 (s, 3H), 3.02 — 2.81 (m, 5H), 1.95 (s, 2H), 1.76 (q, J = 11.9 Hz, 2H),
0.96 (d, J = 6.7 Hz, 6H); C3sHyoN;oOsol ¥ ESMS AA: 728.32; AEA 1 729.2

[1171] (M+H)"

[1172] SDC-TRAP-0103
[1173] 2-0l1) 1= -5-(4-(4-((4-(4-(3-(2,4-T) S}0) EZA|-5-0]| AZ 2 A F|d )-5-5} 0] EZ A]-4l-1,2,4-E o} ZF-4- ) Hl
Ay Y-1-d)HE) g d-1-7t R ) AW e)-3H-3 F 2 [2,3-d] ] &) v d-4(7TH) -

OH

a®
N
[1174] H
'"H NMR (400 MHz, DMSO-dg) § 11.93 (s, 1H), 10.63 (s, LH), 10.20 (s,
1H), 9.69 (s, 1H), 9.49 (s, 1H), 7.20 (d, J=39.7 Hz, 6H), 7.08 (d, J = 8.0 Hz, 2H), 6.73
(s, 1H), 6.31 (d, J = 19.5 Hz, 2H), 6.04 (s, 2H), 4.42 (s, 1H), 3.58 (s, 1H), 2.95 (dt, J =
13.8, 7.4 Hz, 4H), 2.85 (d, J = 8.1 Hz, 2H), 2.77 (d, J = 10.7 Hz, 3H), 2.08 (d, J = 6.7
Hz, 2H), 1.76- 1.59 (m, 6H), 1.51 - 1.43 (m, 3H), 1.12 — 0.89 (m, 6H); CaqHsNoOs9l

g = - c A E=X - +
[1175] e ESMS AAA: 785.40; A& : 786.3 (M+H)".

[1176] SDC-TRAP-0130
[1177] 2-011] 1= -5-(4-(4-(2-(5-(3-(2,4-1] 3} o) EF A -5-0] 2 X 2 A ¥ d ) -5-3} 0] = F A -4H-1,2,4-E 2| o} &4~ )-
H-Q1E-1-9) el ) g sl g d-1-7F R ) A &) -3H-3] & =2 [ 2, 3-d ] ] 2] ] -4 (7H) -

o]
N

8
HO. QJ Q
NH
B
N N
H

HO ,\L:/%OH
[1178]
'"H NMR (400 MHz, DMSO-d) 6 11.88 (s, 1H), 10.62 (s, 1H), 10.17 —
10.11 (m, 1H), 9.53 (dd, /=20.0, 2.8 Hz, 2H), 7.52 - 7.39 (m, 3H), 7.25 (d, /=2.8 Hz,
4H), 6.97 — 6.89 (m, 1H), 6.68 (d, J=2.7 Hz, 1H), 6.42 (t, /= 3.1 Hz, 1H), 6.33 (d, J
=2.8 Hz, 1H), 6.23 (d, J=2.8 Hz, 1H), 6.00 (s, 2H), 4.41 (s, 1H), 4.21 (t, /= 7.4 Hz,
2H), 2.98 — 2.80 (m, 6H), 1.76 — 1.66 (m, 4H), 1.47 (bs, 2H), 1.20 — 1.10 (m, 3H), 0.78
(dd, J=7.1, 2.7 Hz, 6H); C41H43NoOsdll thd ESMS AR : 741.34; AFX]: 742.3

[1179] (M+H)".
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[1180] Al gd2 Edol YeERd HER2 w3 A4S AFESt o5 slstEd dld S4skslth
HER2 &3}
SDC-TRAP-#
IC;, (nM)

SDC-TRAP-0020 >5000

SDC-TRAP-0019 4419

SDC-TRAP-0068 262

SDC-TRAP-0078 1005

SDC-TRAP-0082 1042

SDC-TRAP-0093 >5,000

SDC-TRAP-0102 >5,000

SDC-TRAP-0103 245

SDC-TRAP-0130 1829

[1181]

LRSS LR E:

SDC-TRAP-# A& %(1h)
SDC-TRAP-0068 96.5%
SDC-TRAP-0141 101%
[1182]
[1183] A A& 27: SN-388 X33} SDC-TRAP
[1184] SDC-TRAP-0011
[1185] (9)-4,11-g | d-4-3}o] =FA]-3,14-1] 542-3 4,12, 14-H Eg}sto] E2-1H-9] 2} = [3' 4" :6, 7] == A ==[1,2-
bIFET-9-91  4-(4-(3-(2,4-T] 30| = ZA|-5-0] &L 2 W3l )-5-5ho] = ZA|-4ll-1,2, 4-E ] o} F-4-21 ) 5 5.4] ) 3]
e d-1-7H5 el &
(@]
Cr
(0]
HO. ZC :7
1 N)—
OH
HO -
[1186] N-N
'"H NMR (400 MHz, DMSO-ds) 6 10.02 (s, 3H), 8.17 (d, J=9.2 Hz, 1H),
8.01 —7.93 (m, 1H), 7.74 — 7.62 (m, 2H), 7.18 — 7.01 (m, 4H), 6.70 (s, 1H), 6.40 (s,
1H), 6.05 (s, 1H), 5.44 (d, J=4.7 Hz, 1H), 5.25 (s, 2H), 4.92 (dd, J=11.8, 6.8 Hz,
1H),4.69 (d, J=10.6 Hz, 2H), 4.03 (q, /= 7.1 Hz, 1H), 3.79 (s, 1H), 3.59 (s, 1H), 3.17
(q,J=7.6 Hz, 2H), 3.03 — 2.87 (m, 2H), 2.55 (s, 1H), 2.21 — 1.96 (m, 2H), 1.73 (s,
2H), 1.30 (t, /= 7.6 Hz, 3H), 1.01 — 0.81 (m, 9H) ppm; C4sH4NOjpl 3 ESMS
] ; A&X): 820, ).
[1187] A2 : §28.3; A=): 829.1 (M + HY)
[1188] SDC-TRAP-0012
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[1189]

[1190]

[1191]
[1192]

[1193]

[1194]

[1195]
[1196]

[1197]

S=50dl 10-2163906

($)-4,11-t] e B-9-3}o| =HA|-3,14-T] & 4-3,4,12, 14-H E&}to| =2 -1H-T 2} 1= [3',4':6, 7] 0 =] A = [ 1, 2-
b1 = -4-U-4-(4-(3-(2,4-T) 8}0] =& A -5-0] & ST 2 A 3| d )-5-5} 0] = Z A -4H-1,2, 4-E &) 0} F-4- ) 7 4] ) 7]
Hd-1-75 A g o] E slo]lmgFwefo]=

'"H NMR (400 MHz, DMSO-ds) 8 11.88 (s, 1H), 10.34 (s, 1H), 9.60 (s, 1H),
9.43 (s, 1H), 8.02 (t, J = 10.0 Hz, 1H), 7.46 — 7.38 (m, 2H), 7.15 — 7.07 (m, 2H), 6.98
(d, J =152 Hz, 3H), 6.78 (s, 1H), 6.27 (s, 1H), 5.45 (d, J = 3.6 Hz, 2H), 5.30 (d, J =
2.4 Hz, 2H), 4.64 (d, J= 9.6 Hz, 1H), 4.03 (m, 1H), 3.57 (s, 1H), 3.20 (s, 1H), 3.09 (q,
J=7.6Hz, 3H), 2.98 (q, J= 6.9 Hz, 1H), 2.55 (s, 4H), 2.14 (q, /= 11.2, 9.3 Hz, 3H),
1.46 (s, 1H), 1.29 (t, J = 7.6 Hz, 3H), 0.99 — 0.87 (m, 9H).ppm; C4sHyNeO1o ot
ESMS A2 : 828.3; 42x): 829.0 (M + H").

SDC-TRAP-0014

(9)-4,11-t]o| & -9-5}0] =2 A]-3,14-T] & 43 4,12, 14-H| EF}5to| =2 -10-T 2= [3' ,4':6,7] A =2 A= [1,2-

blFAEHA-4-Y 4-((4-(3-(2,4-H 3o =FA|-5-0| 2 X 2 Fd )-5-3} ] EFA|-4H-1, 2, 4-E 2] o}Z-4-% ) 7 35A] )
)y gd-1-7HEd ol B

'H NMR (400 MHz, #&& -ds) 5 8.07 (d, J=9.1 Hz, 1H), 7.91 (d, J=
9.1 Hz, 1H), 7.52 — 7.36 (m, 4H), 7.35 - 7.16 (m, 2H), 7.04 (d, J = 8.4 Hz, 1H), 6.94
(d, J=8.5Hz, 1H), 6.57 — 6.49 (m, 1H), 6.37 (s, 1H), 5.67 (d, J = 16.9 Hz, 1H), 5.42
(d, J=17.0 Hz, 1H), 4.45 (s, 2H), 4.12 - 4.00 (m, 1H), 3.88 (dd, /= 17.8, 7.5 Hz, 1H),
3.78(d, J=7.6 Hz, 1H), 3.39 (s, 2H), 3.14 (q, J = 10.3, 6.7 Hz, 2H), 2.99 (dt, J = 14.4,
7.1 Hz, 1H),2.83 (d, J= 14.9 Hz, 1H), 2.37 - 1.96 (m, 5H), 1.86 (d, J = 13.2 Hz, 2H),
177 (d, J = 13.5 Hz, 1H), 1.62 (td, J=27.9,24.2, 13.8 Hz, 1H), 1.39 (t, /= 7.6 Hz,
3H), 1.04 (t, J = 7.5 Hz, 3H), 0.91 — 0.73 (m, 6H). ppm; CcH4NOyo o e ESMS
A%A) :842.3; A& : 843.1 (M + HY).

SDC-TRAP-0063

(S)-4,11-t) | D -4-3}o| == 1] -3, 14-T] = 4-3,4,12, 14-H| ET}slo| = 2-1H-1] &} = [3' 4" E9Ax[1,2-
blAEH-9-4 4-(2-(5-(3-(2,4-H3lo| EFA|-5-o] A~ 2 A 5| d )-5-3} 0| =FA|-4H-1,2,4~ Ea] o} Z-4-)-1H-2!
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N
HO T

[1198] LH

"HNMR (400 MHz, 822%&-d) §8.21 (d,/=9.2 Hz, 1H), 7.84 (d, J =
2.5Hz, 1H), 7.68 (s, 1H), 7.64 — 7.56 (m, 2H), 7.47 (d, J=8.7 Hz, 1H), 7.24 - 7.12 (m,
2H), 6.55 (dd, J = 3.2, 0.8 Hz, 1H), 6.37 (d, /= 4.2 Hz, 2H), 5.73 (d, / = 16.3 Hz, 1H),
5.36—5.24 (m, 3H), 4.41 (d, J= 13.5 Hz, 1H), 4.29 (q, /=9.3, 7.5 Hz, 3H), 3.17 (q, J
=7.7Hz, 2H), 3.06 (t, J = 12.7 Hz, 1H), 2.96 — 2.77 (m, 2H), 2.42 (s, 2H), 1.90 (dq, J
=14.2,7.1 Hz, 6H), 1.45 — 1.33 (m, 5H), 1.31 — 1.22 (m, 1H), 1.04 (t, /= 7.3 Hz, 3H),
0.50 (d, J=6.8 Hz, 6H). ppm; C4oH49N70q01 tha ESMS A :879.4; A5x]: 880.2

[1199] (L +H),
[1200] SDC-TRAP-0064
[1201] (S)-4,11-t] o &-9-8l o] == A]-3 14-1] 2 4-3,4,12, 14-B| Eg}slo]| B2 -1H-9 2} = [3',4':6,7] A0 =8| X =1, 2-
blFED-4-U  4-(2-(5-(3-(2,4-T 8o EF A -5-0] 2 Z 2 W3l d)-5-8 o] =5 A -4lI-1,2,4-E & o} F-4-% )~ 1]
E-1-d)d ) I d-1-7HE A ol E
N.
HO\( /N OH
N
5o 1,
[1202]
[1203] CagN:0g0ll THEF ESMS AIARA]: 879.4; A2 880.1 (M+H).
[1204] SDC-TRAP-0065
[1205] (S)-4,11-t]o| gd-4-3}o] =2 A]-3,14-T] 2 4-3 4,12, 14-B| Eg}slo| = &2 -1H-9] &} = [3",4':6,7]AE A =[1,2-
blA=HU-9-¢ (3-(4-(4-(3-(2,4-t3lo| == A -5-0] A Z 2 A ¥ )-5-3}o| == A -4l]-1,2,4-Eg] o} Z-4-A )|l
A)IHgA-1-d) 22 (de)Flul o] E
OH
[1206]
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'H NMR (400 MHz, 822X & -d)  8.22 (dd, 7=9.3, 2.0 Hz, 1H), 7.86
(dd, /=8.9,2.6 Hz, 1H), 7.70 (d, /=2.2 Hz, 1H), 7.66 — 7.56 (m, 1H), 7.49(d, J=7.9
Hz, 2H), 7.37—-7.24 (m, 4H), 6.47 (d, /= 16.0 Hz, 1H), 6.41 — 6.35 (m, 1H), 5.72 (dd,
J=162,2.2Hz, 1H), 5.37 - 5.26 (m, 3H), 4.0 (m, 1H), 3.57 (d, / =4.1 Hz, 3H), 3.51
—3.35(m, 3H),3.19(d, J=8.4 Hz, 4H), 3.09 (d, J=2.2 Hz, 1H), 2.92 (dt, /=19.0, 7.0
Hz, 1H), 2.58 —2.42 (m, 6H), 1.92 (dq, /= 15.4, 7.4 Hz, 5H), 1.41 (tt, /=7.7, 4.1 Hz,
4H), 1.32 - 1.22 (m, 2H), 1.04 (t, /= 7.4 Hz, 3H), 0.78 — 0.65 (m, 6H). ppm;

[1207] C49H54N309°“ i@ ESMS A4x: 898.4; A&X) : 899.2 (M + H+)

[1208] SDC-TRAP-0066

[1209] (S)-4,11-t]o| &d-4-3}o] =2 A]-3,14-T] 2 4-3 4,12, 14-B| Eg}slo| = &2 -1H-9] &} = [3",4':6,7]AE & A =[1,2-
bl =H-9-¢ (2-(4-(4-(3-(2,4-H3}o| EF A -5-0]| A Z 20 H|d )-5-3} 0| EFA|-4H-1,2,4-E ] o} Z-4-L )l
) -1-d) ol d) (") 7huH o] E

HO

[1210]

'HNMR (400 MHz, 222 ¥£8-d) §8.22 (dd, /=9.2,2.9 Hz, 1H), 7.87 (t,
J=2.5Hz, 1H),7.70 (d, J= 1.3 Hz, 1H), 7.62 (ddd, /= 8.7, 5.9, 2.4 Hz, 1H), 7.51 —
7.44 (m, 2H), 7.31 - 7.23 (m, 2H), 6.47 (d, /= 15.7 Hz, 1H), 6.39 - 6.31 (m, 1H), 5.70
(d, J=16.4Hz, 1H), 5.37 - 5.26 (m, 3H), 3.61 — 3.53 (m, 3H), 3.43 — 3.33 (m, 3H),
3.25-3.13 (m, 3H), 3.10 (s, 1H), 2.96 — 2.84 (m, 1H), 2.77 — 2.60 (m, 5H), 2.55 (s,
4H), 1.99 — 1.85 (m, 2H), 1.41 (t, /=7.7 Hz, 3H), 1.03 (t, /= 7.3 Hz, 3H), 0.77 - 0.65
[1211] (m, 6H). ppm; CygHs,NgOooll thadt ESMS A4A: 884.4; %) : 885.1 M + H).
[1212] SDC-TRAP-0084

[1213] (S)-4,11-t] o & -9-3} o] =& A]-3,14-T] 2 4-3 4 12, 14-H Eg}slo]| =2 -1H-9] &} =[3' ,4": ol =T A (1,2
blFAEH-4-A (3-(4-(4-(3-(2,4-H3lo]| =FA|-5-0]| 2 Z 2 A )-5-3}0| =2 A -4l]-1,2 4-E gl o} F-4-2 ) ¥l
A A gz-1-d)Z29) (dE)7lupd o] E

HO

[1214] OH

'"H NMR (400 MHz, DMSO-dg) § 12.05 (s, 1H), 9.74 (s, 1H), 8.02 (dd, J =
9.9, 6.7 Hz, 1H), 7.50 (t, /= 7.7 Hz, 1H), 7.45 — 7.33 (m, 3H), 7.27 — 7.17 (m, 2H),
7.01(d, J=5.8 Hz, 1H), 6.85 (d, J=2.3 Hz, 1H), 6.26 (d, J = 3.2 Hz, 1H), 5.44 (d, J =
2.4 Hz, 2H), 5.28 (s, 2H), 4.12 (d, J = 16.9 Hz, 1H), 3.96 (s, 1H), 3.69 (s, 2H), 3.64 (s,
1H), 3.31 - 3.22 (m, 1H), 3.18 (m, 7H), 3.09 (d, J = 16.2 Hz, 3H), 2.98 (p, /= 6.8 Hz,
1H), 2.89 (s, 2H), 2.76 (s, 1H), 2.46 (s, 2H), 2.20 — 2.05 (m, 2H), 1.84 (t, /= 8.2 Hz,
1H), 1.27 (td, J="7.7, 4.8 Hz, 3H), 1.02 — 0.85 (m, 9H).ppm; CaoHssNgOol th

A3 : 898.4; A=xX ) ).
[1215] ESMS A4t A&X:899.3 (M +H")
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[1216] SDC-TRAP-0086

[1217] (S)-4,11-t] o d-4-3}0] =2 A]-3 14-T] 2 4-3 4,12, 14-H| Eg}ato] =2 -1H-3] 2= [3' 46,7158 A= [1,2-
blAET-9-9 4-(4-(3-(2,4-tsto] =5 A -5-o]| A X 2 T 3| d)-5-8}o] =5 A|-4H-1,2, 4~ EE]OP*—ZL ) HAuvE) 9
A d-1-7H5 A g o] E

[1218] OH

'H NMR (400 MHz, 822%&-d) §8.21 (d, J= 9.2 Hz, 1H), 7.85 (d, J =
2.5 Hz, 1H), 7.69 — 7.57 (m, 2H), 7.37 (d, J =7.9 Hz, 2H), 7.28 (d, J = 8.8 Hz, 2H),
6.44 (d, J=1.6 Hz, 1H), 6.37 (d, J= 1.1 Hz, 1H), 5.74 (dt, J = 16.3, 1.2 Hz, 1H), 5.36
—5.24 (m, 3H), 4.42 (d, J=13.4 Hz, 1H), 4.31 (d, J = 13.3 Hz, 1H), 3.23 — 3.03 (m,
3H), 2.94 (dq, J=14.0, 7.3 Hz, 2H), 2.76 (t, J= 7.7 Hz, 2H), 2.05 (d, /= 0.9 Hz, 1H),
1.91 (dq, J= 14.6, 7.4 Hz, 4H), 1.66 (d, J=7.7 Hz, 2H), 1.40 (q, /= 9.8, 8.7 Hz, 5H),
1.08 —0.89 (m, 3H), 0.74 (d, J = 6.8 Hz, 6H). ppm; C4;H4sNOo0l W& ESMS AlAkA]:
840.4;4&x): 8412 (M + HY).

[1219]
[1220] SDC-TRAP-0088
[1221] (9)-4,11-t) o & -4-5}o] =2 A]-3, 14-T] £ 4-3 4,12, 14-H Eg}sto| 2 -1H-7] 2} = [3' ,4':6,7]A0 =] X = [1,2-
b]#=H-9-4 4-((4-(4-(3-(2,4-tJ8lo| =F A -5-o] A Z 2 FHd )-5-3} o] =F A -4H-1,2, 4-E 2] o} Z-4- )l
A)IHz-1-d) W) I g d-1-715 4 g o E
(Nﬁ
»
k@ OH
N/QN
=N
OH
[1222]
[1223] CosNeOgoll THEF ESMS AIARA: 924.4; 2221 925.4 (M+H).
[1224] SDC-TRAP-0087
[1225] (9)-4,11-t) o & -9-5}o] =2 ]-3 14-T] £ 4-3 4,12, 14-H Eg}sto| E 2 -1H-F] 2} = [3' 4" :6,7]A0 5] X = [1,2-

DIFED 4L (2-(4-(4-(3-(2,4-Tl o) EF A 50| 2 Z 23] D) -5-5Fo] = HA 41,2, 4-E 2] o} E-4-2) ]
A)s s eba-1-2) ) (&) Tt o] =
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[1226]

'H NMR (400 MHz, W€ -d,) § 8.54 (s, 1H), 8.20 (s, 1H), 7.90-7.50
(m, 4H), 7.41 (s, 1H), 7.28 (s, 1H), 6.90-6.20 (m, 2H), 5.70-5.30 (m, 6H), 4.40-4.10
(m, 7H), 3.98 (s, 2H), 3.77 (s, 2H), 3.71 (s, 2H), 3.59 (s, 2H), 3.37 (d, J = 19.0 Hz, 5H),
3.05 (s, 1H), 2.94 (s, 1H), 1.44 (s, 2H), 1.05 (dd, J = 19.6, 6.6 Hz, 6H), 0.96 (d, J = 6.6
[1227] Hz, 6H). ppm; C4sHs,NsOy0l the ESMS A4EA: 884.4; 454 : 885.3 (M + HY),
[1228] SDC-TRAP-0089

[1229] (9)-4,11-t o @ -4-3} 0] =FA|-3, 14-1] % 43,4, 12, 14-H| E&}slo] =2 -1H-9) 2= [3' ,4':6,7] A=A = [1,2
b]FEH-9-Y 4-(5-(3-(2,4-t]3lo| =F A -5-0]| A 2 A | d )-5-3} o] =5 A]-4l-1,2,4-E ] o}E-4-Y ) o] 222
—2-) ¥ A -7k ol &

HO

[1230]

'HNMR (400 MHz, 222 %8 -d) 5 8.22 (d, /= 9.2 Hz, 1H), 7.87 (. J =
2.5 Hz, 1H), 7.69 (s, 1H), 7.62 (dd, J=9.2, 2.5 Hz, 1H), 7.39 (d, J = 7.8 Hz, 1H), 7.20
(d, J=7.5Hz, 2H), 6.49 (s, LH), 6.36 (s, 1H), 5.71 (d, J = 16.4 Hz, 1H), 5.36 - 5.25
(m, 3H), 431 (d, J= 133 Hz, 1H), 4.18 (d, J = 13.3 Hz, 1H), 4.11 — 4.03 (m, 4H), 3.42
~3.30 (m, 1H), 3.19 (q, J = 7.7 Hz, 1H), 3.00 (h, J=7.4, 6.9 Hz, 1H), 2.81 ~2.71 (m,
1H), 2.09 — 2.00 (m, 2H), 1.98 — 1.85 (m, 5H), 1.42 (t, J=7.7 Hz, 3H), 1.32 - 1.23 (m,
3H), 1.04 (t, J = 7.4 Hz, 3H), 0.79 (d, J = 6.8 Hz, 6H). ppm; C7Hy;N,O0ol ESMS
[1231] tek AR : 853.3; 451 8543 (M + HY).
[1232] SDC-TRAP-0090

[1233] (9)-4,11-t] o B -4-3}0] EF A -3, 14-T] §4:-3,4,12, 14-E| E&}alo] =R -1H-9) 2= [3' 416,71 Q52 A %= [1,2-
blFE#1-9-¢ 4—(5—(3—(2,4—E16}015%A1—5—o]iiiaaﬂg)—5—0}015%A1—4H—1,2,4—Ea1o}é——zl—%lME]EJ—
2-d) Tl Rl -1-7h5 A El o] E

HO

[1234] OH
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[1235]
[1236]

[1237]

[1238]

[1239]
[1240]

[1241]

[1242]

"H NMR (400 MHz, 22225 -d) §8.25 (d, /= 9.3 Hz, 1H), 8.12 (d, J =
2.8 Hz, 1H), 7.91 (d, J = 2.7 Hz, 1H), 7.78 — 7.57 (m, 2H), 7.51 (dd, / = 9.1, 2.8 Hz,
1H), 6.85 (dd, J = 9.4, 2.8 Hz, 1H), 6.62 (d, J= 2.8 Hz, 1H), 6.39 (d, J = 2.8 Hz, 1H),
571 (d, J=16.5 Hz, 1H), 5.39 — 5.22 (m, 4H), 4.07 (s, 1H), 3.98 —3.68 (m, 4H), 3.21
(d, J=7.8 Hz, 2H), 3.12 - 2.95 (m, 1H), 2.06 (d, J = 2.8 Hz, 2H), 2.01 — 1.86 (m, 2H),
1.61 (d, J=7.0 Hz, 1H), 1.44 (td, J =7.7, 2.8 Hz, 4H), 1.26 (d, J = 3.4 Hz, 2H), 1.05
(td, J=17.3, 2.8 Hz, 3H), 0.94 - 0.80 (m, 6H). ppm; C3HyxNgOpoll thet ESMS AAA:
8143;45%: 8152 (M + H").

SDC-TRAP-0091

(S)-4,11-t) o & -9-&}o] == ] -3 14-1]
blAET-4-4  4-(5-(3-(2,4-Hslo| =
2-d) ISR -1-7HE A o &

N
HO =
Y/

N
HO N/‘N/>\OH

'H NMR (400 MHz, DMSO-d) & 11.93 (s, 1H), 9.64 (s, 1H), 9.48 (s, IH),
7.99 —7.87 (m, 2H), 7.49 — 7.37 (m, 3H), 7.04 (s, 1H), 6.98 — 6.91 (m, 2H), 6.28 (s,
1H), 5.53—5.38 (m, 2H), 5.29 (d, /= 1.8 Hz, 2H), 3.78 — 3.60 (m, 4H), 3.51 - 3.34 (m,
4H), 3.14 - 2.95 (m, 3H), 2.14 (dd, /= 14.3, 7.0 Hz, 2H), 1.38 — 1.21 (m, 3H), 1.04
(dd, J=6.9, 1.9 Hz, 6H), 0.92 (t, /= 7.4 Hz, 3H). ppm; C,;3H4,NgOo ol thg ESMS
AN :814.3; 45X §15.2 (M + H).

SDC-TRAP-0092

S=50dl 10-2163906

(9)-4,11-t]o &-9-3}o] == A]-3,14-T] 434,12, 14-H EF}sto| =2 -110-9] 2} = [3' ,4":6,7] U =2 X =[1,2

bl#AEH4-Y 4-(5-(3-(2,4-YFFo)| =FA]-5-0o| A X 2 HHd)-5-5}o] =& A -4H-1,2, 4~ Ea]o}*—z; ¢)o] A9l

~2-9) 33 &) 9-1- 7k A e o] =

HO
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A-3,4,12, 14-HEgslol =2 -1H-9 2} [3',4':6,7]A =) A =[1,2-
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[1243]
[1244]

[1245]

[1246]

[1247]
[1248]

[1249]

[1250]

S=50dl 10-2163906

'"HNMR (400 MHz, 222 %% -d) 5 8.02 (d,/=9.1 Hz, 1H), 7.89 (d, J =
9.1 Hz, 1H), 7.47 — 7.37 (m, 1H), 7.30 — 7.20 (m, 2H), 7.17 (dd, J = 9.8, 2.6 Hz, 2H),
7.04 (s, 1H), 6.50 (d, /=27.1 Hz, 1H), 6.32 (d, /=4.2 Hz, 1H), 5.68 (d, / = 16.9 Hz,
1H), 5.40 (d, J=16.9 Hz, 1H), 5.18 — 4.87 (m, 2H), 4.41 —4.19 (m, 1H), 4.10 - 3.81
(m, 4H), 3.76 — 3.60 (m, 1H), 3.48 — 3.36 (m, 1H), 3.09 — 2.85 (m, 6H), 2.72 (s, 1H),
2.28 (dd, J=13.8, 7.5 Hz, 1H), 2.22 - 2.08 (m, 1H), 1.88 (d, /= 10.1 Hz, 1H), 1.68 —
1.54 (m, 1H), 1.35-1.18 (m, 3H), 1.02 (dt, /= 12.6, 6.1 Hz, 3H), 0.85 — 0.69 (m, 6H).
ppm; Cy7Hi7N7Oo0l tig ESMS AI3EA - 853.3; 452 : 854.2 (M + HY).

SDC-TRAP-0104

(S)-4,11-t) o &-9-8l o] == A]-3 14-1] 2 %4-3,4,12, 14-H| Eg}slo]| B2 -1H-9 2} = [3',4':6,7] A0 =8| X =1, 2-
bl#AEH-4-Y  4-(4-(3-(2,4-T3}o| EFA|-5-0]| A X 2 A )-5-3} 0| EEA]-4l-1,2,4-E g| o} Z-4-4 ) Hu| & ) 7]
A d-1-7F5A o E

HO,

N
H !
© N‘N)\OH

'H NMR (400 MHz, 22225 -d) § 8.44 (d, J = 9.2 Hz, 1H), 8.11 — 7.96
(m, 2H), 7.72 (s, 1H), 7.53 (d, J =9.2 Hz, 1H), 7.35 (s, 1H), 7.30 — 7.13 (m, 4H), 6.50
—6.29 (m, 2H), 5.68 (d, /=17.3 Hz, 1H), 5.40 (d, /=17.3 Hz, 1H), 5.18 (t, /= 5.4 Hz,
2H), 4.42 (dd, J =24.8, 13.2 Hz, 1H), 4.05 — 3.89 (m, 1H), 3.44 (s, 3H), 2.84 — 2.60
(m, 4H), 2.44 - 2.10 (m, 2H), 1.94 - 1.80 (m, 5H), 1.61 (dd, /= 11.7, 3.7 Hz, 3H), 1.36
(dt, J=12.3, 4.9 Hz, 3H), 1.05 (dgq, /= 13.8, 7.0 Hz, 3H), 0.78 — 0.61 (m, 6H). ppm;
C47HysNgOg ol td ESMS AREA : 840.4; A& : 841.2 (M + HY).

SDC-TRAP-0106

(S)-4,11-T] o] -9~} o] =2 A| -3, 14-T] & 2-3 4,12, 14-H| E oo = 2-1H-7) 2} = [3',4' 16,71 =8| A = [1,2-
blF -4 2-(4-(4-(3-(2,4-T] BFo] =2 A]-5-0] 23 2 W 5| d )-5-8F0] = A]-4lI-1,2,4- E 2] o} F-4-9 ) 7o)
2) 392 W -1-91 oAl Hlo] &

OH
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[1251]
[1252]

[1253]

[1254]

[1255]
[1256]

[1257]

[1258]

[1259]

[1260]

[1261]

S=50dl 10-2163906

'HNMR (400 MHz, 222 &-d) 5 8.00 (d, /=9.1 Hz, 1H), 7.39 (dd, J =
5.2,2.5Hz, 1H), 7.31 (d, J=2.6 Hz, 1H), 7.29 — 7.14 (m, 4H), 6.40 (d, J = 23.7 Hz,
2H), 5.68 (d, J = 17.0 Hz, 1H), 5.42 (dd, J = 17.0, 3.1 Hz, 1H), 5.22 (s, 2H), 3.11 (q, /
=7.9 Hz, 2H), 2.98 — 2.81 (m, 2H), 2.59 (dt, J = 10.3, 4.7 Hz, 2H), 2.45 — 2.08 (m,
6H), 1.80 — 1.44 (m, 4H), 1.44 — 1.19 (m, 6H), 0.99 (t, J = 7.4 Hz, 3H), 0.70 (dd, J =
6.8, 2.3 Hz, 6H). ppm; CsHsoNeOool & ESMS AN : 854.4; 45X : 855.3 (M +
HO.

SDC-TRAP-0107

(8)-4,11-go| &€-9-3} o] =FA|-3, 14-T £ 24-3 4,12, 14-H EZSlo] E2-1H- 2} = [3',4':6, 7] A =2 A =[1,2-
bIFEA-4-2  2-(4-(2-(5-(3-(2,4-T) SO =H A -5-0] 2 X 2. 3| d)-5-3} o] =H A -dli-1,2,4-E 2] o} E4-% )~
H-?1E-1-) el &) vl d 2jd-1-4 ) obAl H| o] E

'"HNMR (400 MHz, 22228 -d) 5 8.07 — 7.92 (m, 1H), 7.54 (d, /= 7.2
Hz, 1H), 7.36 (dq, J=5.9, 3.7 Hz, 5H), 7.30 - 7.19 (m, 1H), 7.19 — 6.99 (m, 2H), 6.47
(d, J=3.5Hz, 1H), 6.41 - 6.27 (m, 2H), 5.75—5.59 (m, 1H), 5.41 (d, /= 17.1 Hz, 1H),
5.21 (s, 2H), 4.26 — 3.94 (m, 2H), 3.51 — 3.24 (m, 5H), 3.11 (q, /= 7.6 Hz, 2H), 2.93 (t,
J=13.0 Hz, 2H), 2.80 (q, J = 6.8 Hz, 1H), 2.23 (ddd, J = 36.9, 13.1, 7.3 Hz, 4H), 1.71
(td, J = 14.1,13.5, 5.4 Hz, 4H), 1.48 — 1.15 (m, 5H), 1.05 — 0.89 (m, 3H), 0.52 — 0.32
(m, 6H).ppm; CsoHs;N,Oool thed ESMS A4 : 893.4; A& : 894.3 (M + H").

SDC-TRAP-0145

(8)-4,11-t]e| d-4-3}o] =2 A|-3,14-T] & 2-3,4,12, 14-B| Eg}slo| 22 -1H-9] &} = [3",4':6,7]AZ 8 A = [1,2-
blHAEA-9-Y  (4-(4-(3-(2,4-U8}o| EZ A -5-0] A X 2 A ¥ )-5-(| DIH} 2D )-4H-1,2,4-E o} Z-4-L ) | 35
AD ) (AE) 7kt o] E

CoollaN-0y THEF ESMS AIAFR]: 905.3; A= 906.3 (M4H ).

SDC-TRAP-0204

(9)-(8)-4,11-to| d~4-3} 0] =2 A| -3, 14-T] & 4-3, 4,12, 14-H ET}slo| =2 -10-T g} = [3' ,4':6,7] A= A =[1,
2-b]F=H-9-¢

2-(4-(4-(3-(2,4-tJ 80| EE A -5-0| A X 2 A H d )-5-3} 0| EFA|-4H-1,2,4-E 2] o} E—~4-d) ¥ d ) 3] o 2} 7 -1-7} =
DI EH-1-7HEA g o E
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[1262]

[1263]
[1264]

[1265]

[1266]

[1267]
[1268]

[1269]

[1270]

10-2163906

omn
J
Jm
Qﬂ

'H NMR (400 MHz, 2228 -d) $ 8.20 (dd, /= 9.2, 5.6 Hz, 1H), 7.86
(dd, J=42.0,2.5 Hz, 1H), 7.72 — 7.50 (m, 2H), 7.22 — 7.08 (m, 2H), 6.95 (dd, J=35.5,
8.8 Hz, 2H), 6.49 — 6.25 (m, 2H), 5.72 (dd, J = 16.4, 4.4 Hz, 1H), 5.42 - 5.23 (m, 3H),
5.05—4.79 (m, 1H), 4.05 — 3.51 (m, 5H), 3.39 — 3.02 (m, 5H), 2.67 — 2.20 (m, 5H),
2.15-2.00 (m, 2H), 1.90 (h, J = 7.0 Hz, 2H), 1.50 — 1.31 (m, 4H), 1.26 (t, /= 7.1 Hz,
2H), 1.03 (td, J = 7.4, 2.6 Hz, 3H), 0.56 (ddd, J = 73.4, 8.4, 6.9 Hz, 6H). ppm;
CioHsoNsOjool that ESMS A4 : 910.4; A& : 911.1 (M + H").

SDC-TRAP-0207

(S)-4,11-go &-4-3}o] =FA|-3,14-T] & 4-3,4,12, 14-H E&slo] =2 -1H-9 2= [3',4':6,7]A =2 A =[1,2-
bIFER-0-2  (2-(4-(2-(5-(3-(2,4-T) ko] = F A -5-0] 22 2 W3 )-5-3ho] = H A ~dH-1,2,4-E 2] o} F-4-% )-
1H-Q15-1-90) ol &) 3 52 ©-1-91 )-2-% 20 &) (W] &) 7hubvl o] =

O
nAd
T

N

N.__OH
T

N’N
OH

HO

'HNMR (400 MHz, 2228 -d)  8.19 (dd, J =9.2, 2.9 Hz, 1H), 7.95 -
7.78 (m, 1H), 7.71 = 7.49 (m, 3H), 7.38 (dd, /= 28.1, 8.6 Hz, 1H), 7.18 — 7.05 (m, 2H),
6.50 (dd, J = 15.3, 3.4 Hz, 1H), 6.37 — 6.15 (m, 2H), 5.72 (d, J = 16.3 Hz, 1H), 5.38 —
5.09 (m, 3H), 4.49 — 4.02 (m, 5H), 3.78 (dd, J= 12.7, 5.5 Hz, 1H), 3.27 (s, 2H), 3.23 —
2.95 (m, 4H), 2.86 — 2.55 (m, 2H), 2.00 — 1.68 (m, 6H), 1.67 — 1.48 (m, 2H), 1.47 —
1.13 (m, 6H), 1.08 — 0.83 (m, 4H), 0.53 — 0.19 (m, 6H). ppm; Cs;HssNgO1o ol o
ESMS A4 : 950.4; A=) : 951.2 (M + H").

SDC-TRAP-0206

(8)-4,11-t] ol & -4-3}0] =% A -3, 14-T] §4-3,4, 12, 1~ E&}slo] = 2 -11-7] 2} [3' 416,711 52 A %= [1,2-
bIFER-9-9  (2-(4-(4-(3-(2,4-T]3to| =5 A -5-0] A x 2 A ol ) -5- (e D 7Hak 2 ) -4H-1, 2, 4- E 2] o} E-4-2)
A=A A 9 -1-9)-2-S 20 ) (W ) 7pube] o] £

Ol

N
\ »)—CONHEt
OH N‘N>/
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10-2163906

omn
J
Jm
Qﬂ

'"HNMR (400 MHz, 222 %8 -d) 5 8.16 (t, J= 8.8 Hz, 1H), 7.87 (dd, J =
16.2, 2.5 Hz, 1H), 7.69 — 7.51 (m, 2H), 7.39 (t, J = 5.9 Hz, 1H), 7.30-7.25 (m, 2H),
7.05 (dd, J = 8.6, 5.3 Hz, 2H), 6.59 — 6.30 (m, 2H), 5.73 (dd, J = 16.3, 2.6 Hz, 1H),
5.41 —5.13 (m, 3H), 4.66 (s, 1H), 4.45 — 4.16 (m, 2H), 4.00 — 3.77 (m, 1H), 3.71 (d, J
=15.5Hz, 1H), 3.49 (d, J = 13.3 Hz, 1H), 3.45 — 3.33 (m, 2H), 3.31 (s, 3H), 3.14 (d, J
=9.0 Hz, 3H), 3.01 - 2.84 (m, 1H), 2.03 — 1.79 (m, 4H), 1.76 — 1.51 (m, 4H), 1.43 —
1.32 (m, 3H), 1.30 — 1.14 (m, 3H), 1.02 (td, J = 7.4, 3.6 Hz, 3H), 0.98 — 0.89 (m, 1H),
0.76 (dd, J = 6.8, 4.1 Hz, 6H). ppm; Cs;Hs4NgOy ol th@ ESMS AR : 954.4; A&x):

" +
[1271] 9552 (M +H").

[1272] SDC-TRAP-0205

[1273] (S)-4,11-t]ol d-4-30] =FA|-3,14-1] 5 4:-3 4,12, 4-H Ee}ato| =2 -1H-9] 2} [3' 416,710 &2 A = (1, 2-
blFAET-9-2  4-(2-(5-(3-(2,4-T]to]| =5 A -5-0] A = P 7 g)—5—(01]%7}1#3%1)—4H—1,2,4—Ea]o}é~—4—%1)—
- E-1-)el &) I s e D-1-7H5 A g o] =

/>‘CONHE’(
[1274]
'HNMR (400 MHz, E22¥F-4) 6 8.20(d, /J=9.2Hz, 1H),7.84 (d, J =
2.5 Hz, 1H), 7.71 - 7.45 (m, 4H), 7.38 (t, /= 5.9 Hz, 1H), 7.26 - 7.11 (m, 2H), 6.61 —
6.23 (m, 3H),5.75 (d, /= 16.3 Hz, 1H), 5.39 — 5.17 (m, 3H), 4.5 — 4.17 (m, 4H), 3.49
—3.28 (m, 2H), 3.24 - 2.84 (m, 4H), 2.79 (p, J=6.9 Hz, 1H), 2.00 — 1.77 (m, 6H), 1.65
—1.55 (m, 2H), 1.40 (q, /=7.5 Hz, 5SH), 1.21 (t, J =7.3 Hz, 3H), 1.03 (t, /=7.3 Hz,
3H), 0.48 (ddd, J = 58.3, 7.0, 4.0 Hz, 6H). ppm; C5,Hs4NgOol ths ESMS A4 :
934.4;4%2:935.2 (M + H").
[1275]
[1276] SDC-TRAP-0208
[1277] (S)-4,11-t] | &-9-8}o] =2 A]-3,14-T] & 4-3, 4,12 14-H| Eg}slo] =2 -11-T] 2} 4= [3',4':6,7] A E A = [1,2-
blFAEA-4-U  4-(2-(5-(3-(2,4-U 3| EF A -5-0] A x 2 I d)-5- (N DIt U )-4l-1,2,4-E ] o} F-4-U )~
H-¢1E-1-) o) g H 2 d-1-7H A g o] E

HO

[1278] N/\N/)\CONHEt
'H NMR (400 MHz, DMSO-dg)  10.84 (d, J = 12.7 Hz, 1H), 10.08 (d, J =
16.6 Hz, 1H), 8.75 (s, 1H), 7.75 (dd, J= 51.2, 8.9 Hz, 1H), 7.44 — 7.13 (m, 4H), 7.13 —
6.64 (m, 3H), 6.40 — 6,02 (m, 3H), 5.35 — 4.86 (m, 4H), 4.09 (s, 3H), 3.56 (s, 1H), 3.05
—2.71 (m, 5H), 2.69 — 2.39 (m, 2H), 2.00 — 1.85 (m, 2H), 1.44 (d, J = 84.1 Hz, 5H),
1.14 - 0.99 (m, 4H), 0.82 (td, J= 7.2, 4.4 Hz, 3H), 0.71 (q, J = 10.2, 8.4 Hz, 4H), 0.32
(dd, J=19.9, 8.4 Hz, 6H). ppm; Cs5;H5yNsOg ol thdk ESMS A4EA : 934.4; A&

[1279] 9351 (M +H").
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[1280]

[1281]

[1282]

[1283]

[1284]

[1285]
[1286]

[1287]

[1288]

SDC-TRAP-0209

@@CEA

CONHEt

"HNMR (400 MHz, S22 %8 -d) § 11.34 (s, 1H), 8.17 — 8.05 (m, 1H),
7.85 (dt, J=10.0, 2.6 Hz, 1H), 7.78 — 7.67 (m, 1H), 7.63 — 7.49 (m, 2H), 7.45 - 7.36

(m, 1H), 7.01 (d, J = 8.5 Hz, 2H), 6.43 — 6.30 (m, 2H), 5.69 (tt, J = 14.8, 5.9 Hz, 1H),

5.35-5.14 (m, 3H), 4.90 (d, /= 7.9 Hz, 1H), 4.62 (s, 1H), 4.14 — 3.93 (m, 3H), 3.83

(dt,J=9.9,7.1 Hz, 2H), 3.77 - 3.65 (m, 2H), 3.54 (d, /= 12.6 Hz, 1H), 3.43 - 3.31 (m,

2H), 3.12 (q, J = 8.5, 7.0 Hz, 2H), 2.99 — 2.82 (m, 1H), 2.45 - 2.19 (m, 2H), 2.11 (s,
1H), 2.09 — 1.99 (m, 2H), 1.88 (p, J = 6.9 Hz, 2H), 1.75 (s, 2H), 1.44 — 1.15 (m, 7H),
1.06 — 0.89 (m, 4H), 0.88 — 0.60 (m, 6H).; Cs3HseNgOy1o1 thd ESMS A4 : 980.4;
A=5):980.1 M+ H".

SDC-TRAP-0210

HO

/ ggoo
HO A
N NN
N s
ka

'"H NMR (400 MHz, DMSO-d¢)  11.91 — 11.84 (m, 1H), 9.58 — 9.46 (m,

2H), 8.22 -8.13 (m, 1H), 7.97 (d, /=2.6 Hz, 1H), 7.83 (dd, /=4.4,2.4 Hz, 1H), 7.64
(ddd, /=8.2,5.0,2.4 Hz, 1H), 7.59 — 7.30 (m, 6H), 6.99 — 6.83 (m, 2H), 6.68 (d, J =
7.8 Hz, 1H), 6.52 (d, J=7.3 Hz, 1H), 6.43 (dt, /= 6.4, 3.2 Hz, 1H), 6.27 - 6.19 (m,
1H), 5.44 (s, 2H), 5.31 (d, /= 15.6 Hz, 2H), 5.02 (q, /=7.9, 6.0 Hz, 1H),4.83 (d, /=
9.7 Hz, 1H), 4.44 — 4.28 (m, 2H), 4.22 (q, /= 7.6 Hz, 2H), 4.08 — 3.91 (m, 4H), 3.73
(q,J=6.7Hz, 1H),3.52 (dq, J=11.4,5.5,4.8 Hz, 1H), 3.10 (ddt, / = 49.9, 25.2, 10.0
Hz, 2H), 2.84 (ddt, J = 32.9, 13.9, 6.6 Hz, 2H), 2.68 — 2.52 (m, 4H), 2.36 (d, /= 8.3
Hz, 1H), 1.45 (s, 3H), 1.36 — 1.06 (m, 3H), 0.93 — 0.74 (m, 6H).; Cs4Hs5¢NgO10 9l th&
ESMS A%A: 976.4;4%X]:977.2 (M + H").

SDC-TRAP-0213

S=50dl 10-2163906

(S)-4,11-t o & -4-3}o]| == A -3, 14-1] = %-3 4,12, 14-H Egslo]| =2 -1H-9] 2= [3' ,4':6,7]A =& A= [1,2-
bl#AEH-9-4 4-(4-(4-(3-(2,4-HJsfo| =F A 50| A X 2 I Fd )-5-(N DI U )-4l-1,2,4-E | o} E-4-Y) ¥

=) H] g -1-7 8 d ) -2-v &l 5] ] 2] ©l - 1-7} = A gl o] E

CONHEt

- 143 -



[1289]
[1290]

[1291]

[1292]

[1293]
[1294]

[1295]

[1296]

[1297]

[1298]

'HNMR (400 MHz, 222 %8 -d) § 8.21 (d, /= 9.2 Hz, 1H), 7.87 (s, 1H),
7.65 (s, 1H), 7.50 (m, 1H), 7.4 (m, 1H), 7.3 (m, 1H), 7.1 d, J = 1.2 Hz, 1H), 6.49 (s,
1H), 6.42 (s, 1H), 5.75 (d, J= 16.3 Hz, 1H), 5.35 — 5.24 (m, 3H), 4.72 (s, 1H), 4.30 (m,
1H), 4.17 — 4.02 (m, 2H), 3.60-3.30 (m, 4H), 3.16 (q, J = 7.8 Hz, 3H), 3.06 (s, 2H),
2.97 (s, 1H), 2.91 (p, J= 7.3, 6.9 Hz, 1H), , 1.90 (m, 5H), 1.72 (d, J = 12.6 Hz, 3H),
1.67 — 1.53 (m, 1H), 1.39 (dt, J = 13.1, 7.4 Hz, 4H), 1.30 — 1.16 (m, 6H), 1.03 (t, J =
7.4 Hz, 3H), 0.99 — 0.77 (m, 1H), 0.77 - 0.69 (m, 6H). ppm; CssHgoNsO11 o tha
ESMS A4 : 1008.4; A% : 1009.4 (M + H+).

SDC-TRAP-0214

o
J
Jm
Qﬂ

(S)-(S)-4,11-t]o| 2 -9-3}0o] EZA] -3 14-U] & 4-3 4,12, 14-H Eg}sto| =2 -1H-9 & = [3',4':6,7]¢
2p]FAE A4 2-(4-(4-(3-(2, 4—\46}01ciﬂ—5—opiia»ﬂa>—5—<oﬂ%ﬂum%>—4H—1,z,4—5ao}§—4—

D) sAD I A EH-1-7 ) I E 8 d-1-7} 5 A g o E

HO

Q\% Cgi\n

CONHEt o

"H NMR (400 MHz, DMSO-dg) § 10.75 (s, 1H), 10.23 (s, 2H), 9.78 (s, 1H),
8.92 (dt, J=11.8,5.9 Hz, 1H), 7.98 — 7.90 (m, 1H), 7.41 (tq, J = 5.0, 2.6 Hz, 2H), 7.36
—7.22 (m, 2H), 7.17 - 6.95 (m, 3H), 6.63 — 6.50 (m, 1H), 6.40 — 6.30 (m, 1H), 5.48 —
5.19 (m, 3H), 4.99 (dd, J = 8.4, 4.5 Hz, 1H), 4.87 — 4.73 (m, 1H), 4.66 — 4.57 (m, 1H),
4.02 (tt, J=12.8, 5.5 Hz, 1H), 3.50 — 3.34 (m, 1H), 3.25 — 3.04 (m, 4H), 2.41 - 2.32
(m, 1H), 2.16 (d, J = 10.8 Hz, 2H), 2.13 — 1.76 (m, 6H), 1.73 — 1.63 (m, 2H), 1.60 —
1.46 (m, 1H), 1.40 — 1.14 (m, 3H), 1.10 — 0.99 (m, 3H), 0.95 — 0.76 (m, 6H), 0.71 (dd,
J=6.8,2.8 Hz, 3H). ppm; Cs3HssNgOy;9l tid ESMS AXA]: 980.4; 45X : 981.2 (M
+ H+).

SDC-TRAP-0215

(S)-4,11-go| &€-4-3} 0] EFA|-3, 14-T] £2:-3, 4,12, 14-H EZslo] E2-1H-9 2} [3',4':6, 7] =] A =
bIFET-9-  2-(4-(2-(5-(3-(2,4-T)So] =2 A -5-0] 2 iiéﬁ]é)—&o}o}E%/\]—élH—l,2,4—Eﬂ°}§—4—%‘)—

1H-915-1-2) o &) 7] ¥ 2] 9 1-7h10.d ) 9] o €] ©-1-7h 2 A f o] =

HO //\O
i: :N; N
HO g
=N NN,
N‘N"'\\OH

'"HNMR (400 MHz, 222X & -d) 6 8.21 (d,/=9.5Hz, 1H), 7.87 (s, LH),
7.70 (s, 1H), 7.66 — 7.48 (m, 3H), 7.36 (s, 1H), 7.12 (d, J = 31.7 Hz, 2H), 6.42 (d, / =
60.7 Hz, 2H), 5.71 (d, /= 16.5 Hz, 1H), 5.42 — 5.03 (m, 3H), 4.25 (m, 4H), 3.77 (d, J
=14.9 Hz, 3H), 3.38 (dt, J= 3.3, 1.7 Hz, 3H), 3.18 (s, 3H), 2.80-2.50 (m, 2H), 2.28 (t,
J=7.7Hz, 1H), 1.85 (d, J=64.6 Hz, 11H), 1.61 (s, 4H), 1.39 (d, /=7.9 Hz, 3H), 1.04
(t, J=7.4Hz, 3H), 0.45 (d, J=21.7 Hz, 6H). ppm; CssHs53N3O101 th& ESMS A4t
990.4;45%A:991.3 M + H+).

SDC-TRAP-0216
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10-2163906

= A =

[1,2-



S=50dl 10-2163906

A [1,2-
o} £-4-4) 9

BN

[1299] (8)-4,11-t) o &-4-5}o] == A] -3, 14~ E]%i 3,4,12, 14-H Eg}slo| = 2-1H-9 2} [3',4':16,7]20 &
b]HAE=H-9-9 2-(4-(4-(3-(2,4-1] o}o] ZA|-5-ol AZ 2 h Y )-5-(N e 7R )-4H-1,2 ,4-E
AN I HdA-1-7lRd) 9 H 2 d-1-71 5 A o] E

@D Cé)k

CONHEt

[1300]

"HNMR (400 MHz, 222 %8 -d) 5 8.17 (t, /= 9.0 Hz, 1H), 7.84 (d, J =
2.6 Hz, 1H), 7.73 — 7.45 (m, 2H), 7.34 (t, J = 5.9 Hz, 1H), 7.02 (d, J = 8.2 Hz, 2H),
6.43 (s, 1H), 6.33 (s, 1H), 5.74 (d, /= 16.8 Hz, 1H), 5.44 — 5.06 (m, 5H), 4.62 (s, 1H),
429 (d, J=12.8 Hz, 1H), 3.75 (d, J = 98.1 Hz, 4H), 3.38 (p, /= 7.0 Hz, 2H), 3.15 (q,
J=7.3Hz, 2H), 2.90 (s, 1H), 2.03 — 1.49 (m, 11H), 1.46 — 1.33 (m, 4H), 1.25-1.14
(m, 6H), 1.01 (q, J = 7.3 Hz, 3H), 0.97 — 0.80 (m, 1H), 0.74 (d, /= 6.5 Hz, 6H). ppm;

[1301] C54H53N30]]°ﬂ & ESMS AR 9944, '.‘J_%i] 19954 (M + H+)

[1302] SDC-TRAP-0217

[1303] (S)-4,11-t] o &l -9-&} o] = E1]-3 14-T] 2 2-3 4,12 14-H Eg}slo| = 2-11-3] 2} = [3' ,4':6,7]AE A = [1,2-
bIAEA-4-2  4-(1-(4-(3-(2,4-U)Bko] EZA]-5-0] 2 Z 2 A 3 d)-5- (o D7Hh = ) ~4H-1,2, 4-E & o} Z-4-2)
¥ d-4-71 ) -2-w g v H 2l - 1-7H 5 A gl o] E

[1304] CONHEt

'"H NMR (400 MHz, 222X 5-d) § 8.01 (s, 1H), 7.54 (s, 2H), 7.32 (s,
3H), 7.19 (s, 3H), 6.45 (dd, J = 18.5, 11.0 Hz, 2H), 5.67 (s, 1H), 5.41 (s, 1H), 5.14 (s,
1H), 4.07 (tt, J = 6.3, 2.8 Hz, 3H), 3.57 (s, 3H), 3.41 (d, /= 16.0 Hz, 4H), 2.97 (d, J =
56.0 Hz, 4H), 2.40 —2.19 (m, 2H), 1.82 — 1.50 (m, 5H), 1.50 — 1.13 (m, 12H), 1.09 —
0.79 (m, 8H), 0.72 (s, 6H). ppm; CssHgNgOiooll thet ESMS A% : 1007.5; A&=:
[1305] 1008.5 (M + H+).

[1306] SDC-TRAP-0218

[1307] (S)-4,11-to| &€-9-3} o] EFA|-3,14-T] £ 24-3 4,12, 14-H EZSlo] E2-1H-9 2} = [3',4':6,7]A =2 A =[1,2-
bIFEA-4-2  (2-(4-(4-(3-(2,4-T] 5Fo] =5 A -5-0] 23 2. 9] )6~ (o AR & )~4li-1,2, 4-E 2] o} -4 )
)55 41) 9] 2] W 1-91 )-2- %ol ) (W ) T o]
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[1308]

[1309]
[1310]

[1311]

[1312]

[1313]

[1314]

[1315]

s==4

N
[ »—CONHEt
OH N~N>/

'H NMR (400 MHz, 22228 -d) 5 8.94 (s, 2H), 7.97 (d, J = 9.2 Hz, 1H),
7.68 (dd, J=22.4,7.6 Hz, 4H), 7.32 (t, J=2.5 Hz, 1H), 7.18 (s, 1H), 7.08 (s, 1H), 6.79
—6.68 (m, 1H), 6.47 (d, J=8.8 Hz, 1H), 6.39 (d, /= 15.8 Hz, 1H), 5.74 (dd, /= 16.8,
3.4 Hz, 2H), 5.35 (dd, J = 16.7, 2.7 Hz, 2H), 5.22 (d, J = 3.0 Hz, 2H), 4.93 — 4.75 (m,
2H), 4.45 (s, 1H), 4.02 (s, 1H), 3.64 — 3.45 (m, 4H), 3.22 (d, /= 11.8 Hz, 3H), 3.11 -
3.02 (m, 3H), 2.95 — 2.83 (m, 2H), 2.24 — 2.09 (m, 4H), 1.34 (td, /=7.1, 2.3 Hz, 6H),
1.12 (td, J = 7.4, 4.3 Hz, 3H), 0.90 — 0.78 (m, 3H), 0.73 (d, J = 6.9 Hz, 6H). ppm;
Cs51Hs4NgOqp o] g ESMS AR : 954.4; AZX] : 9554 (M + H+).

SDC-TRAP-0027

10-2163906

2-((4,11-t]ol @-4-3}o] =X A -3, 14-1] & 4-3 4,12, 14-H| Ee}ato] 2 -1H-7) 2} 3" ,4':6, 7] =& A = [1,2-
bl T = -9-) E AN N-(2-(5-(3-(2,4-1 3F o] =F Al -5-0] L R A ¥ d ) -5-8} o] = H A -4H-1,2,4-E 2] o}E-4-)

~1H-91E-1-9) ol &) -N-w o} 4] Eoju] =

Q
HQ
/ﬂﬁ}f
N \
S35
N
.

"H NMR (400 MHz, DMSO-d¢) 3 11.88 (s, 1H), 9.52 (s, 1H), 9.45 (d, J =
11.1 Hz, 1H), 8.09 (dd, J = 13.5, 9.1 Hz, 1H), 7.63 — 7.41 (m, 5H), 7.33 (dd, J = 32.2,
3.0 Hz, 1H), 6.94 (ddd, J = 8.7, 3.3, 2.0 Hz, 1H), 6.74 (d, J = 13.7 Hz, 1H), 6.50 (s,
1H), 6.43 (dd, J=3.1, 0.8 Hz, 1H), 6.23 (d, /= 2.1 Hz, 1H), 5.44 (s, 2H), 5.33 - 5.28
(m, 2H), 5.05 (s, 1H), 4.65 (s, 1H), 4.51 (d, J = 6.3 Hz, 1H), 4.32 (t, J = 6.5 Hz, 1H),
3.80 (t, J = 6.2 Hz, 1H), 3.65 (t, J = 6.5 Hz, 1H), 3.15 (dd, J = 17.6, 8.3 Hz, 2H), 2.95
—2.80 (m, 4H), 1.88 (hept, J = 7.2 Hz, 2H), 1.28 (g, J = 7.5 Hz, 3H), 0.93 — 0.78 (m,
9H). CacHusN,Og ol 3 ESMS AL :839.33; A=A :840.1 (M+H)".

SDC-TRAP-0028

2-((4,11-t) o) & -4-3}o] EZX]-3,14-T] 2 4-3,4,12, 14-H Egslo] e 2-1H-9 &= [3",4":6,7]0 =8 A =1, 2-
blHA=H-9-L)FA)-N-(2-(2-(5-(3-(2,4-HJ3}o] EF A -5-o| A X 2 L 7 d )-5-3} o] EF A -4l-1,2,4-E ] o} &~

4-90)-1H-91 5 -1-9) o 541 ) o &) N~ F o} A E v =
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S=50dl 10-2163906

[
HO.
™
OH R
[1316]
[1317] CostligN:0o0l THBE ESMS 712410 883.35; A1Z2]: 884.3 (WD) .
[1318] SDC-TRAP-0029
[1319] 4,11-t) o @ -4-3f0] =2 A]-3, 14-T] & 4-3, 4,12, 14-E| E&} 3o = 2-11-9 g} 1= [3',4':6,7] =2 X = [1,2-b] )
EU-9-9  (2-(2-(5-(3-(2,4-T] 3o EF A -5-o| A 2 A Hd )-5-3} o] EFA|-4H-1,2,4-E ] o} & -4-Y )-1H-%1 =~
1-) 52 E) (ve) 7haH o] E
/>—OH
[1320]
'"H NMR (400 MHz, DMSO-de) 6 11.87 (s, 1H), 9.50 (d, /= 19.6 Hz, 2H),
8.21 —8.14 (m, 1H), 7.96 (d, /= 9.5 Hz, 1H), 7.64 (d, J = 8.3 Hz, 1H), 7.52 (s, 1H),
7.43 (d,J=7.0 Hz, 2H), 7.33 (s, 1H), 6.91 (dd, J = 15.2, 8.5 Hz, 1H), 6.71 (d, /= 8.6
Hz, 1H), 6.52 (s, 1H), 6.43 (d, J = 13.7 Hz, 1H), 6.23 (s, 1H), 5.44 (s, 2H), 5.33 (s,
2H), 4.42 —4.36 (m, 2H), 3.77 (d, /= 11.5 Hz, 2H), 3.69 - 3.44 (m, 4H), 3.17 (t,/=7.3
Hz, 2H), 3.03 (s, 1H), 2.89 (d, J = 13.3 Hz, 2H), 1.89 (dq, /= 17.0, 9.1, 8.1 Hz, 2H),
1.27 (d, J=10.5 Hz, 3H), 0.85 - 0.74 (m, 9H). C4HN7Opo] Hg ESMS A4HA) :
[1321] 869.34; A=x|:870.2 (M+H)".
[1322] SDC-TRAP-0037
[1323] 4,11-t)o| g-9-3lo] == 1]-3 14-T] 8- 4-3 4,12, 14-H Eg}slo] = 2 -1H-9 2} =[3" ,4' 16,710 E] X =[1,2-b] F
Ed-4-9  (2-(2-(5-(3-(2,4-T)8lo]| =& A -5-0]| AL 2 A ¥ d )-5-5} o] = EA|-4H-1, 2, 4—EE] o} Z-4-91)-1H-S1 5
1-d) 52 E) (WE) 7w o] E
Hi
[1324]
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o
J
Jm
Qﬂ

10-2163906

"H NMR (400 MHz, DMSO-dq) 8 11.87 (s, 1H), 10.30 (s, 1H), 9.54 (s, 1H),
9.48 (s, 1H), 7.97 (t, /= 9.4 Hz, 1H), 7.45 - 7.25 (m, 4H), 7.00 (d, J = 23.6 Hz, 1H),
6.92 - 6.81 (m, 1H), 6.70 (d, /=2.3 Hz, 1H), 6.39 (d, J=3.0Hz, 1H), 6.23 (d, J=3.2
Hz, 1H), 5.45 (s, 2H), 5.28 (s, 1H), 5.21 (d, J= 6.9 Hz, 1H), 4.53 — 4.47 (m, 1H), 3.90
(d, J=6.3 Hz, 1H), 3.18—-2.97 (m, 6H), 2.88 (dt, /= 13.9, 7.0 Hz, 2H), 2.70 (s, 3H),
2.18 —2.05 (m, 2H), 1.27 (dt, J = 14.6, 7.3 Hz, 3H), 1.10 - 0.76 (m, 9H). C4/H4N-Oyg

ESMS A4k3) : 869.34; A& :870.3 (M+H)".
[1325] of AEA : A : (M+H)

[1326] SDC-TRAP-0038

[1327] 4,11-t]o & -9-3}0| =FA]-3,14-T] % 4:-3,4,12, 14-H EZ}slo| = 2-1H-3] 2} = [3' ,4':6,7]1J =2 A =[1,2-b]
Ed-4-d (2-(5-(3-(2,4-H 3| EEA]-5-0]| A 2 I d )-5-3} | =5 A -4H-1, 2,4~ EE]O]'*—ZL d)-1H-1=
1-d)dE) (We) 7w o] E

[1328]

"H NMR (400 MHz, DMSO-dq) & 11.94 (s, 1H), 10.33 (s, 1H), 9.52 (s, 1H),
9.44 (s, 1H), 8.01 (t, /=9.5 Hz, 1H), 7.67 (d, /= 8.8 Hz, 1H), 7.55 (d, /= 3.0 Hz, 1H),
7.41-7.25(m, 4H), 7.13-7.08 (m, 1H), 7.04 — 6.94 (m, 2H), 6.73 (dd, /=7.0, 4.4 Hz,
1H), 6.22 (s, 1H), 5.44 (s, 2H), 5.34 (s, 2H), 4.56 (s, 1H), 3.91 — 3.84 (m, 2H), 3.59 —
3.50 (m, 2H), 2.97 - 2.83 (m, 2H), 2.59 (s, 3H), , 2.31 (s, 1H), 2.14 (q, /= 7.3 Hz, 2H),
1.30 (t, /="7.5Hz, 3H), 1.01 — 0.86 (m, 9H). C4sHisN;O¢ o & ESMS A4HA :

$25.31; A3 : 826.4 (M+H)".
[1329] Rkl )

[1330] SDC-TRAP-0046
[1331] 4,11-t]ol| & -4-3}o] =2 A|-3, 14-U) & -3 4,12, 14-8| Eg}3lo]| = 2 -1H-7] g} [3' 4" :6,7] 1 =2 2 = [1,2-b] F)

|
=e-9-9l 4—(4—(3—(2,4—"4ﬂolE%'\l—5—01izi%ﬂ]‘é)—&é}‘ﬂE%'\]%H—l,2,4—Eﬂ°F§—4—°‘)‘%ﬂ’.é_‘ uMlﬁ‘r
1-7h3 A g o) =

o~

)

e

HOQ, >
HO ] N

N7 ~oH

'H NMR (400 MHz, DMSO-de) 3 11.95 (s, 1H), 9.62 (s, 1H), 9.43 (s, 1H),
8.18 (d, J=9.2 Hz, 1H), 8.00 (d, J = 2.4 Hz, 1H), 7.67 (dd, J = 9.1, 2.5 Hz, 1H), 7.40
—7.31 (m, 3H), 7.18 (d, J = 7.9 Hz, 2H), 6.80 (s, 1H), 6.53 (s, 1H), 6.28 (s, 1H), 5.44
(s, 2H), 5.34 (s, 2H), 3.69 - 3.46 (m, 4H), 3.19 (q, J = 7.7 Hz, 2H), 2.9 (p, J = 7.0 Hz,
1H), 1.88 (hept, J=7.1 Hz, 2H), 1.30 (t, /=7.5 Hz, 3H), 0.97 (d, J = 6.9 Hz, 6H), 0.89
(t, 7=7.3 Hz, 3H). CysHisN,Opol & ESMS A2k :827.33; A& : 828.2 (M+H)".

[1332]

[1333]

[1334] SDC-TRAP-0047
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[1335]

[1336]

[1337]
[1338]

[1339]

[1340]

[1341]

[1342]

[1343]

[1344]

S=50dl 10-2163906

4,11-t] o D-9-3}o]| == A]-3,14-T] % 22-3 4,12, 14-H| Eg}ato] =2 -1H-T] 2= [3',4':6,7]191 58] A = [1,2-b] F
5-4-9) 4-(4-(3-(2,4-T] 0] =5 4] 5-0] £ T 2 A5 )5-3ho] EH A 41,2, 4-E 2] o} 4-2) W) 3] 5 21 -
1-7HE A Yo E

H’\g>—’OH

'H NMR (400 MHz, DMSO-dg)  11.94 (s, 1H), 10.34 (s, 1H), 9.60 (s, LH),
9.41 (s, 1H), 8.08 — 8.00 (m, 1H), 7.47 — 7.39 (m, 2H), 7.32 (d, J = 8.0 Hz, 3H), 7.15
(d, J=8.1 Hz, 2H), 6.96 (s, 1H), 6.78 (s, 1H), 6.27 (s, 1H), 5.44 (d, J = 2.6 Hz, 2H),
5.32-5.27 (m, 2H), 3.71 (s, 1H), 3.62 (s, 1H), 3.56 — 3.47 (m, 2H), 3.39 (s, SH), 3.37
~3.23 (m, 6H), 3.09 (q, J = 7.5 Hz, 2H), 2.97 (p, J = 6.9 Hz, LH), 2.31 (s, 1H), 2.22 (s,
1H), 2.14 (q, J = 7.3 Hz, 2H), 1.30 (t, J =7.5 Hz, 3H), 1.01 — 0.86 (m, 9H). CisHsN0o
ol tj& ESMS A4t :827.33; A=) : 828.3 (M+H)*".

SDC-TRAP-0067

4,11-v) o & -4-3}o] =5 A -3, 14-T] % 4:-3,4, 12, 14-H| Eg}slo] =2 -1H-9] 2} [3',4':6,7]1= 2] A = [1,2-b] F
B0 4-((4-(4-(3-(2, 4-T) O] EH A -5-0] 2 X 23] ) -5-5}0 = A|-4lI-1,2,4-E ] o4 m)%)mﬂ
Fd-1-a)e) g d-1-7 =2 g o E

CoollsN:Ogoll TN ESMS AIXEX 1 923.42; A1 924.3 (W),

SDC-TRAP-0070

4,11-T] o) D—4-3} o] E2 A -3, 14-T] S 43, 4,12, 14-F| E&}oto] =2 -1H-3] 2} [3',4':6,7] 1S 2] A = [1,2-b]F
ER-9-9 4-(2-(4-(4-(3-(2,4-T) Bho] S HA| -5-0] & 3L 2 W )-5- o] = B A 4lf-1,2,4-E 2] 0} E-4-2) 3 )
HZz-1-d)de) ¥ d-1-7}5 A g ol E

H
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[1345]

[1346]

[1347]

[1348]

[1349]
[1350]

[1351]

[1352]

[1353]

[1354]

[1355]

S=50dl 10-2163906

CoHaNsOool] U1 EF ESMS AIRF]: 924.42; 2Z3: 925.3 (iHD)

SDC-TRAP-0077

9-(2-(4-(4-(3-(2,4-H3}o| =FA
A)-2-F Aol FA])-4, 11-Tt] o -
Q0

L

EE2A-1H-9 & =[3',4":6,7] A= A =[1,2-b] H =3-3,14(4H, 12H)-1]

'H NMR (400 MHz, DMSO-de)  11.93 (s, 1H), 9.61 (s, 1H), 9.41 (s, 1H),
8.09 (d,/=9.2Hz, 1H), 7.53 (dd, /=9.2,2.7 Hz, 1H), 7.44 (d, /= 2.8 Hz, 1H), 7.37
—7.25 (m, 3H), 7.15 (d, J = 8.3 Hz, 2H), 6.78 (s, 1H), 6.51 (s, 1H), 6.27 (s, 1H), 5.43
(s, 2H), 5.30 (s, 2H), 5.10 (s, 2H), 3.55 (s, 2H), 3.49 (d, /= 9.1 Hz, 4H), 3.16 (q, / =
7.6 Hz, 2H), 2.97 (p, /= 6.9 Hz, 1H), 2.46 (d, /= 5.8 Hz, 2H), 2.33 (s, 2H), 1.87 (hept,
J=7.0Hz, 2H), 1.29 (t, /= 7.5 Hz, 3H), 0.98 (d, /= 6.9 Hz, 6H), 0.89 (t, /= 7.3 Hz,
3H). CyHyN7Og e tig ESMS AAEx] : 841.34; A= : 842.1 (M+H)".

SDC-TRAP-0079

4,11-t) o d-9-3}o] EFA]-3,14-T]54-3 4,12, 14-H E&}3to] =2 -1H-9] 2} = [3' ,4" 16, 7] &8 X =[1,2-b] F

299)'d)-5-5}0] = H A -4-1,2, 4-E ) obE-4-2 ) il ) ) eh -1

-4-9 4-(4-(3-(2,4-T) Sho] B2 A|-5-0] 2T R A I )-5-3ko] EEA-4l-1,2, 4-E ] o} E-4-9) )- 2——'2—3 =

)] el-1-7h A o o] =

N
H r\LN/}‘OH

'H NMR (400 MHz, DMSO-ds) 5 11.99 (s, 1H), 10.35 (s, 1H), 9.64 (s, 1H),
9.40 (s, 1H), 8.03 (d, /= 9.1 Hz, 1H), 7.41 (d, J = 6.9 Hz, 3H), 7.07 (d, J = 10.8 Hz,
1H), 6.97 (d, J=9.8 Hz, 2H), 6.87 (s, 1H), 6.27 (s, LH), 5.4 (s, 2H), 5.29 (s, 2H), 3.73
(d, J = 13.4 Hz, 1H), 3.56 (d, J = 16.6 Hz, 3H), 3.32 — 3.23 (m, 4H), 3.09 (d, / = 8.0
Hz, 2H), 3.05 — 2.96 (m, 1H), 2.55 (s, 2H), 2.39 — 2.32 (m, 1H), 2.24 (s, 2H), 2.13 (d,
J=17.1Hz, 2H), 1.28 (q, J = 13.0, 10.1 Hz, 3H), 0.96 (d, J = 6.9 Hz, 6H), 0.89 (t, J =
7.3 Hz, 3H). C4sHuFN;0p o] H@ ESMS A4t : 845.32; AZ&X] : 846.2 (M+H)".

SDC-TRAP-0081

4,11-t) o d-9-3}lo] EFA]-3,14-T]54-3 4,12, 14-H E&}3to] =2 -1H-9] 2} = [3' ,4":6, 7] &8 X =[1,2-b] F

B l-4-U-4-(4-(3-(2,4-H sl =5 A -5-o| 2 2 2 A9 d ) -5-8l o] EF A -4H-1,2,4-E gl o} -4-) ¥ ) 9 o eh- -

-7HEA ol E
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[1356]

[1357]
[1358]

[1359]

[1360]

[1361]
[1362]

[1363]

[1364]

S=50dl 10-2163906

'H NMR (400 MHz, DMSO-dg) & 11.94 (s, 1H), 10.38 (s, 1H), 9.66 (s, 1H),
9.51 (s, 1H), 7.99 (d, J=9.4 Hz, 1H), 7.46 (d, J=5.6 Hz, 2H), 7.21 (s, 1H), 7.12(d, J
=8.5Hz, 2H), 7.04 (d, J=9.9 Hz, 3H), 6.84 (s, 1H), 6.33 (s, 1H), 5.52 (s, 2H), 5.35 (s,
2H), 3.91 - 3.83 (m, 4H), 3.20 — 3.09 (m, 6H), 3.02 (p, J=7.0 Hz, 1H), 2.23 (q, J=7.3

Hz, 2H), 1.35 (t, J =7.3 Hz, 3H), 1.07 — 0.91 (m, 9H). CyH43N7Og o tj3 ESMS
AALR] 1 813.31; A=x] : 814.2 (M+H)*.

SDC-TRAP-0083

4,11-t) o] 2-4-3} ] =5 A -3, 14-T] 5 4-3, 4,12, 14-H| E}ato] =2 -1H-9] 2} 3" 4" :6, 7] &2 A =1,
EU-9-d 5-(3-(2,4-tlato| =FA|-5-0| A 2 A )-5-3to] EFA-4H-1,2, 4-E o} E-4-2) 0] A ER-2- 7k
delel=

OH N-N

"H NMR (400 MHz, DMSO-d) 3 12.01 (s, LH), 9.66 (s, LH), 9.45 (s, 1H),
8.27 (d, /=9.2 Hz, 1H), 8.15 (s, 1H), 7.85 - 7.77 (m, 1H), 7.48 — 7.35 (m, 3H), 7.15
(d, J=8.0 Hz, 1H), 6.99 (s, 1H), 6.60 (s, 1H), 6.32 (s, 1H), 5.50 (s, 2H), 5.41 (s, 2H),
5.03 (d, J=13.8 Hz, 2H), 4.80 (d, J = 13.5 Hz, 2H), 3.29 — 3.20 (m, 2H), 3.09 (p, J =
7.1 Hz, 1H), 1.94 (hept, J =7.2 Hz, 2H), 1.37 (t, / = 7.4 Hz, 3H), 1.11 (d, / = 6.9 Hz,
6H), 0.95 (t,/=7.3 Hz, 3H). CiH3sNeOo o thd ESMS A4tx] 177027, A&A) :
771.2 (M+H)".

SDC-TRAP-0094

4,11-t] e & -4-3}o]| E 2 A]-3,14-T] & -
EU-9-9 4-(4-(4-(3-(2,4-t] 8o =2 A
-1-7kRd) I H g d-1-7HE A g o] E

3,4,12, 14-H Egsto] =2 -11-9] 2} [3",4":6,7] 0= X %= [1,2-b] 7]
|-5-ol =2 A5l d)-5- O}O]E%*]—4H—1,2,4—EE]°]'§—4—%3)ﬂﬂé)v‘qﬂﬂﬂ]r

HOQ,
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S=50dl 10-2163906

[1365] CsollsoNeOpooll tH3F ESMS AlAFA]: 924.38; AFA]: 925.1 O+
[1366] SDC-TRAP-0095
[1367] 4,11-t) o €l -4-3}o]| EZA) -3, 14-T] & 4-3 4,12, 14-H Eg o] = 2-1H-9) &} =[3',4':6,7]A =7 A =[1,2-b]F

lnal—9—°‘ 4-(5-(3-(2,4-t3lo| EF A -5-0| 2 X 2 A )-5-3} 0| EF A -4l-1, 2, 4-E ] o} F-4- )-1-w & - 1H-1
JolmttE-2-2) ¥ Al e -1-7p5 Ao E

OH N\N

[1368]

'H NMR (400 MHz, DMSO-dq) 8 11.87 (s, 1H), 9.53 (s, 1H), 9.34 (s, 1H),

8.19 (d, J=9.1 Hz, 1H), 8.04 (d, J = 2.6 Hz, 1H), 7.71 (dd, J = 9.2, 2.5 Hz, 1H), 7.51
(d, J=8.6 Hz, 1H), 7.39 (d, J = 1.9 Hz, 1H), 7.34 (s, 1H), 7.05 (dd, J = 8.6, 2.0 Hz,
1H), 6.87 (s, 1H), 6.54 (s, 1H), 6.21 (s, 1H), 5.45 (s, 2H), 5.35 (s, 2H), 4.37 (s, 1H),
4.18 (d, J=12.6 Hz, 1H), 3.83 (s, 3H), 3.43 — 3.28 (m, 4H), 3.27 — 3.15 (m, 4H), 2.97
(p,J=6.9 Hz, 1H), 1.88 (hept, J="7.2 Hz, 2H), 1.31 (t, /= 7.6 Hz, 3H),0.97 (d, /= 6.9
Hz, 6H), 0.89 (t, / = 7.3 Hz, 3H). Ca7H4NgOo ol W& ESMS AR : 866.34; AZA] :
867.2 (M+H)".

[1369]

[1370] SDC-TRAP-0101

[1371] 4,11-t]o| & -4-3}o] =EA]-3,14-T] &4-3 4,12, 14-H E&steo] =2 -10-9] 2} = [3' ,4":6,7] A &2 X = [1,2-b] F]
ia—g—m 4-(4-(4-(3-(2,4-1) 6}0]E%A]—5—0]i2§%§ﬂ%)—5—5}°]E%A]—4H—1,2,4—EE]0}§—4—%)ﬂﬂ%)uﬂﬁﬂﬂ‘r
SEBEE EEBE SRR

Oyo

HO N[\N/>~OH
[1372]

'H NMR (400 MHz, DMSO-dg) 5 11.74 (s, 1H), 9.50 (s, 1H), 9.37 (s, 1H),
8.05 (d, J=9.2 Hz, 1H), 7.87 (d, J = 2.5 Hz, 1H), 7.55 (dd, J = 9.1, 2.5 Hz, 1H), 7.20
(s, 1H), 6.90 (d, J = 8.8 Hz, 2H), 6.80 (d, J = 8.8 Hz, 2H), 6.65 (s, 1H), 6.42 (s, 1H),
6.16 (s, 1H), 5.32 (s, 2H), 5.21 (s, 2H), 4.15 (s, 1H), 4.00 — 3.85 (m, 1H), 3.12 — 3.00
(m, 7H), 2.84 (dq, J = 12.6, 6.4, 5.9 Hz, 2H), 2.38 (p, J = 1.8 Hz, 12H), 1.87 (s, LH),
1.75 (hept, J = 7.0, 6.5 Hz, 4H), 1.42 (s, 1H), 1.36 (s, 1H), 111 (dt, J =47.7, 7.3 Hz,
3H), 0.84 (d, J = 6.8 Hz, 6H), 0.76 (t, J = 7.2 Hz, 3H). CyHs5NsOo o thdt ESMS

25 1 896.39; A=) : 897.3 (M+H)".

[1373] A 2R S ( )
[1374] SDC-TRAP-0220

[1375] 4,11-t]o)| € —4-3lo] =2 1]-3,14-T] & 43 4,12, 14-0| Ed}slo| =2 -1H-9] 2} [3',4':6,7] A E X =[1,2-b] F
E-9-9 4-(4-(3- (2 O 3lo]| =2 -5-0| AZ 2 A F|d)-5-5}0] EZA|-4H-1,2,4-E ] o}Z-4-d)ul & )-2-1| & 1)
HZg-1-7 5 g0 E
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[1376]

[1377]
[1378]

[1379]

[1380]
[1381]

[1382]

[1383]

[1384]
[1385]

[1386]

[1387]

S=50dl 10-2163906

N
0
HO,
o8
N\? ~OH
'H NMR (400 MHz, DMSO-ds) & 11.77 (s, 1H), 9.44 (s, 1H), 9.25 (s, 1H),
8.01 (d,/=9.1 Hz, 1H), 7.83 (d, / = 2.5 Hz, 1H), 7.50 (dd, J = 9.1, 2.5 Hz, 1H), 7.24
—7.14 (m, 3H), 7.01 (d, J = 7.9 Hz, 2H), 6.63 (s, 1H), 6.36 (s, 1H), 6.11 (s, 1H), 5.27
(s,2H), 5.17 (s, 2H), 4.18 (s, 1H), 3.41 (d, /= 13.7 Hz, 1H), 3.32 (d, /= 13.6 Hz, 1H),
3.14(d, J=11.5Hz, 3H), 3.03 (q, /=7.8 Hz, 2H), 2.82 (p, /= 6.9 Hz, 1H), 2.69 (d, J
=10.9 Hz, 1H), 2.07 (s, 1H), 1.93 (s, 1H), 1.71 (hept, /=7.2 Hz, 2H), 1.24 — 1.08 (m,

6H), 0.80 (d. J = 6.9 Hz, 6H), 0.72 (t, J = 7.3 Hz, 3H). CaHiN:0p o] th@ ESMS
AR : 841.34; A5 1 842.4 (M+H)".

SDC-TRAP-0010

4,11-t]o & -4-3}0| =F-A]-3,14-T] % 4-3,4,12, 14-H EZ}slo| = 2-1H-3] 2} = [3' ,4':6,7] =2 A =[1,2-b] 7
A-9-9 (2-(5-(3-(2,4-T)3ho] =S A -5-0] &2 2 W3 ) -5-3ho] = A ~dH-1,2,4-E 2] o} F-4-2 )N, 1-T] | &l
-1 E-2-7H3 200 =) ol &) (o] &) bl o] =

/
N,
N va O»,o

o 4

HO N._OH

ESMS ZI2FA] (CysHysNeOyo) : 896.4; A==]: 897.2 (MHH).

SDC-TRAP-0023

2-((4,11-t]o ¥ -4-3}0| =FA]-3,14-T] % 4-3,4,12, 14-H EZ}slo| =2 -1H-7] &= [3' ,4':6,7]10 S A =[1, 2~
b1 8 -9-20)§ A1) -N-(2-(5-(3-(2, 4-T] SFo] = H A -5-0] 43 2 A 9] d ) -5-5}0| =HA|4lI-1,2 4-E 2] o} E-4-2)
~1H-91E-1-9) ol &) oh A E o} =

ESMS A4 (CysHagN:09) : 825.3; A=X]: 826.2 (M+H).

SDC-TRAP-0024

4,11-t) o &-9-3}o] =2 A]-3, 14-T] & 4-3 4,12, 4-B| Eg}sto]| =2 -1[-T] 2} [3' 416,710 X = [1,2-b]F]
Ed-4-U-4-(5-(3-(2,4-Hslo| =F A -5-o| 2 Z 2P 3 d )-5-5F o =5 A -4H-1, 2, 4-E 2] o} F-4- ) -1-m - 1H-

QE-2-7H8 2o}v] 1) B Ebieo] o]
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[1388]

[1389]
[1390]

[1391]

[1392]

[1393]
[1394]

[1395]

[1396]

J=182,14.3,7.2 Hz,

omn
J
Jm
Qﬂ

10-2163906

'H NMR (400 MHz, €& -dy)57.88 (d, J=9.1Hz, 1H),7.44 (d, J =
2.0 Hz, 1H), 7.38 —7.24 (m, 4H), 7.15 (dd, J = 8.8, 2.0 Hz, 1H), 6.74 (s, 1H), 6.67 (s,
1H), 6.26 (s, 1H), 5.62 (d, /= 16.6 Hz, 1H), 5.44 (d, J=16.7 Hz, 1H), 5.05(d, /= 18.7
Hz, 1H), 4.81 (d, J = 18.7 Hz, 1H), 3.58 (s, 3H), 3.49-3.42 (m, 1H), 3.40 — 3.32 (m,
1H), 3.10-2.96 (m, 1H), 2.96 - 2.83 (m, 2H), 2.73 (td, J = 6.8, 2.5 Hz, 2H), 2.19 (ddt,

2H), 2.09 — 1.90 (m, 2H), 1.29 (t, J =7.6 Hz, 3H), 1.01 (t, /=

7.4 Hz, 3H), 0.74 (dd, J=10.2, 6.8 Hz, 6H); ESMS A4tA] (C47H45N7010) : 867.3;
A& : 868.3 (M+H).

SDC-TRAP-

4,11-t) o d-9-3}o] EFA]-3,14-T] 54-3 4,12, 14-H E&}3to] =2 -1H-9] 2} = [3' ,4" 16, 7] =2 X =[1,2-b] F

0026

E-4-U-4-((2-(5-(3-(2,4-TI BFo| EF A -5-0] £ Z 2 A v d ) -5-3} 0| EF A -4H-1,2,4-E 2] o} £ —4-% )-1-¢1 &~
1-2D) el /) obr] i)=& A B o] o] =

'H NMR (400 MHz,

| g-& -d,) 6 8.00 - 7.88 (m, 2H), 7.42 (d, /= 2.0

Hz, 1H), 7.37 - 7.23 (m, 3H), 7.02 (d, /= 3.2 Hz, 1H), 6.87 (dd, /= 8.7, 2.0 Hz, 1H),
6.45 (s, 1H), 6.33 (d, /J=3.1 Hz, 1H), 6.23 (s, 1H), 5.61 (d, /= 16.7 Hz, 1H), 5.44 (d,
J=16.6 Hz, 1H), 5.06 (d, J = 18.6 Hz, 1H), 4.89 (d, /= 18.6 Hz, 1H), 4.58 (s, 1H),
4.08 —3.97 (m, 1H), 3.45-3.40 (m, 1H), 3.35-3.29 (m, 1H), 2.99-2.74 (m, 5H), 2.51 —
240 (m, 2H), 2.27 — 2.12 (m, 2H), 1.36 — 1.18 (m, 3H), 1.02 (t, / = 7.4 Hz, 3H), 0.58
(dd, J=6.9,5.1 Hz, 6H); ESMS A4A] (C47HasN7O10) : 867.3; AZA] © 868.3

(M+H).

SDC-TRAP-0042

4,11-t) | & -9-3}o] == A]-3, 14-T] & &
Ea-4-9 4-(4-(4-(3-(2,4-T) 3o ==
©-1-9)-4-

St EhedolE

-3,4,12, 14-H Egslo| =2 -1H-3 g4 [3',4':6,7] A= A = [1,2-b] F
15ﬂA4iﬂﬂa>5&ﬂt%ﬂ%&L&&Eaﬂﬁﬂﬂm@@wuw
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S=50dl 10-2163906

'HNMR (400 MHz, "8 -dy)§7.99 (d,J=9.5 Hz, 1H), 7.45 - 7.33
(m, 3H), 7.27 - 7.05 (m, 4H), 6.64 (d, J=8.7 Hz, 1H), 6.26 (s, 1H), 5.60 (dd, /= 16.7,
3.0 Hz, 1H), 5.51 — 5.40 (m, 1H), 5.24 (d, / = 1.5 Hz, 2H), 4.48 (d, /= 12.9 Hz, 1H),
3.88 (d, J=13.7 Hz, 1H), 3.34 (s, 2H), 3.13 (q, / = 7.4 Hz, 2H), 3.02 — 2.83 (m, 3H),
2.83 -2.63 (m, 3H), 2.55 (d, /=7.0 Hz, 1H), 2.46 (d, / = 13.3 Hz, 2H), 2.21 (dp, J =
21.6,7.1 Hz, 2H), 1.70 — 1.56 (m, 2H), 1.36 (td, /=7.7, 3.6 Hz, 3H), 1.03 (td, J =7.5,
1.4 Hz, 3H), 0.88 — 0.79 (m, 6H); ESMS A4 (Cy9Hs5oNsO10) : 882.4; A& :

3.3 (M+H).
[1397] 883.3 (M+H)
[1398] SDC-TRAP-0043
[1399] 4,11-t) o d-9-3}0] EEA]-3, 14-T] % 2-3,4,12, 14-H| E&}8lo| = 2 -1H-F] 2} [3',4':6,7] A= A = [1,2-b] 7
=49 4-(4-(4-(3(2,4-T) B} O] E B A 5-0] 23 23 ] D) 58} o] = EA|Al-1,2, 4-E 2] o} E-4-21) Wl A) 7 o 2}
A-1-9)-4-F 2N eheof o] E
HO,
o .
[1400]
'"H NMR (400 MHz, W2 -da)37.99 (d, J = 8.9 Hz, 1H), 7.43 — 7.28
(m, 5H), 7.26 —7.17 (m, 2H), 6.68 (s, 1H), 6.24 (s, 1H), 5.59 (d, J = 16.6 Hz, 1H), 5.45
(d,J =16.6 Hz, 1H), 5.24 (s, 2H), 3.59 (s, 2H), 3.54 — 3.31 (m, 4H), 3.13 (q, /= 7.7
Hz, 2H), 3.02 - 2.83 (m, 2H), 2.81 — 2.62 (m, 3H), 2.45 (s, 1H), 2.35 (s, 1H), 2.30 -
2.10 (m, 4H), 1.40 (m, 3H), 1.03 (t, / = 7.4 Hz, 3H), 0.84 (t, J = 6.7 Hz, GH); ESMS
[1401] AR (CasHioN7O10) : 883.3; M) : 884.3 (M+H).
[1402] SDC-TRAP-0044
[1403] 4,11-t] o d-4-3}o] == A|-3, 14-U] £ 23 4,12, 4-E| Eg}slo]| =2 -1H-T] 2= [3' 4" :6,7] 2 S8 A= [1,2-b] F
BU-0-9  (4-(4-(4-(3-(2,4-T) ko] £ F A -5-0] &3 2 5 )-5-5}o] = ZA|4li-1,2,4-E 2] o} F-4-21 )1 4) 3] 5]
2H1-1-2)FE) (M) 7kt o] E
HO
HO'
N7 N/©/\K/
\N;kOH
[1404]
'HNMR (400 MHz, €& -dy) §8.13 (dd, J=9.9, 7.8 Hz, 1H), 7.93 (d,
J=2.7Hz, 1H), 7.66-7.59 (m, 2H), 7.45-7.40 (m, 2H), 7.26-7.20 (m, 2H), 6.66 (d, J =
16.5 Hz, 1H), 6.27 - 6.19 (m, 1H), 5.58 (d, J = 16.2 Hz, 1H), 5.38 (dd, J = 16.2, 1.8
Hz, 1H), 5.27 (s, 2H), 4.85 (s, 1H), 3.64 — 3.52 (m, 3H), 3.48 - 3.40 (m, 1H), 3.17 (s,
3H), 3.05 (s, 1H), 3.01 - 2.87 (m, 2H), 2.70-2.49 (m, 9H), 1.99-1.91 (m, 2H),
1.80-1.64 (m, 5H), 1.37 (td, / = 7.3, 2.1 Hz, 3H), 1.00 (td, / = 7.3, 4.3 Hz, 3H), 0.95 -
[1405] 0.77 (m, 6H); ESMS A%x] (CsoHseNsOo) : 912.4; A& ] : 913.3 (M+H).
[1406] SDC-TRAP-0045
[1407] 4,11-t) ol & -4-3} o] 2 A]-3 14-T] % 23, 4,12, 14-BH| Eg}3o] 2 -1H-5] 2} [3' ,4':6,7]11 E2] A = [1,2-b] F)

5U-0-9 4-(4-(3-(2,4-T ko] = HA|5-0] 22 2 3l W )-5-5to] =5 A ~dH-1,2, 4-E ] ok E—4-2) 3 ) 3 e} -
1-7h e o &
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[1408]

[1409]
[1410]

[1411]

[1412]
[1413]

[1414]

[1415]

[1416]

[1417]

S=50d 10-2163906

OH 3
=t N r 9
HO o '\1 x 0
NN N/_\N"< "
N=, —~/ 0
OH

'"H NMR (400 MHz, DMSO-dg) 3 11.88 (s, 1H), 9.62 (s, 1H), 9.46 (s, 1H),
8.19 (d, 7=9.1 Hz, 1H), 8.04 (d, /= 2.6 Hz, 1H), 7.71 (dd, J = 9.2, 2.5 Hz, 1H), 7.33
(s, 1H), 7.07 (d, J = 9.0 Hz, 2H), 7.00 (d, J = 9.1 Hz, 2H), 6.82 (s, 1H), 6.56 (s, 1H),
6.27 (s, 1H), 5.4 (s, 2H), 5.35 (s, 2H), 3.81 (s, 2H), 3.72 — 3.52 (m, 4H), 3.48-3.19 (m,
4H), 2.99 (p, J = 6.8 Hz, 1H), 1.87 (dt, J = 14.9, 7.0 Hz, 2H), 1.30 (t, /= 7.6 Hz, 3H),
0.99 (d, J = 6.9 Hz, 6H), 0.88 (t, /= 7.3 Hz, 3H); ESMS A4tA : (CaHysN7O0)
813.3; A5 A) : 814.3 (M+H).

SDC-TRAP-0055

4,11-t) o d-9-5fo] =5 A -3, 14-1] §22-3 4,12, 14-E| Egsto] = 2 -1H-¥] 2} [3' 4':6,7] Q152 A %= [1,2-b] 7]
TH-4-9 (4-(4-(4-(3-(2 4-t]3lo| EFA]-5-0] 22 2 A 7 d )-5-8Fo| EF A -4l1-1,2, 4~ EEM* A=)l ) o o
ghl-1-2) 78 (&) 7hape o] =

(Boc),0 e
> # 9, DOM/THF

DCM/THF (150mL/150mL) %] SN-38(3g, 7.65mmol)e] -&-<fell (Boc):0(2g, 9.16mmol) B 2 (20mL)S 3 7Fskad
W 7bA] wkakeict. 7] &S DOM(100nL) &= 3] A skaL
F8hal Na,S0y el Al Ax:A71aL w5380k, 7] Add

ot A7) AEAS Ao Ay foo] Fiad
ON HC1(100mLx3) 2 A H 3} A7 w7 s T

A AdEs A glol 75 dAlel A HA ARSI

DOM(50mL) 9] SN-38- OBoc(lg, 2.03mmol)e] &olo] 4-UERWY Z2aEauo]E(0.49g, 2.44mmol)ES A7}
3+ U}S-, DMAP(0.74g, 6.05mmol)Z Z7FsFitt. A7) whES A2 1A7F FeF wksk thS | 100mLY
DOMe.E EFAslgTt. A7) wES f9S 0.IN HCL(50mLX3)E 3]A8Fal Na,S0, AollA AXRA|7]aL H=A 7).
A7 AdE IAE Et 02 MFste] BEke] 4-UERFY S22 X EYOEE AAS AT, 47 A" v AA

Boc
7 ONH o NN
N\) o Boc N\)
HJ\/\/N\
HO ———— HO
N on NaBH;CN, AcOH, MeOH \N &
\ ) /
OH N-N oH N-N

MeOH(10mL) Z2] 4-(5-3}o] =2 A -4-(4-(I) A2} -1-Ld W& ) A d )-4H-1,2, 4-E | o} F-3-Y )-6-0]| A= 2 Il Al -
1,3-92(0.46g, 1.12mmol)e]  &do] t-% & WY (4-52588)7bebe o] E(0.45g,  2.23mmol) R
OFA EAH(3HE) S AL H7}elth.  NaBHiCN(0.28g, 4.44mmol)S 108 o] 288 o =24 HArtelgitt. A
7] ARE fBE Ao 308 Fo wHk3 Thg o2 HEAAY. AY ARvEIHYE Syt t-FE-

gy
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(4-(4-(4-(3-(2,4-t5lo] == A -5-0] &

T 289 d)-5-3fo| =5 A -4l-1,2,4-E g o}E-4- )l A) v 2}

S=50dl 10-2163906

-1-4)

2e) (We)7ube o] E(0.48g, 72%) S 53k .
e O
O é 944 39 4N HCl o é el
N OH DCM N
o‘ W EOH W

[1418]

[1419] DCM(15mL) F9] t-Fe-(4-(4-(4-(3-(2,4-T3}o| EFA|-5-0| A X 2 P d ) -5} 0| =FA|-4l-1,2,4-E | o} F-4-
)l A) 1 o 2}l -1-Y) e (W €) 7hule o] E(0.48g, 0.81mmol) o] & Mol t]2AH(5mL) 59 4N HC1S H7lslsd
o A7 S ES A2dA 3AIZE T ket thg ol & EEFAIEY. AV AAdE vAdA APEES A gl
o] && A A ut2 ARgSESiY.

//\J\J/\/\/H
0. B
Hel =
\);OH
\NTOH "3 SN
7\
TEA, DMF
OBoc

[1420]

[1421] DMF(4mL) &9 4-(5-3lo]| = A -4-(4-((4-(4- (ol ) Fe) I o gl -1-d ) W e ) Bl d )-4l-1,2,4-E g o} -
3-9)-g-o] A2 AWA-1,3-t]S(HCI <&, 0. lg 0.19mmol)¢] g t-2g  (4,11-t]oE-3,14-T] & 4-
3,4,12, 14-H Egstol 2 -1H-9 2} [3",4" 16,7152 X = [1,2-b] FA =52 -4,9-T1Y) 4-UEZH ) T] 7l R Y| o| E
(0.16g, 0.24mmol) % TEA(0.09mL, 0.65mmol)= @7}0}%‘4. A7) MBS Aeoa] 2A17F FoF whke the
o]Z H,0(20mL) % EtOAc(20mL) 2 31X s, A7) 7] AS FHE NapS0, AollA AxA 713 5FAF T,
A9 AZvEIYIE Fdste] -((t-F-F5A 7R D) SA])-4,11-T] o -3, 14-T] & 4-3,4,12, 14-EH Eg}slo| =2
SIH-¥ b (3,476, 71 AE LA e [1,2-D] A ED-4-2  (4-(4-(4-(3-(2,4-TI o] EF A 50| 2 Z 2 P # ) )-5-3}
O|EZA]-4l-1,2,4-E|o}E—4-d)wl ) I o g} -1-L ) F- &) (W) 7hep o] E (0. 15g, 75%)S 533 t).

’ /—OH
4N HCI, DCM Q\Q
OBoc
SDC-TRAP-0055

[1422]

[1423] DCM(5mL ) =9 -((t-F-FA 7R )24 -4, 11-H & -3, 14-1] 2 4-3,4,12, 14-H| Eg}Slo] = 2-11-3] 2} =
[3',4":6,7]A&YA=[1,2-b]HA=H-4-4  (4-(4-(4-(3-(2,4-H o] EFA|-5-0| 2 Z 2 A3 d )-5-3} o] = 5] -
4H-1,2,4-EgolZ 4~ ) I {23 -1-d ) F- &) (W) 7halw o] E(0.15¢, 0.15mmol)2] &ofl t]S4H(5mL)
<9 4N HCIE #7betslth. A7 HP%%% A2 A 3AZF Fet wHkek b ol & sEFAIFY. AY A=RnE
a9 E $33ke] SDC-TRAP-0055(0.09g, 66%)E 34 uAZA F5313t).

'H NMR (400 MHz, ™gt-&-ds)37.93 (dd, J=9.5,2.8 Hz, 1H), 7.40 —
7.28 (m, 4H), 7.26 —7.13 (m, 3H), 6.63 (d, J/=6.4 Hz, 1H), 6.17 (s, 1H), 5.48 (dd, J =
16.7, 11.7 Hz, 1H), 5.41 —-5.27 (m, 1H), 5.17 (d, /= 2.4 Hz, 2H), 3.57 (s, 1H), 3.45 (s,
1H), 3.25 (m, 5H), 3.15 — 3.00 (m, 8H), 2.92 (p, /= 6.9 Hz, 3H), 2.75 (s, 1H), 2.10 (dp,
J=21.9, 7.3 Hz, 2H), 1.82-1.46 (m, 5H), 1.28 (td, /= 7.6, 1.9 Hz, 3H), 0.95 (dt, J =
13.8, 7.4 Hz, 3H), 0.81 (dd, /= 7.0, 2.0 Hz, 6H); ESMS A4kx] (C50Hs6NgOo) :
[1424] 912.4;4&x]:913.1 (M+H).
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S=50dl 10-2163906

[1425] SDC-TRAP-0056

[1426] 4,11-t) o & -9-3}o] =2 A]-3, 14-T] & &-3 4,12, 14-H| Egslo] =2 -11-T] 2} [3',4':6,7]AEF X = [1,2-b] F
w3 -4-9] 2-(4-(4-(3-(2,4-T) 5} 0] =EA|-5-0] A3 & ] 7] g_)—5—0}015%/\]—41{—1,2,4—2&] 0}@«4—%)& EREE
F-1-d) oA H ol E

OH
NN

' /N
N
/N@'N\—J o s
¢
s

HO

=<0H
[1427]
"H NMR (400 MHz, DMSO-de) & 11.84 (s, 1H), 10.32 (s, 1H), 9.57 (s, 1H),
9.44 (s, 1H), 8.00 — 7.92 (m, 1H), 7.40-7.37 (m, 2H), 6.99-6.97 (m, 3H), 6.90 — 6.83
(m, 2H), 6.76 (s, 1H), 6.25 (s, 1H), 5.50 (s, 2H), 5.30 (d, J = 3.5 Hz, 2H), 3.58 (d, J/ =
16.5 Hz, 1H), 3.42 (d, J = 16.4 Hz, 1H), 3.18-3.07 (m, 6H), 2.95 (p, J = 6.8 Hz, 1H),
2.65 (t,J = 5.2 Hz, 4H), 2.15 (dt, J = 9.4, 6.5 Hz, 2H), 1.29 (t, J = 7.5 Hz, 3H), 0.93
[1428] (dd, 7=6.8, 1.8 Hz, 9H); ESMS AR (CasHasN,Oy) : 827.3; A 23] : 828.0 (M+H).
[1429] SDC-TRAP-0057
[1430]  9-(2-(4-(4(3-(2,4-1 Fo] E 5 A]-5-0] &3 2 5] 0 )-5-3}o] £ 5] 4l-1, 2 4-E o} -4-2) ol W) 3] b1
%) ol HA))-4, 11-] o B -4-3}o] =S A -1H-] 2} 1= [3' 4" 16,71 Q1 E 2] A 3 [1,2-b] 7] 35 91-3, 14(4H, 12H)-1] &
o}
=" "N
P Nan Y
HO%:{ Q HO'y O
HO 7 NQ
[1431] P o
[1432] ESMS AlAFX] (CusHyN-0g) : 813.35 A ] 814.1 (M+H).
[1433] SDC-TRAP-0058
[1434] 9-(2-(5-(3-(2,4-H o] = A -5-0] 2 R A ) -5-FF ] EF A -4l-1, 2, 4-Eg] o}E-4-% ) -I-=-1-) ol =
A4, 11-El o -4-3o] =S A -1H-9 2k (31,4736, 7] 9135 €] X 2 [1,2-D] 7135 913, 14(4H, 12) -0
[1435]
[1436] ESMS AlAEA] (CusHyNeOg) : 768.35 A ZA]: 769.1 (MtH).
[1437] SDC-TRAP-0060
[1438] 4,11-t] ol & -9-3o] == A -3, 14-1] 54:-3 4,12, 4-H Eg}sto]| =2 -1H-7] 2= [3' 4" :6,7] &2 A = [1,2-b] F]

4= 4-(3-(4-(3-(2,4-T) Bho] ES A -5-0] 23 2 5 )-5-8ho] EZA|4l-1,2, 4-E ] o} E—4-2) o ) Z 5}
w0l 2bd-1-7h 8 Al el o] =

- 158 -



[1439]
[1440]

[1441]

[1442]

[1443]

[1444]

[1445]

[1446]

[1447]

[1448]
[1449]

[1450]

[1451]

S=50dl 10-2163906

NN
QO \ N OH
7 N
QO
OH O\Fo
(N
HO' N’7
A
N=(
OH

ESMS ZAlI2FA] (CyHyN050) 0 869.3; AZX]: 870.0 (MHH).

SDC-TRAP-0061

9-(3-(4-(4-(3-(2,4-13lo| == A -5-0] AL 2 A 3| Y )-5-5}0| == A|-4H-1,2,4-E g] o} F-4- ) vl d ) 9] o 2} 1 -1-
A)ZZEZA )4, 11-T)o|d-4-o] = ZA|-1H-T] 2} = [3',4":6,7] 0 E 2] X =[1,2-b] FH =H-3,14(4H, 12H)-t]-&

ESMS AR (CuelioN,0g) : 827.3; A=x]: 828.1 (M+H).

SDC-TRAP-0071

4,11-t | &-9-3}o| =5 A]-3,14-1] % 4-3,4, 12, I4-HEZ o] E2-1H-3 &} = [3' ,4':6,7]J EE A =[1,2-b] 7
A4 2-(4-(4-(3-(2,4-T) ko] =8 A -5-0] X 2 U3l ) -5-50] = HA|-4l1-1,2,4-E 2] o}E-4-20) 112 3] )
d-1-9) o o] &

HO, -
OH
N\'N\
M
[e]
NQ 7
N—>_ ZN
o]
d o
(o e)

'H NMR (400 MHz, "€ -d,)§7.86 (d, J=9.1 Hz, 1H), 7.32 — 7.21
(m, 2H), 7.18 (s, 1H), 7.15 — 7.06 (m, 2H), 7.06 — 6.98 (m, 2H), 6.49 (s, 1H), 6.16 (s,
1H), 5.52 (d, J=16.7 Hz, 1H), 5.35 (d, /= 16.7 Hz, 1H), 5.08 (s, 2H), 3.49 — 3.31 (m,
2H),2.99 (q,J=7.6 Hz, 2H), 2.87 — 2.66 (m, 3H), 2.42 (d, /= 6.9 Hz, 2H), 2.21 - 2.00
(m, 4H), 1.54 — 1.33 (m, 3H), 1.28 — 1.15 (m, 5H), 0.93 (t, /=7.4 Hz, 3H), 0.66 (t, /=
7.1 Hz, 6H); ESMS A4kx] (C47HisNeOo): 840.3; A &%) : 841.2 (M+H).

SDC-TRAP-0072

4,11-t] o ¥ -4-3}o]| =5 A -3, 14-T] 2 4-3,4,12, 14-H Eg}slo| =2 -11-9] &= [3',4':6,7]A = A =[1,2-b] F
52-9-9  4-(5-(3-(2,4-T) 3Fo] =B A] -5-0] 2= 2 A 3 ) -5-5}0] =2 A] —4H—1,2,4—EE]0}§—4—?4 )-1-wE-1H-9)
H-2-7h0d) 9] ehal- 17 A el o]

o

N
o ,— 0 — r 9
He N N Vel o
= ' o0 N HO
Nee
HO'
NN
=L,
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[1452]
[1453]

[1454]

[1455]

[1456]

[1457]

[1458]

[1459]

[1460]
[1461]

[1462]

[1463]

S=50dl 10-2163906

"HNMR (400 MHz, DMSO-ds) & 11.88 (s, 1H), 9.55 (s, 1H), 9.38 (s, 1H),
8.20 (d, /=9.1 Hz, 1H), 8.03 (d, J/ =2.6 Hz, 1H), 7.70 (dd, J = 9.2, 2.5 Hz, 1H), 7.56
—7.49 (m, 2H), 7.33 (s, 1H), 7.03 (dd, /= 8.7, 2.1 Hz, 1H), 6.84 (s, 1H), 6.76 (s, 1H),
6.54 (s, 1H), 6.21 (s, 1H), 5.44 (s, 2H), 5.35 (s, 2H), 3.79 (brs, 7H), 3.60 (s, 2H), 3.25
—3.14 (m, 3H), 2.95 (p, /=7.0 Hz, 1H), 1.95 - 1.79 (m, 3H), 1.30 (t, /= 8.0 Hz, 3H),
0.94-0.85 (m, 9H); ESMS AAX] (CusHysNgOyo) : 894.3; AZ4] : 895.0 (M+H)

SDC-TRAP-0073

4,11-t o e -4-3}o]| =FA]-3,14-T]| £ 4-3,4,12, 14-H Eslo| = 2-11-9 2= [3',4':6,7]A =2 A =[1,2-b]F
57-9-20 4-((5-(3-(2,4-TI ko] =% A -5-0] 2 X 27 5 T)-5-5ho] = A| A1, 2, 4-E 2] o} -4-2 )-1-v] -
1H-15-2-91) v ) 3] o 2h 41 1-7H2 A o o] =

o

M9 N
—
He N N4 Vel o
== 7/ o) N HO'
N—
HO
)
N
=
’kOH

ESMS Al2FX] (CystlyeNsOg) : 880.4; AZ=x]: 881.1 (M+H).

SDC-TRAP-0074

9-olAl HEA-4,11-T) o & -3, 14-1]£4-3,4,12, 14-H Egslo| =2 -10-3] 2} = [3" ,4':6, 7115 A =[1,2-b] A=
4= 4-(4-(3-(2,4-V] 8F0] © B A -5-0] £ TR AT )-5-5F] = A -dli-1,2,4-E 2] oFE-4-2) WA 7] 9 241 1-7}
Bl E

'"H NMR (400 MHz, DMSO- dg) 8 11.94 (s, 1H), 9.61 (s, 1H), 9.42 (s, 1H),
8.21(d,J=9.2 Hz, 1H), 8.03 (s, 1H), 7.68 (d, ] = 9.1 Hz, 1H), 7.32 (d, J = 7.9 Hz, 2H),
7.14 (d, ] = 8.0 Hz, 2H), 7.05 (s, 1H), 6.78 (s, 1H), 6.26 (s, 1H), 5.46 (d, ] = 4.8 Hz,
2H), 5.35 (s, 2H), 3.73 (s, 1H), 3.62 (s, 1H), 3.52 — 3.44 (m, 3H), 3.28 — 3.13 (m, 4H),
2.97 (p, T =7.1 Hz, 1H), 2.38 (s, 3H), 2.30 (s, 1H), 2.24 — 2.10 (m, 4H), 1.28 (t, = 7.3
Hz, 3H), 0.92 (dd, J = 19.9, 7.5 Hz, 9H); ESMS A4 (C47HaN,O1o) : 880.4;
A% : 881.1 (M+H).

SDC-TRAP-0075

4,11-t o & -9-3}o]| =F A -3, 14-T]| £ 4-3,4,12, 14-H Eslo| = 2-11-9 2= [3',4':6,7]A =2 A =[1,2-b]F
R4 A((5-(3-(2,4- D)3 EH A 5-0] 22 2 M5 4 )-5-50] EH A AH-1,2, 4- E 2] o} E-4-2))-1-vi &~
1H-15-2-91) v ) 3] o 2h 21 1-7h2 A o o] =
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[1464]

[1465]

[1466]

[1467]

[1468]

[1469]
[1470]

[1471]

[1472]

SEE3 10-2163906
ESMS A4 (CygHagNeQg) 1 880.4; A=X]: 881.2 (M+H).

SDC-TRAP-0076

4,11-t ol & -9-3}o| =FA]-3,14-T] & 4-3,4,12, 14-E| E}to]| =2 -1H-T 2} [3' ,4':6,7]JEB A = [1,2-b] 7]
EA-4-2 1-(1-(4-(3-(2,4-T)8}o] 25 A -5-0] 2 X 2 A3 d)-5-( R 7P} 2.2 )41, 2, 4-E 2] o}E-4-21 )il 2) 7]
A2 d-4-7kE ) v H| 2| -4-7p 5 A gl o] E

COOH

DOM(50mL) 9]  SN-38- OBoc(0.85g, 1.73mmol)e] Gole] 1-(t-E-EA|7}1nd) s w2 g-4-7}

H42H0.48¢,
2.09mmo1)S 78 TS, DMAP(0.42g, 3.44mmol) B EDC(lg, 5.2mmol)E H7Iekitl. A7) whe&ES 22
A 1AIZE Beh wwkg g oS DON(100mL) 0.2 EAEATE. A7) 7] A4S 2N HCl(50mLx2) = A shar
Na,S0, “dol M AzA7]a s5AZ50. A7 ARvteddys F3ske] 4-(9-((t-F-FA7HLE ) 5A1)-4,11-1
o €-3,14-1 5 4-3,4,12, 4-H Eg}sto] =2 -10-T] 2} [3',4':6,7]191 5] A = [1,2-b] FE-4-)  1-t-5-EH T

dAe-1,4-t 7} g 0] E(1.03g, 85%)5 F538t3lct.

4N HCI
DCM/MeOH

DCM(15mL) 59  4-(9-((t-F-FAIFFEE)SA)-4,11-t] ol D-3,14-T] § £2-3,4,12, 14-H Eg}slo| =2 -1H-9] 2} =
[3',4":6,7]0 5 X =[1,2-b]AEH-4-Y) 1-t-FEIH -1, 4-t]7F2 A o] E(1.03g, 1.46mmol)e] &Hoj
gEak(1omL) 9 4N HC1S #H7bekddnl. A7) wSES 45ToA 308 5ok 71EE s, o8 FFHAIAL.
271 BRE wAA BPAES BA glo] 5 AN BtE AREEEiT.

EDC, TEA, HOBt, DMF HNLO
) SDC-TRAP-0076
DMF &} TEA(20mL/3mL) =9 4,11-t)o|gd-9-8fo] =EA]-3,14-U] £ 4-3 4,12, 14-H| Eg}slo] = 2 -1H-3] 2} -
[3',4":6,7]9E 8 X x=[1,2-b] HA=H-4-9 I H2s-4- 7}—"1” Jo]E(HCI ¢4, 0.35g, 0.65mmol)e] AERS H

32 HH?/W 7hgssith. 7] AAE S 1-(4-(3-(2,4-Y3lo| = F A -5-0] A X 2 h 5| d )-5- (e & 7}ul &
A)-40-1,2,4-E ] o}&-4-d)wlA) v o 2] d-4-7H5 2 4H(0.3g, 0.6mmol), EDC(0.35g, 1.82mmol), % HOBt(Z
HE HbsTh. A7) WESES A2 g wHkek U o] 5 Et0Ac(30mL) ¥ NH,C1(20mL) 2 8] &},
371 71 e SRS NaS0y dellA AxA7Ia sFAZE. A ARvEIY9E $3ske] SDC-TRAP-
00762 234 114)(0.28g, 47%)EXA F53F3T).
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SE535 10-2163906
'H NMR (400 MHz, DMSO-de) 8 10.63 (s, 1H), 10.32 (s, 1H), 9.75 (s, 1),
8.94 (t, J=5.9 Hz, 1H), 8.01 (d, J = 9.0 Hz, 1H), 7.45 — 7.34 (m, 4H), 7.33 — 7.26 (m,
2H), 6.93 (s, 1H), 6.56 (s, 1H), 6.34 (s, 1H), 5.49 (s, 2H), 5.29 (d, /= 2.2 Hz, 2H), 4.14
(s, 1H), 3.87 (s, 1H), 3.47 (s, 2H), 3.25 — 3.05 (m, 4H), 2.92 — 2.82 (m, 5H), 2.59 (s,
1H), 2.22 — 2.11 (m, 2H), 2.04-1.88 (m, 4H), 1.56 (s, 5H), 1.27 (dd, J = 16.8, 9.1 Hz,
5H), 1.03 (t, J= 7.2 Hz, 3H), 0.97 - 0.83 (m, 3H), 0.79 (d, J = 6.6 Hz, 6H); ESMS
[1473] AAk=) (CssHeoNsOio) : 992.4; A=) : 993.5 (M+H).
[1474] SDC-TRAP-0097
[1475] 4,11-t o & -9-38}o] =Z A -3, 14-T]%4-3,4,12, 14-E| Eg}slo] =2 -1H-9] 2} =3 ,4':6,7]1¢1 &2 A = [1,2-b] F
Ed-4-4
1-(2-(4~(3-(2, 4T O =5 2] -5-0] 4232 2 ) )58 0 =5 A i1, 2, 4- 2] o 421 W oA &) 3 of ) -
4-FE Ao E
o
[}
o [N
%
o
OH
HOQ, N
o
HO  h~N
>
[1476] N oH
'"HNMR (400 MHz, w&&-ds)87.91(d,J=9.5Hz, 1H),7.31(d,J =77
Hz, 2H), 7.23 (t, ] =5.6 Hz, 2H), 7.15 (d, ] = 4.2 Hz, 1H), 7.04 (dd, ] = 27.7, 8.1 Hz,
2H), 6.12 (4,1 =6.1 Hz, 1H), 5.51 (d, ] = 16.4 Hz, 1H), 5.42 - 5.31 (m, 1H), 5.15 (d, J
=15.5 Hz, 2H), 4.50 (s, 3H), 4.04 (s, 1H), 3.76 (s, 2H), 3.69 (d, ] = 16.0 Hz, 2H), 3.25
(s, 6H), 3.06 (d, ] = 13.2 Hz, 5H), 2.81 (d, ] = 13.5 Hz, 2H), 2.17 — 2.07 (m, 2H), 1.80
(s, 1H), 1.60 (s, 2H), 1.27 (q, ] = 7.8 Hz, 3H), 1.19 (s, 2H), 0.92 (q, J = 6.8 Hz, 3H),
[1477] 0.85 - 0.68 (m, 7H); ESMS A4k (C47HisNeO1o) : 854.3; AZX] : 855.2 (M+H).
[1478] SDC-TRAP-0100
[1479] 4 11-T] o Bl -9-3}o] =2 A| -3, 14-T] & -3 4 .12, 14-E| Ed}3lo] = 2 -1H-T] g} = [3' . 4':6.7] =2 2 v [1,2-b] ]
EE-4-Y 3-(1-(4-(3-(2 4-I Bl EH A 5ol LT 2 A ) -5- (P bk )—4H—1,2,4—Eal o} E-4-2) W 2)-
N-| %j’] | E] ‘9_—4—7}‘%_)_\_0}13] E)Eiﬁ}ioﬂ o] €
OH
HO.
N, fe)
Ny N P
[baeVegel
[1480]
[1481] ESMS AlAFA] (CsslsgNsOo) : 966.4; A== 967.4 (M+H).
[1482] SDC-TRAP-0111
[1483] 4,11-t) o €l -9-3}o]| =2 A| -3, 14-T] & 4-3 4,12, 14-H Eg o] = 2-1H-9) & =[3',4':6,7]A =8 A =[1,2-b]F
B4 1-(2-(4-(4=(3-(2, 4-T) 30| =5 A -5-0] 23 2 3 W) -5-5}o] = A|-4l-1,2,4-E 7] o}E-4-2) 3 )
H#FA-1-d) oA ) I H g d-4-7} =2 A g o] E
[1484]

- 162 -



[1485]

[1486]

[1487]

[1488]

[1489]

[1490]

[1491]

[1492]

[1493]
[1494]

[1495]

[1496]

SEE45 10-2163906
ESMS ZI12FA] (CsiHsNeOyo) : 938.4; A=X]: 939.4 (MH).

SDC-TRAP-0112

4,11-0 g -4-3}o] = F A -3, 14-1] & 4-3,4,12, 14-H E&}8lo] = 2-11-9] 2} [3',4':6,7] =2 X = [1,2-b] 7
=d-9-¢  (2-(5-(2,4-Hslo] =FA-5-o| AT 2 A9 d )-4-(v] 2 I -3-< )—4H—1,2,4—Ea]oyg—s—ﬂ%io}ulg)oﬂ
) (W g)Fhube o] E

ESMS AAEX] (CusHpNsOg) : 814.3; A=x]: 815.2 (MtH).

SDC-TRAP-0113
4,11-t | &-9-3}o| =5 A]-3,14-1] % 4-3,4, 12, 14-H EZSlo| =2 -1H-3 &= [3' ,4':6,7]0 EE A =

=d-4-d 1—(4—(3—(2,4—1:]8}01E%/\]—5—01i3i%5ﬂ‘é)—5—(0ﬂ‘f/‘j_ﬂB]—E'_%_‘)—4H—1,2,4—_E_E]°}§—4
S R R e R R R A

[e]

E; Eo
BN e
[
&

"H NMR (400 MHz, DMSO- d¢) & 10.33 (s, 2H), 9.73 (s, 1H), 8.98 (t, ] =
6.0 Hz, 1H), 7.99 (s, 1H), 7.48 — 7.35 (m, 6H), 6.95 (s, 1H), 6.66 (s, 1H), 6.32 (s, 1H),
5.49 (s, 2H), 5.29 (d, ] = 2.6 Hz, 2H), 4.25 (s, 1H), 3.54 (s, 1H), 3.42 - 2.90 (m, 10H),
2.15(t,J=7.7 Hz, 2H), 1.61 (s, 2H), 1.29 (t,J = 7.6 Hz, 3H), 1.04 (t, ] = 7.2 Hz, 3H),
0.93 (t, ] =7.4Hz, 3H), 0.85 (d, J = 6.8 Hz, 6H); ESMS A4tA (C49H4N;Oyp) :
895.4; A& A :896.3 (M+H).

SDC-TRAP-0154

4,11-t) o €l -9-5fo]| =2 A]-3 14-T] & 4-3 4,12, 14-H Eg}slo]| = 2-1H-9 & =[3',4':6,7] =2 A =[1,2-b]F
wU-4-d 1-(4-(4-(3-(2,4-H o] mE A -5-o| a2 A 5| 4)—5—(011%7PH}E°E1)—4H—1,2,4—EE]0}§—4—%)311%
Az I H g d-4-7H 5 A g o] E

0,
o 0,
O~
0V N
o
N
Q OH )
oMy
> <\ OH
//NH NN
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SS90l 10-2163906

"HNMR (400 MHz, DMSO-de) 8 10.41 (s, 1H), 10.34 (s, 1H), 9.76 (s, 1H),
8.98 (t, ] = 6.0 Hz, 1H), 8.00 (d, J = 9.0 Hz, 1H), 7.49 — 7.33 (m, 6H), 7.14 — 7.01 (m,
4H), 6.95 (s, 1H), 6.68 (s, 1H), 6.34 (s, 1H), 5.49 (s, 2H), 5.30 (s, 2H), 3.18 (p, ] = 6.9
Hz, 4H), 3.08 (d, J = 7.3 Hz, 3H), 2.95 (dd, ] = 15.7, 8.7 Hz, 3H), 2.16 (q, ] = 7.4 Hz,
2H), 1.96 (s, 2H), 1.60 (s, 2H), 1.28 (t, J = 7.5 Hz, 3H), 1.05 (t, ] = 7.1 Hz, 3H), 0.92
(dd,T=11.6, 7.0 Hz, 9H); ESMS A4A (CssHs3N7011) : 987.4; A2%] :988.4

[1497] (M+H.
[1498] SDC-TRAP-0169
[1499] 4,11-t] e & -9-3} o] E 2 A]-3,14-T] & 4-3,4,12, 14-H Eg}slo| = Z-1H-3) g} =[3',4':6,7] A =58 A =[1,2-b]F
w-4-d 3-(4-(4-(3-(2 4-tsto| =5 A -5-o] X 2 A5 d ) -5- (el 7Ph ) -4H-1,2, 4-E 2l o}E-4-%) 7 35
AD)-N-t el = olu] ) S 2yl - of o] E
HO
OH
HO N
Nﬂ( o
Ny /©/U\N/ )
NaCUSAST
A
[1500]
[1501] ESMS AIAFA] (CosHzN011) 0 961.4; A=x]: 962.3 (M+H).
[1502] SDC-TRAP-0172
[1503] 4,11-t] e & -4-3}o]| E 2 A]-3,14-T] & 4-3,4,12, 14-H Eg}slo| = Z2-1H-3) g} =[3',4':6,7] A S8 A =[1,2-b]F
=d-9-¢ (1-(1-(4-(3-(2,4-v]8fo] =5 A -5-0] =X = d 3 | )-5- (A D 7P A ) -4H-1, 2, 4-E 2] o} -4- )l
A) e d-4-7txd ) I H gl d-4-4) (W &) FhufH o] E
[1504]
'HNMR (400 MHz, DMSO-ds) 6 10.62 (s, 1H), 9.77 (s, 1H), 8.97 (t,J=5.9
Hz, 1H), 8.18 (d, J=9.2 Hz, 1H), 8.01 (s,'lH), 7.68 (dd, J=9.2,2.4 Hz, 1H), 7.39 (d,
J=8.2 Hz, 2H), 7.35 - 7.27 (m, 3H), 6.56 (d, J = 17.5 Hz, 2H), 6.35 (s, 1H), 5.44 (s,
2H), 5.35 (s, 2H), 4.56 (s, 1H), 4.07 (s, 1H), 3.50 (s, 2H), 3.31 (s, 4H), 3.20-3.13 (m,
4H), 3.00 (s, 2H), 2.95 — 2.83 (m, 4H), 2.68-2.60 (m, 2H), 2.04 (s, 2H), 1.87 (dt, J =
14.8, 7.1 Hz, 3H), 1.61 (s, 5H), 1.30 (t, J = 8.0 Hz, 3H), 1.04 (t, J=7.2 Hz, 3H), 0.88
(t, J=8.0 Hz, 3H), 0.81 (d, J= 8.0 Hz, 6H); ESMS A% (Cs¢Hg3NoOso): 1021.5;
[1505] AZ3]:1022.5 (M+H).
[1506] SDC-TRAP-0180
[1507] 4,11-to| € -4-3}o]| == A]-3 14-U] =43 4,12, 14-H EFSlo| = 2-1H-9 &= [3',4':6,7] A=A =[1,2-b] F

Ed-9-9
(1-(4-(4-(3-(2,4-Yslo] =FA|-5-0] 2 Z 2 A d )-5-( D7} Y )-4l-1,2,4-E ] o} F-4-L ) A [ A )l %
) H U -4-d) (H &) Tl o] E
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[1508]

[1509]
[1510]

[1511]

[1512]
[1513]

[1514]

[1515]

[1516]

[1517]
[1518]

[1519]

S=50dl 10-2163906

OH

Hop_< o ‘j\\
N

LQD)L O

HN” ™0

'"HNMR (400 MHz, DMSO-dg) 6 10.42 (s, 1H), 9.77 (s, 1H), 8.98 (t, /=5.9
Hz, 1H), 8.18 (d, /= 9.1 Hz, 1H), 8.01 (d, J=2.5 Hz, 1H), 7.68 (dd, J = 9.1, 2.4 Hz,
1H), 7.53 (d, J = 8.1 Hz, 2H), 7.44 — 7.35 (m, 2H), 7.33 (s, 1H), 7.16 — 7.06 (m, 4H),
6.69 (s, LH), 6.53 (s, 1H), 6.35 (s, 1H), 5.44 (s, 2H), 5.34 (s, 2H), 4.62-4.22 (m, 2H),
3.77 (s, 1H), 3.26 — 3.14 (m, 5H), 3.05 (s, 2H), 2.98 (p, J = 6.9 Hz, 1H), 2.90 (s, 2H),
1.91-1.80 (m, 6H), 1.34 — 1.21 (m, 3H), 1.07 (t, J = 7.2 Hz, 3H), 0.93 (d, J = 15.2, 8.0
Hz, 6H), 0.88 (t, /= 8.0 Hz, 3H); ESMS A|4tX] (CssHssNgO11): 1016.4; AZ3] :
1017.5 (M+H).

SDC-TRAP-0181

4-(((4-(4-(4-(3-(2,4-T3}o)| EFA|-5-0| A X 2 A ¥ )-5-3} o] =FA]-4l1-1,2,4-E ¢] o} Z—4- ) ulld ) 1] | 2} 7 -
1-)FE) (HE) 7ML L) S A )4, 11-t o & -3, 14-U &4-3,4,12, 14-H E&}5to] = 2-1H-7 2} [3' ,4':6,7]2
A =[1,2-b]HEH-9-2 olAEHo|E

ESMS AIAFA] (CooHsNsOpo) : 954.4; A=X]: 955.3 (M+H).

SDC-TRAP-0184

4,11-t)o| €l -4-3} o] == A] -3, 14-U] =43 4,12, 14-H Eg}&lo]| = 2-1H-¥ &} = [3',4':6,7] 0 =8 X = [1,2-b]
EH-9-9  (1-(3-(5-(3-(2,4-V) 3o E=F A -5-0] & L2 A D) -5-3o| =5 A -4H-1,2,4-E 2] o} E-4-2 )- -2 =~
-z =2 ed) 9 e d-4-4) () 7ufe o] E

Q
o

4
N
f ,)—OH

OH N

'H NMR (400 MHz, DMSO-dg) § 11.83 (s, 1H), 9.51 (s, 1H), 9.45 (s, 1H),
8.17(d, J=9.1 Hz, 1H), 7.99 (s, 1H), 7.70 - 7.62 (m, 1H), 7.54 — 7.38 (m, 3H), 7.32 (s,
1H), 6.95 (dd, J = 8.7, 2.0 Hz, 1H), 6.74 (s, 1H), 6.50 (s, 1H), 6.42 (d, J = 3.1 Hz, 1H),
6.23 (s, 1H), 5.44 (s, 2H), 5.34 (s, 2H), 4.53 (s, 1H), 4.43 (t, J = 6.8 Hz, 2H), 3.83 (s,
1H),3.29 (s, 3H), 3.22 — 3.14 (m, 3H), 2.93-2.66 (s, 7H), 1.87 (p, J= 7.1 Hz, 2H), 1.49
(s, 2H), 1.29 (t, ] = 8.0 Hz, 3H), 0.92 — 0.82 (m, 9H); ESMS A 2k] (Cs;Hs,NgO10):
936.4; A& 32]:937.0 (M+H).

SDC-TRAP-0185

4,11-t]o| & -4-3}o] =FA]-3,14-T] 434,12, 14-H EFsto] =2 -110-9] 2} = [3' ,4":6,7] A &2 X = [1,2-b] F]
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[1520]

[1521]
[1522]

[1523]

[1524]

[1525]
[1526]

[1527]

[1528]
[1529]

[1530]

[1531]

SS90l 10-2163906

9-9-9 4-(1-(4-(3-(2,4-T) 80| EF A -5-0] 22 2 | )~5- (o] DAL A )~411-1,2,4- E 2] 0} E-4-2 )1 ) ]
A d-4-7h . d)-2-v g 3] 7| 2} X1 - 1-7H-5 A ) ]E

OH

HOp—( Q /\\ e N ¢
B O G

HN™ ™0

'"H NMR (400 MHz, DMSO-dg) 5 10.64 (d, J = 1.8 Hz, 1H), 9.77 (s, 1H),

8.96 (t, /= 5.9 Hz, 1H), 8.20 (d, J = 9.2 Hz, 1H), 8.03 (d, J = 2.5 Hz, 1H), 7.70 (dd, J
=9.2,2.5 Hz, 1H), 7.40 (d, J = 8.2 Hz, 2H), 7.37 - 7.24 (m, 3H), 6.59 (s, 1H), 6.52 (s,
1H), 6.36 (s, 1H), 5.45 (s, 2H), 5.35 (s, 2H), 4.29 (d, J = 17.9 Hz, 2H), 4.15 — 3.81 (m,
2H), 3.51 (s, 2H), 3.27 - 3.12 (m, 5H), 2.95-2.88 (m, 5H), 2.07 (s, 2H), 1.96 — 1.79 (m,
2H), 1.71-1.63 (m, 5H), 1.37 - 1.13 (m, 6H), 1.05 (t, J = 7.2 Hz, 3H), 0.89 (t, J = 7.3
Hz, 3H), 0.82 (d, J =6.9 Hz, 6H). ESMS A|4tX] (CssHeiNoOyo): 1007.5; A& X]:
1008.3 (M+H).

SDC-TRAP-0186

4,11-te| & -4-3}0]| =5 A]-3,14-1] % 4-3,4, 12, I4-H EZSlo| E2-1H-3 &} = [3' ,4':6,7]J EE A =[1,2-b] 7
BU-9-9 4-((5-(3-(2,4-TI SO = A -5-0] 23 2 A 5| D) -5-5}0] = HAI-4lI-1,2,4-E 2] o} E-4-)- -1 -
1-91) &) 3] 2] - 1-7h 2 Al e o] =

OoH

"H NMR (400 MHz, DMSO-dg) 5 11.91 (s, 1H), 9.57 (d, J = 4.4 Hz, 2H),
8.17 (d,J=9.1 Hz, 1H), 7.97 (d, J = 2.5 Hz, 1H), 7.69 — 7.56 (m, 2H), 7.46 (dd, J =
4.9,2.6 Hz, 2H), 7.32 (s, 1H), 6.98 (dd, J = 8.7, 2.0 Hz, 1H), 6.67 (s, 1H), 6.53 (s, LH),
6.47 (d, J = 3.1 Hz, 1H), 6.25 (s, 1H), 5.44 (s, 2H), 5.34 (s, 2H), 4.25-4.07 (m, 4H),
3.22-3.14 (m, 2H), 3.01 (s, 1H), 2.88-2.85 (m, 2H), 2.09 (s, 1H), 1.87 (dt, J = 14.7,
7.0 Hz, 2H), 1.58 (d, J = 12.2 Hz, 2H), 1.33 - 1.21 (m, 5H), 0.88 (t, J = 7.3 Hz, 3H),
0.77 (d, J = 6.9 Hz, 6H); ESMS A AtX] (C4sH,7N700): 865.3; A S : 866.0 (M+H).

SDC-TRAP-0201

4,11-te| & -4-3}o]| =5 A]-3,14-T] % 4:-3,4, 12, I4-H EZSlo| = 2-1H-3 &} = [3' ,4':6,7]J EE A =[1,2-b] 7
EU-9-9 4-(2-(5-(3-(2,4-TI Bko) = H A -5-0] 2 X 2 A 5] D )-5-5} o] = HAI4l-1,2,4-E ] 0} F-4-2)-1H-Q) E-
1-91)ob Al )-2-m| & 5] o e}l -1-7H 3 Al el o] =

ESMS Z12FA] (CyHysNeOyo) : 908.3; A=3]: 909.0 (MHH).

SDC-TRAP-0202

4,11-t]o)| €-9-3}o] =2 1]-3,14-T] & 43 4,12, 14-H| Ed}slo] =2 -1H-9] 2} [3',4':6,7]1 A E X =[1,2-b] F
EY-4-9
(2-(4-(4-(3-(2,4-t)slo)| =2 A -5-0] AZ 2 A Hd )-5- (o D 7u} R Y )-4H-1,2, 4-E g o} Z-4-U )l = ) 3 7| 2471 -
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[1532]
[1533]

[1534]

[1535]

[1536]
[1537]

[1538]
[1539]

[1540]

[1541]

SS90l 10-2163906

ESMS AAEX] (CooHsoNsO12) : 954.4; A=x]: 955.1 (M+H).

SDC-TRAP-0203

4,11-t] o & -9-3}o]| =FA|-3,14-T] £ 4-3,4,12, 14-H Eslo| =2 -11-9 = [3',4':6,7]A =2 A =[1,2-b]F
59-4-9)

(1-(4-(4~(3~(2, 4-T] B0] =3 2] -5-0] 22 20 5 W ) -5~ (o D 7P ) 4l1-1,2, 4-E 2] 0} 5 -4-2)) 3541 )l 2
)3 2] -4-2) hu o] =

OH BocO
fj 1) 24, THE
Euc 2) \&“ﬁﬂ%

BocO: N e} o)

HO}) ©
DMAP, DCM B°°O

THF (4nl) 9] 52 4-glo] =5 A A H W -1-7HE A H 0] E(0.2g, 1.0mmol)2] &N Eizﬂ(%ioﬂ =9 15
Ze, 0.66mL) A7FEHATE. A7) MRS AL 1A7F Sk wukatelth.  SN-38- OBoc(0.2g, 0.4mmo
DE A7) wg gl H7tsk obS | DMAP(0.15g, 1.2mmol)E H7}slch. A7) w2ES AL 5A17F £
ke, A7) WESE-S X3} NILCL(10mL) 2 #A 3k EtOAc(15ml x3) 2 FE3Ac. A7) /7] A4S st

NaS0; “golld AxA71aL A0, 24 Aazvteddys s3] 3u-F9 4-((((-((3H-F-FAI7H

al
U)Sa])-4,11-t] e &-3,14-1] % -3 4,12, 4-H Eg}eto] =2 -1H-T 2= [3' ,4':6,7]11 58 A = [1,2-b] A=A~
4-A) S A 7HE D) S A I F 2 H-1-7H A P 0] E(0.21g, 73%)E 583l

1)4N HCI, DCM/MeOH; Q)L O\

OCOOH
O

\
BocN(j N—N
)—COOEt

SDC-TRAP-0203

o}

EDC, HOBt, TEA, DMF

DCM/MeOH(5mL/4mL) 3¢} 4—((((9—((3,—“; BEAFIRG)SA])-4,11-t o &-3,14-1]24-3,4,12, 14-E| Eg} o] =
Z-1H-92=[3",4":6,7]19 58 A = [1,2-b]F=H-4-A) S A 7hE D) SAD 9 o 2l A -1-7F 52 2 o] E(0. 2g,

0.28mmol)2] &l ] J(5mL) o] AN HCl& #H7bskgivh. A7) wheES A2olA 2417 Sk ek v
o5 FFAIZTH. 7] ARE IAE DIF(4mL) Foll &3iA17]aL, 4-(4-(3-(2,4-T]8}o]| EFA|-5-0]| A 2 I 5
D)-5-(NEA 7L )-4H-1,2,4-E 2] o}E-4-L) A 5 A] )Wl 240, 14g,  0.28mmol),  EDC(0.16g,  0.83mmol),
TEA(ImL) 2 HOBt(ZFv)E H7lskdvh. A7) weES 204 A wdteict. A7) 9e&ES ¥3}
NH,CL(10mL) 2 A 3FaL EtOAc(15mLx3) 2 FZ3h. A7) e f7] S NaS0, AollA 1dxA7] A

o Hil

i
Aok, A mzvtEadyE F3@ste] SDC-TRAP-0203(0.15g, 54%)S F538Fth. ESMS AAFA (CssllsaN012) ©
1003.4; 5211 1004.5(0M+).

SDC-TRAP-0221

4,11-t]o & -4-3}0| =FA]-3,14-T] % 4:-3,4, 12, 14-H EZ}slo| = 2-1H-3] 2} = [3' ,4':6,7]J =2 A =[1,2-b] 7]
59-9-9
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[1542]

[1543]
[1544]

[1545]

[1546]

[1547]

S=50dl 10-2163906

(1-(4-(4-(3-(2,4-t] 3o EF A -5-o| A X 2 A H ) -5- (o D7}t A )-4l-1,2 , 4-E ] o} E-4-L) F 5 A ) Az

D)y H 2 d-4-) (e &) 7hupw| o] E

"H NMR (400 MHz, DMSO-ds) 5 10.43 (s, 1H), 9.80 (s, 1H), 8.97 (1, /= 5.8
Hz, 1H), 8.19 (d, J = 9.2 Hz, 1H), 8.00 (d, J = 2.5 Hz, 1H), 7.67 (dd, /= 9.2, 2.4 Hz,
1H), 7.52 (d, J=8.1 Hz, 2H), 7.43 - 7.31 (m, 3H), 7.16 — 7.05 (m, 4H), 6.68 (s, LH),
6.54 (s, 1H), 6.35 (s, 1H), 5.44 (s, 2H), 5.34 (s, 2H), 4.59 (s, 1H), 4.13 (s, 1H), 3.52 —
3.35 (m, 4H), 3.20 (dt, J = 13.1, 6.8 Hz, 4H), 2.98 (p, J/ = 6.9 Hz, 1H), 1.93-1.80 (m,
6H), 1.30 (t, J=7.5 Hz, 6H), 1.22 — 1.13 (m, 1H), 1.07 (t, J=7.2 Hz, 3H), 0.96 — 0.84
(m, 9H); ESMS A4tX] (Cs7HssNsO11): 1030.4; A Z2]:1031.5 (M+H).

SDC-TRAP-0222

4,11-t]o| & -4-3}o] =FA]-3,14-T] 434,12, 14-H E&ste| =2 -110-9] 2} = [3' ,4":6,7] A &2 X = [1,2-b] F]

59-9-9

(1-(1-((4-(3~(2, 4-T) Bho] =S A -5-0] &2 2 2 3 ) -5-(N D 7hh &) ~4h-1,2, 4-E 2] o} E—-4-2) s ) M £ ) 7]

HeY-4-7t 5 d) d ¥ g d-4-L) (| &) 7Hup| o E

HQ Q j\\]\
QN r\\I o
%
w1
N/ N
W
HN.

\

'"HNMR (400 MHz, DMSO-dg) 5 9.91 (s, 1H), 9.69 (s, 1H), 9.05 (t, /= 6.0
Hz, 1H), 8.18 (d, J = 9.2 Hz, 1H), 8.00 (d, J = 2.7 Hz, 1H), 7.81 — 7.73 (m, 2H), 7.67
(dd, J=9.2,2.4 He, 1H), 7.59 - 7.52 (m, 2H), 7.32 (s, 1H), 6.74 (s, 1H), 6.51 (s, 1H),
6.28 (s, 1H), 5.75 (s, 1H), 5.44 (s, 2H), 5.34 (s, 2H), 4.53 (s, 1H), 4.06 (s, 2H), 3.70 (s,
2H), 3.25-3.14 (m, 6H), 3.02 - 2.93 (m, 3H), 2.84 (s, 1H), 2.67-2.32 (m, 3H), 1.87 (p,
J=17.0Hz, 2H), 1.74-1.55 (m, 7H), 1.29 (t, J = 8.0 Hz, 3H), 1.08 (t, J = 7.2 Hz, 3H),
0.95 (d, J =8.0 Hz, 6H), 0.88 (t, J = 8.0 Hz, 3H); ESMS A4t (CssHgiNgO12S):
1071.4; A=) 1072.6 (M+H).
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[1548] Al S el ek HER2 2ol HA S AREste] o5 Sheteel tal FAstslv:
SDC-TRAP-# HER2 5
IC5, (M)
SDC-TRAP-0016 >5000
SDC-TRAP-0027 >5000
SDC-TRAP-0028 >5000
SDC-TRAP-0030 >5000
SDC-TRAP-0031 1270
SDC-TRAP-0022 >5000
SDC-TRAP-0023 4300
SDC-TRAP-0010 >5000
SDC-TRAP-0038 >5000
SDC-TRAP-0037 2112
SDC-TRAP-0026 1780
SDC-TRAP-0029 1373
SDC-TRAP-0046 246
SDC-TRAP-0042 1057
SDC-TRAP-0043 2135
SDC-TRAP-0047 875
SDC-TRAP-0044 602
SDC-TRAP-0045 464
SDC-TRAP-0054 1469
[1549]
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[1550]

SDC-TRAP-# HERR )
IC,, ((M)
SDC-TRAP-0059 184
SDC-TRAP-0014 >5000
SDC-TRAP-0012 >5000
SDC-TRAP-0011 >5000
SDC-TRAP-0055 402
SDC-TRAP-0056 1271
SDC-TRAP-0057 449
SDC-TRAP-0058 2929
SDC-TRAP-0060 >5000
SDC-TRAP-0063 793
SDC-TRAP-0067 196
SDC-TRAP-0070 263
SDC-TRAP-0064 1129
SDC-TRAP-0065 661
SDC-TRAP-0071 307
SDC-TRAP-0072 >5000
SDC-TRAP-0073 478
SDC-TRAP-0077 2791
SDC-TRAP-0079 1430
SDC-TRAP-0081 622

- 170 -

S=50dl 10-2163906



[1551]

SDC-TRAP-# HER2 5
ICy, (nM)

SDC-TRAP-0083 1438
SDC-TRAP-0094 <78 953
SDC-TRAP-0086 >5,000
SDC-TRAP-0084 1132
SDC-TRAP-0095 >5000
SDC-TRAP-0101 280
SDC-TRAP-0087 535
SDC-TRAP-0090 4599
SDC-TRAP-0089 1466
SDC-TRAP-0088 221
SDC-TRAP-0074 4120
SDC-TRAP-0075 953
SDC-TRAP-0076 <78 227
SDC-TRAP-0097 >5,000
SDC-TRAP-0091 >5000
SDC-TRAP-0104 350
SDC-TRAP-0092 4706
SDC-TRAP-0100 80
SDC-TRAP-0111 >5000
SDC-TRAP-0112 >5000
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[1552]

[1553]

SDC-TRAP-# HER2 =31
IC,, (nM)

SDC-TRAP-0154 191
SDC-TRAP-0145 183
SDC-TRAP-0146 1295
SDC-TRAP-0169 611
SDC-TRAP-0161 3694
SDC-TRAP-0172 <78 56
SDC-TRAP-0180 325
SDC-TRAP-0181 164
SDC-TRAP-0185 38
SDC-TRAP-0186 1,619
SDC-TRAP-0184 4,002
SDC-TRAP-0205 564
SDC-TRAP-0206 321
SDC-TRAP-0207 >5,000
SDC-TRAP-0204 >10,000
SDC-TRAP-0208 480
SDC-TRAP-0209 1,130
SDC-TRAP-0210 >10,000
SDC-TRAP-0213 248
SDC-TRAP-0212 2,294

SDC-TRAP-# HER2 3

IC,, (MM)

SDC-TRAP-0201 4,670
SDC-TRAP-0202 >5,000
SDC-TRAP-0214 >5,000
SDC-TRAP-0215 2,746
SDC-TRAP-0220 474 445
SDC-TRAP-0203 446
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[1554]

[1555]

N 2%
N5 | SDC-TRAP-#
ECy, (nM)

1 | SDC-TRAP-0045 96.6
2 | SDC-TRAP-0046 101.8
3 | SDC-TRAP-0063 157.5
4 | SDC-TRAP-0064 122.2
5 | SDC-TRAP-0184 86.62
6 | SDC-TRAP-0204 82.59
7 | SDC-TRAP-0209 54.59
8 | SDC-TRAP-0210 91.03

whe 87 AR HolH

SDC-TRAP-# | 82 & %(1h, 37 °C)
SDC-TRAP-0022 21%
SDC-TRAP-0028 41%
SDC-TRAP-0029 41%
SDC-TRAP-0037 95%
SDC-TRAP-0044 61%
SDC-TRAP-0045 45%
SDC-TRAP-0046 52%
SDC-TRAP-0054 41.0%
SDC-TRAP-0071 102%
SDC-TRAP-0076 96%
SDC-TRAP-0104 95.5%
SDC-TRAP-0063 11.1%
SDC-TRAP-0064 91.5%
SDC-TRAP-0172 74.7%
SDC-TRAP-0180 72.4%
SDC-TRAP-0184 18.0%
SDC-TRAP-0185 68.1%
SDC-TRAP-0186 57.9%

SDC-TRAP-0042

74%
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[1556]

SDC-TRAP-# | $-A]&%(1h, 37 °C)
SDC-TRAP-0047 89%
SDC-TRAP-0055 103%
SDC-TRAP-0056 78%
SDC-TRAP-0059 51%
SDC-TRAP-0145 14.1%
SDC-TRAP-0203 71.2%
SDC-TRAP-0215 77.2%
SDC-TRAP-0216 67.7%
SDC-TRAP-0220 78.3%
SDC-TRAP-0202 21.2%
SDC-TRAP-0205 58.4%
SDC-TRAP-0206 68.6%
SDC-TRAP-0208 86.1%
SDC-TRAP-0209 67.1%
SDC-TRAP-0213 74.7%
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[1562]
[1563]
[1564]

[1565]

0
o S = (8 |3 |,
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TR <= | @
AN 28: EHWAEZREE ¥EFsl= SIC-TRAP

SDC-TRAP-0148

(7R,8R,9S,13S,145,17S)-17-3} o] =5 A -13-W & -7-(9-((4,4,5,5,5-HE}ZF
7,8,9,11,12,13,14,15,16,17-d|7}3} o] =2 -6H-Alo| S 2 HE}H a ]| A FE A -3-Y

(@)
o
]

S=50dl 10-2163906

2AE) 49 d)wed)-
4-(4-(3~(2,4-TI 80| =5 4| -5-0]

4325 D)-5-510] EHA-4H-1,2,4-E ) o}E-4-2) Wl W) 9 | 2 A -1-7H A e o) =

- 180 -



[1566]

[1567]
[1568]
[1569]

[1570]

[1571]
[1572]

[1573]

[1574]

[1575]

[1576]

S=50dl 10-2163906

'H NMR (400 MHz, DMSO-dg) 3 11.94 (s, 1H), 9.61 (s, 1H), 9.42 (s, 1H),
7.30 (dd, J = 25.2, 8.6 Hz, 3H), 7.18 - 7.11 (m, 2H), 6.88 — 6.75 (m, 3H), 6.26 (s, 1H),
451(dd, J=4.6,2.5 Hz, 1H), 3.53 (d, J = 16.6 Hz, 5H), 2.97 (p, J = 6.9 Hz, 1H), 2.91
~2.58 (m, 8H), 2.43 — 2.22 (m, 6H), 2.04 — 1.7 (m, 7H), 1.66 — 1.44 (m, 4H), 1.42 -
1.13 (m, 18H), 0.92 (dd, J = 22.4, 7.1 Hz, 6H), 0.67 (s, 3H); CssHy,FsNsO;S o]t &
ESMS A2HA]: 1041.51; A& : 1042.9 (M+H)".

AN 29: EXE|ZHS ¥338}= SDC-TRAP
SDC-TRAP-0159

10-(( e Do) ) v’ )—4-ol & -9-3} o] == A] -3 14-1] & 4-3 4,12, 14-H Eg}alo] =2 -1H-7] 2} = [3' 4" 6,
JNEHA =[1,2-b]F =T -4-U-1-(4-(4-(3-(2 4-T] 3} o] EF A -5-o| A 2 A | ) -5- (| D 7k L Y ) —4H-
1,2, 4-EgolE-4-d)dls Al ) vl d| 2l d-4-7H 5 A gl o] E

H N—N ;

ESMS Al XFX] (CseHsNgOq1): 1016.4; A X]:1017.6 (M+H).

2 Ao 30: VDA(Vascular Disrupting Agent: E&AXEA|)E ¥ 33+ SDC-TRAP

2] % A|-5-(5-(3,4,5- 2] W 5 A 3 W) o] 4k E-4-21) -4 (4-(3-(2, 4] 5Fo] EF 4| 5-0] 2 2 1 3 W )-5-5}
o = 5 A 4fi-1,2, 4-E ] ob E-4-91) W1 2) 3] 22117 2 Al el o]

N-Q 5
/ (A
Q  o— \0 N4ayEzdy HO. OH o
gszzeddE, @ )
o} Q Q DIPEA, THF; Ns, o /
o —— Nigd )
e 2 Ho OH Hg’ N0 O
o, NS
N Ns
N,
% NH SDC-TRAP-098
HO N\)

THF(4mL) 2] 2

—H| A -5-(5-(3,4,5-E W] EA #Hd ) o] HALE-4-2 ) #H| = (0.1g, 0.28mmol) ] &oHo] 4-UE=R
Hd S22 F¥=Z10]E(0.07g, 0.35mmol) = DIPEACO.1mL, 0.57mmol)E Z7}sldtt. A7) HkEES 2204
30 B wwrek ohd, DMF(2ml) F9] 4-(5-3fo] =FAl-4-(4-(F A gx1-1-d | e) #d)-4H-1,2 ,4-E ] o}&E-3-
d)-6-o]l A2 IWA-1,3-1]2(0.13g, 0.31mmol) = DIPEA(O.1mL, 0.57mmol)<] 3‘%“’ A7k, Ao A
304 ot wwkek ¥ 7] wHEES HO0(10mL) 2 3]Askal EtOAc(10mLX3) & F&F8tal, 7] et f7] s

NapSO, el A AzA71a w5AZ0. A9 AZrEaHYE Faste] SIC-TRAP-0098(0.13g, 59%)& +53
oAt
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[1577]
[1578]

[1579]

[1580]

[1581]

[1582]

[1583]

[1584]
[1585]

[1586]

[1587]
[1588]

S=50dl 10-2163906

'HNMR (400 MHz, ™€& -d,)58.52 (s, 1H), 7.52 — 7.44 (m, 2H), 7.29
(td, J = 8.3, 2.0 Hz, 3H), 7.19 — 7.09 (m, 2H), 6.92 (s, 2H), 6.74 (s, 1H), 6.29 (s, 1H),
3.85 (s, 3H), 3.80 (s, 3H), 3.73 (s, 6H) 3.68 (s, 2H), 3.62 (s, 2H), 3.53 (s, 2H), 3.03 (p,
J=6.9 Hz, 1H), 2.52 (t, J = 4.7 Hz, 4H), 0.92 (d, J = 6.9 Hz, 6H); ESMS A4t
(C42HyyNgOj): 792.3; A S ] 1 7932 (M+H).

SDC-TRAP-0099

2-v| 5 A)-5-(5-(3,4, 5-E & | 5 A 5 D) 0] AL 4= ) 7] -d-(4-(3-(2, 4-T] Bk o] = FA|-5-0] £ 2 W 5] W )-5-3}
o) =2 A -4l-1,2,4-E 2] o}E-4-2) D) 7] A b - 1-7H3 A e o] =

N

NP

=

'H NMR (400 MHz, DMSO-d) 5 11.86 (s, 1H), 9.60 (s, 1H), 9.45 (s, 1H),
8.87 (s, 1H), 7.33 (dd, J = 8.5, 2.2 Hz, 1H), 7.27 (d, J = 2.2 Hz, 1H), 7.20 (d, /= 8.6
Hz, 1H), 7.05 (d, J = 9.0 Hz, 2H), 6.96 (d, J = 9.0 Hz, 2H), 6.88 (s, 2H), 6.79 (s, 1H),
6.26 (s, 1H), 3.79 (s, 3H), 3.70 (d, J = 1.1 Hz, 10H), 3.53 (s, 2H), 3.23 — 3.14 (m, 5H),
2.98 (p, J = 6.8 Hz, 1H), 0.97 (d, J = 6.8 Hz, 6H); ESMS Al 4] (C41HNeO1o):
778.3; A& X]: 779.2 (M+H).

SDC-TRAP-0158

5-(2,4-tsto] =5 A -5-o] A Z 2 ol ) N-ofl F~4-(4-(4-((1-((2-H F A -5-(5-(3,4, 5-E2| W 5 A 7 d ) o] HAL&
—4-e)Hd)obn| e )- 1= A-3-dl d R -2-2 ) Zpuk R ) ol 55 A]) ¥ ) -4lI-1, 2, 4- E 2] obE-3-7F 2~obu] = ESNS
AREAR] (CosllsaNiOn) = 98743 AZ2]: 988.3 (MH).

1 3

1@

SDC-TRAP-0085
(2)-2-HZA)-5-(3,4,5-EZ W EA 2E|H) A d 4-(4-(3-(2,4-1] 50| =ZA|-5-0] A X 2 A | d )-5-3} 0| == A]-4]]-

1,2,4-E 2] o} E-4-2) W1 2) 9 2 1 -1-71 5 el o] =
oome
\——J O OMe MeQ OMe

6\( °Me OVF
,)—-OH 0 OMe MeG  OMe />__OH

®) SDC-TRAP-0085

DMF(2mL) T2 4-(5-3lo|=FA-4-(4- (A g -1-d &) Hd)-4l-1,2,4-E | o} Z-3-A )-6-0] 2 Z Z Al A1l -
1,3-t1&(a, 0.1lmmol), (Z)-2-#15AI-5-(3,4,5-EHFAAEE)HAd(4-HEZHA ) 7FEvlo]E(b, 0.1lmmol)
2 TEACO.2mmo01) 9] EFEE A4 2¢ st wdtslgler. A7) EFES E(G0mL) = 84138k EtOAcE &
sk, A7) f715S Feta sF5A712 Al o8] AAlste] SDC-TRAP-00855 4 31 (13mg, 0.02mmol)
2A #5315
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[1589]
[1590]

[1591]

[1592]
[1593]

[1594]

[1595]

[1596]

[1597]

S=50dl 10-2163906

'HNMR (400 MHz, 2 2 2 ¥ 8-d) § 10.78 (s, 1H), 9.76 (s, 1H), 7.52 (d, J
=8.0 Hz, 2H), 7.32 (d, J = 8.1 Hz, 2H), 7.15 — 7.04 (m, 2H), 6.83 (d, J = 8.5 Hz, 1H),
6.56 — 6.38 (m, 6H), 6.35 (s, 1H), 3.82 (d, J = 10.9 Hz, 6H), 3.71 (s, 9H), 3.57 (d, J =
16.1 Hz, 4H), 2.53 (s, 4H) 0.70 (d, J = 6.8 Hz, 6H). ppm; C,4HysNsO, % o
ESMS AAtX]: 751.3; A&X: 7522 M +H"Y.

SDC-TRAP-0025

1-(2-(5-(3-(2,4-t] 3} EE A -5-0] 2 X 2L | d ) -5-3}o| =2 A -4ll- 1,2, 4-E ] o} E-4-U)-1H-A E-1-L) o & )~
3-(5-EFQ2-2-% -1, 2-tslo| =2y g ng-4- ) $-g|o}

OH

0 fayzszid 2zezados; o o
N4 wmea; o4 NA
HzN—€=/NH - ) TN _g_/NH
F 2 N? N’@ F
N._
oH
N? ’&)
N SDC-TRAP-0025

A 4nl) F9 5-ZFLEAEA(0.14g, 1.lmmol)e g 4-UE=RHY IFEIRIFET|E(0.22g,
1.lmol)E H7FsFk. A7) W-$ES 90Tl 308 FoF nlo]lmzuz 71dadrl. A7) AAE g 4-
(5-3Fo| EEAI-4-(1-(2-3}o] = A o & )-1H-Q & -5-Y )-4l-1,2,4-E g o} Z-3-U )-6-0o] 2 Z 2 Il Al -1,3-T] &

O

N

)

(0.15g, 0.38mmol)S #H7lslict. A7) ¥2ES 100ColA 1AZF B¢t nfo|mg 232 7tdetgict. Ay &9
S &7 AY ARnEIYSE Fste] SDC-TRAP-0025(0.07g, 34%)E +531%ith.

'H NMR (400 MHz, DMSO-ds) 8 11.86 (s, 1H), 9.52 (s, 1H), 9.46 (d, J =
4.8 Hz, 1H), 8.10 — 7.82 (m, 2H), 7.59 — 7.39 (m, 3H), 6.95 (t, J= 7.7 Hz, 1H), 6.73 (d,
J=9.6Hz, 1H), 6.44 (dd, J= 16.8, 3.3 Hz, 1H), 6.22 (s, 1H), 4.31 (dt, J= 12.6, 6.4 Hz,
2H), 3.57 — 3.48 (m, 2H), 2.90 (h, J = 7.1 Hz, 1H), 0.84 (t, J = 7.8 Hz, 6H); ESMS
A 2] (CaetsFNgOs): 548.2; A= : 549.1 (M+H).

Al 242 ol Yehd HER2 Zal AAS ARESte] o] shgtaol didl

e
o
prL
52
K

HER2 &3}
STA#
IC5, (nM)

SDC-TRAP-0148 3037

SDC-TRAP-0159 >1000

SDC-TRAP-0098 232

SDC-TRAP-0099 677

SDC-TRAP-0158 >5000

SDC-TRAP-0085 889

SDC-TRAP-0025 403

uhe-2 FA kA A wlolH

33& ID $A) & %(1h)
SDC-TRAP-0098 96.0%
SDC-TRAP-0099 95.2%
SDC-TRAP-0158 92.7%
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[1598]
[1599]

[1600]

[1601]

[1602]

[1603]

[1604]
[1605]

[1606]

_ _JZ_OO}:L-_T: 0
R —— FFFE Y
B 2= WM (Z3 1 g% nmol) a7 u
Dl’ﬂ] LR =P LR = i L Py 00 LA LAy — LA 0 LAy N LAy
o Q n | O o | O o | O n [ O =2 R®] | O n | O [=3
3 » la2g|as8|lazglasg|asglasg|azg|ase
H NER| S| A F|RER| AR | e wER | g S
-
Mo
M)

0.083 481 0.0833 | 0.700 5.02 0.0175 | 0.0360 | 0.01 0.21 0.05

1 7.48 0.437 | 0.250 4.62 0.111 0.161 0.62 0.25 0.65

6 0.387 | 0.131 | 0.0122 | 3.18 0292 | 0.117 8.22 223 9.64

24 0.00306 | 0.0375 | BQL 0.920 0.611 | 0.0614 300 16.3 =

48 BQL | 0.0125 | BQL 0.182 0.770 | 0.0211 -- 61.8 --

A Alo] 31: SDC-TRAP -0232

o1 10-2163906

5-(2,4-tlglo] =S A -5-0] 2 Z 2 M 3 d)-4-(4-(L2 Fe] e &) 3 D) -N-(5- A A w A AE) 41,2, 4-E 2] o}&-

3-7}E 2olu| =

SDC-TRAP-0232¢] 42 7] Whe2 o= J=staiaint. 471 AT o= ASHS &
J

A BAkE AREEte] it INT-29] e gE] Eddd®E IAEHe] 9l

0 = o
1) NazS05 NN PCls, B4, A, 4h AN
SN0 g 1O c OSONa e = | OS‘CI
91 2)HCl +NaCl 93
9:2
NH,OH, T} -4k o Nal, NaNg, DMF o H,, Pd/C, 10% o
— gAYy ——— e NN e L S NH,
0°C, 1h, o] 6] A] o N¥ esoc, WA o5 O N2 WHAI(EE) INTZ’O
4L,1n ke
[
o™ o N
E3N, THF
—_— e —_— J—— el
HO 0
™ Y o CICOCOE N
No, NO, NH; s NH T NN O
OH N-NH.
34 32 33 oK 2 INT-
34 35
0
NSNS
HoN' os NH
INT-2
o™
N
HO é
‘\( )| NY}Z
C
N NWO
OH s.
0 NHz
SDC-TRAP-0232

"H NMR (400 MHz, DMSO-dg) 5 8.93 (t, ] = 6Hz, 1H), 7.39 (d, J = 8Hz,
2H), 7.30 (d, J = 8Hz, 2H), 6.71 (bs, 1H), 6.53 (s, 1H), 6.28 (s, 1H), 3.59 (bs, 4H), 3.50
(s, 2H), 3.31 (bs, 1H), 3.23-3.11 (m, 2H), 2.94-2.87 (m, 2H), 2.38 (bs, 4H), 1.67-1.61
(m, 2H), 1.47-1.36 (m, 2H), 1.36-1.30 (m, 2H), 0.78 (d, J = 7.2Hz, 6H). ESMS
Al 2EX] (C28H38N606S): 586.26; A S X]: 587.2 (M+H).

A A 32: SDC-TRAP-233

SDC-TRAP-0233

N-(2-(5-(3~(2, 4-T] 8 o] =5 A -5-0] A 2 B 3 )-5-8F o] ZH A ~4lI-1, 2, 4-E 2] 0} F~4-2 )~ 1H-91E-1-21) o & )~

5-((3aS,4S, 6aR)-2-F A SNALS} o] =2 -1H-E] | = [3,4-d] o] W] T} &4~ ) Hl ghojm] =
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[1607]

[1608]

[1609]

[1610]
[1611]
[1612]

[1613]

[1614]

[1615]

[1616]
[1617]

[1618]

[1619]

[1620]

S=50dl 10-2163906

EDC, DMAP N
n={ DMF, 48, 4] =l S AN

SDC-TRAP-0233

'H NMR (400 MHz, DMSO-de) § 11.87 (s, 1H), 9.54 (s, 1H), 9.46 (d, J =
4.8 Hz, 1H), 7.94-7.93 (m, 1H), 7.47-7.36 (m, 3H), 6.95-6.92 (m, 1H), 6.77 (s, 1H),
6.44-6.37 (m, 3H), 6.22 (s, 1H), 4.32-4.10 (m, 4H), 3.37-3.35 (m, 2H), 3.10-3.06 (m,
1H), 2.95-2.88 (m, 1H), 2.84-2.79 (m, 1H), 2.58 (d, J = 12.0 Hz, 1H), 2.02 (t, /= 8.0
Hz, 2H), 1.60-1.26 (m, 6H), 0.86 (t, J = 7.8 Hz, 6H).

ESMS A AL X|(C31H37N7058S): 619.2; A & X]:620.2 (M+H).

A A)o] 33: SDC-TRAP-234
SDC-TRAP-0234

N-(2-(5-(3-(2,4-H] 3t O] EF A -5-0] 2 T2 A F ) -5-3 o] EH A -4l-1,2,4-E 2] o} E—4-) -1 E-1-) el &)~
6-(5-((3aR, 4R, 6aS)-2-F 2@ A5} o] =2 -1H-E] ol =3, 4~d] o] P| B} -4~ ) A Bro}m| ) & Aol =

SDC-TRAP-0234+%= A}7] 73-5-3H= HSPI0 AIA| ZH-E] &@3le] Boc B3 ofn]:=dibite] AZH oz A wT),
T4 g5l oloj HFE AZH 2SS AL vlole®le] AZHe o AV EHdE WHES F53N

o}

PN
HO “Boc (o}
NH, ¥ NN
HO, N(\ * 1. EDC,DMAP HO, N ’
) DMF, 4, %4 N
g {3
Ry 2. HCI, MeOH, 4 £, 1h HO )N
i
N ~OH 'N’)‘OH
) s\
HO N f
s/ Ao N f 0 WO
ages
EDC, DMAP Hd
DMF, A&, ¥4 oL

OH
SDC-TRAP-0234

"H NMR (400 MHz, DMSO-ds) 8 11.86 (s, 1H), 9.55 (s, 1H), 9.46 (s, 1H),
7.93 (t, J=6.0 Hz, 1H), 7.74 (t, J = 6.0 Hz, 1H), 7.46 (d, J = 8.0 Hz, 1H), 7.41 (d, J =
4.0 Hz, 1H), 7.35 (d, J = 4.0 Hz, 1H), 6.94 (dd, J = 8.0, 4.0 Hz, 1H), 6.76 (s, 1H),
6.43-6.41 (m, 2H), 6.36 (s, 1H), 6.22 (s, 1H), 4.31-4.10 (m, 4H), 3.09-2.79 (m, 8H),
2.05-2.01 (m, 4H), 1.61-1.12 (m, 12H), 0.86 (t, J = 7.8 Hz, 6H). ESMS A4t
(C37H48NSO6S): 732.34; AEX]: 733.3 (M+H).

AAl 340 W 71AE R HHe] o 2 A8 #% SDC-TRAPY T4 R &%

Wy ABAGe S v JwA) By @Feld, ol dukowm WA w4 3 ARCPDY F A ¥
o F9 st o AXR, UnA shbs dz1gelth ol dAHoR A%dA 29 ek 1de] 39 o F
FhE(R) B 2B Qe A5 APonA Fou,

e o9 At Pastel FolAWA WY, #, HE 29 L /1AS FESE 934 Fololth. WAL
WolAY e U mi WE, WA, J1F We, $¥, $¥e] L RATE TPAAT olo] A ek

FAH F@Ax(trigger)ol oJa FoE 5 Sl

WY 199, COPD R AHe] Ame] ALgHE fEe ARE Rostaly obiEIA 584 JAA(NE
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[1632]

[1633]

[1634]

[1635]

[1636]

[1637]

[1638]

[1639]

[1640]

[1641]

[1642]

[1643]

sjo] AT AZIA & ¢ Qlem, FrhE @AV A7) WE A dess As AT 5 s

oMFARE 3-(2-vWlExZ2d)-3,5,8-EF IR EZALC| S 2[7.4.0.02,6] E& H7}-1(9),2(6),4,7,10, 12- 3 A<l -
ol e (AMESE, nead, maae ARAMAEGHE, A% a4 o4 IAF, U BA A4%D)
B ohet gAY] AL (HTF 2EB)E EFSHE v 54 A8 Ams) 99 AsHE B4-EE

3= =
Adoeltt. omFARE 9 o] FHAl= S WA dA
¥E g WY ARES SR ofu]F
oFE ) vt ALg-Eo] SDC-TRAP ¥AH5 vHE = 9ltt.

-5 84 (RN E B e
St Sy Ao Aud AgHE st oy

0O

o x ¢

oJMARE SIC-TRAP BAH=, oS 59, niAw oAy Bxish
A8 GAE Agstel F4Y 4 Atk AEHE 54 97 2
sh5ps Aol met 2498 Zoluh.

371 ol FIEE SDC-TRAPS] MlZ54dS SAs] A% A2 AAd 4o Aled A5 FAR BHE ARES)
o sddy. A SdE A4 518 7hed 545 2 SIC-TRAP, whbAeils Bahete] viel] =4 o
S 548 s eSS Hsy] S8 MFHA X2 AE, uiHElE 95 Axed g FPEn. AE
=54 % R AS AL B3, dE S, AW S AREstel 54/A5 A ARsr u) el g
FARAM FF ARSEE @A vl te)] e

ofHlFEE SDC-TRAP wAbs H3F ol59] Fsol 471 AAle] B2l o8] AAHA Fa& Gyl sl A
g, vepel dek AEFTE GEl ZlEokel o3 Aol vk, HAIES AbEshs Hl le1A oln]
FE SDC-TRAPS] Ess WEhZ] fls) Fol wkg il e, wibAsiAl= 7] oW 7| B SDC-TRAP
A oA RE B 7] ol Y A whEd Hs] dReh AlRE Abdshedl glojA Huh mvpbAeltt
AAe] oFgeta A et 54S Hrishs Wyl Fa vlERokd o FAH Ark. 7] AFE uhe}
gol, #A wre 54/A45 A8 = dlARw ofye} AR ® AE yme] AAe ¢ 8 AEE A
cH QM= AR el B Bdleq $F AREET. owFEE, 7] offE iA, 3 ouFRE SDC-
TRAP Abe] =8 AFEE dWbARl WS ARste] 7] SRS S S5, 75, 2 A5 el #4
ol sl A=t

A S, xS, okedtd 54, R A" 24 dIdE 2 oW IR SDC-TRAP wARS Selehi
A, 2471 SDC-TRAP= ¥)-9ke] A gt g& REdlAe] asel taf Afect. dRgte] g8 2l Fa 7]
Ewokel o3 Aol k. CdE W, WHIAMELE, VAANELGT B ZAF AEXFE AT oF
o T & vt ojA® Fd @A AREET. o=, 47 oY £x, B oW F| B SDC-TRAP
A =g Algwol maxEn. A7) AgAe &dE 2 onlFRE B 3] ol AH w4 de] 24
o vy, Bl wle] shu ol el e 545 2 oMFEE SDC-TRAP WAbE V1E S AlAE)
2 AR F7H SRR F

2 gl SDC-TRAP A4S Al FYPA7IE s8E& A837] {8, <13 #AEH<
artificial membrane permeability assay)e] AR&ETI. PANPAE %4 4 w7t Zd
838 7]Foltk.  LC/MSE PAMPA AR I} 37 A}gste] 2 oot

= _lm
A
ox
o
o
~~
._U'
=
=
5
=

=
o] SDC-TRAP BA}7} H22 Exlel= 89 =A st}
n)a]-m B PANPA Z@o]EZ 305 o4k Eol Aeow sledst the, A4 ARSS HAslsiol).

25 &N AgE SDC-TRAP wxkeh 71 AlZzshdtt. 28 &ols AZst7] 918, DMSO + 950u0] PBS <]
50109] 100 uM 2%, i 50409] 200N 25 96709 | A ZelolEd Hrbelel 7} 5uM HF v EE
opl HF s2s ARG, AfE 7H7he] 83hES ok 300ue] A8 &S =91 PAPA EF0E
o Mg Aol Hrkeboltt. 200u09] PBSE ©41E PANPA Z@llo]Ee] gk A el Artshait

A7) G EAlES 3Y] w9 FdolE 4o WRI 5Az B FLuAsY. 547 F, 500
2HFE 22e) BelolEe] 22 AmiE AASD Az 96 F A Felol= Wz Frsrdeh,
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[1644]

[1645]

[1646]

[1647]
[1648]

[1649]
[1650]

[1651]

[1652]

[1653]

[1654]

[1655]

[1656]
[1657]

[1658]

[1659]

S=50dl 10-2163906

Bl
FN
flo

10000 WEHES 3HslE U ZES Z47te] BHek Hrlsta LO/MSOl ol BAlskeith. uR
150ng/m¢ SDC-TRAP-0002°] 1T},

7z o] SDC-TRAP & 2 tjz=8 Al gt T39S Ayl 93, sh7] 8k AH&3s18lt:
T34 (em/s):

Po= -In[1-Ca (1} / Cequiibrium)
A*(1Np+ 1/Vp) * t

Comsiiori = Co(t)*Vo+Ca(§)*Va
VD+VA

i)
oft
tz

[I <IN
T

R= 1-[Cp (1) * Vo + Ca () * Vil

0" Vo
9] Fapol A,
G Bl 9 F9] 27 SR FEmela,
G(0E AZE oA Fold] 9 e e FEmDolx,

Cu(t)= AIRE toll A =84 4 F9] 3&E s=mbeolaL,

Ve oA 4 84 = 0.3mLo] AL,
Viz FEA 2 83 = 0.20lelaL,
A= 2¥ H3 = 0.3aro] L,
t 2 AIZE = 180002 (5A1ZF) o]},
st7] el vERd dlojge] disl, I3 WAL Y] Fhe] wx il AR EH AT
Zak
Fa4 whe
SDC-TRAP-# (cmis) | (10° cm/s) (%)
SDC-TRAP-0018 | 2.68E-08 | 0.0268 14.7
SDC-TRAP-0048 | 2.83E-08 | 0.0283 10.8
SDC-TRAP-0049 | 1.24E-08 | 0.0124 14.1
SDC-TRAP-0052 | 7.69E-09 | 0.00769 7.02
SDC-TRAP-0062 | 2.50E-08 0.025 18.0
SDC-TRAP-0193 | 8.59E-09 | 0.00859 10.2
SDC-TRAP-0195 | 0.00E+00 0 27.1
SDC-TRAP-0196 | 0.00E+00 0 22.3
SDC-TRAP-0210 | 0.00E+00 0 34.8
SDC-TRAP-0232 | 6.89E-09 | 0.00689 21.0
SDC-TRAP-0233 | 2.10E-08 0.021 10.9
SDC-TRAP-0234 | 1.23E-08 | 0.0123 9.56
S4Fu4 3.30E-09 0.0033 21.0
SAg4A 5.00E-08 0.05 17.6
SN-38 6.43E-07 0.643 38.2
fgel=rlol = | 6.20E-08 0.062 26.0
ZzAulol= | 147E-08 | 0.0147 7.53
7he <l 1.17E-05 1.7 20.8
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[1660]

[1661]

[1662]

[1663]

o1 SDC-TRAP ##}o] 3438 A gst3ict.

THE LREFS ARt 7] melAM &

SDC-TRAP-# (emis) | (10%cmis) | (%)
SDC-TRAP-0029 | 6.46E-09 | 0.00646 84.0
SDC-TRAP-0046 | 1.22E-08 | 0.0122 88.1
SDC-TRAP-0063 | OE+00 0 187
SDC-TRAP-0064 | OE+00 0 48.4
SDC-TRAP-0154 | OE+00 0 10.3
SDC-TRAP-0200 | 0E+00 0 106
SDC-TRAP-0205 | OE+00 0 10.9
SDC-TRAP-0208 | OE+00 0 250
SDC-TRAP-0210 | 8.99E-09 | 0.00899 72.2

SN-38 1.87E-06 1.87 46.6
F2Avlol= | 250E-08 | 0.025 263

7l 1.43E-05 143 -0.11
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k1

k1

3
Z7 %9| SDC-TRAP-0229 =
=
H
o
8
3
&
7
4% RBC ¥ o A% N €1 A%
=3
w4
FY 899 NE AFE A8 &F ()
R FE ves F9 HCT-116 o] Fo| W F¢ =Y
¢ 84 (87 +SEM)
3500
H 3 & IV Q7Dx3
— SDC-TRAP-0063 200 mg/kg IVQ7Dx3
SDC-TRAP-0063 100 mg/kg IVQ7Dx3
s SDC-TRAP-0046 94 mg/kg TVQ7DxX3
o500 | % olElxElZk 67 mg/kg IV Q7Dx3
= e ol2xHZ 67 mgkg IV Q7Dx3+SYN-01 100 mg/kg IV Q7Dx3
g
" 2000 |
o A1 A8 AsY
® Al FlF Az 2AF A3 FeF
f 1500 [ l
1000
500 -
3 SDC-TRAP-0063 bbbt b
0 ‘
0 5 10 15 20 25 30 35
ARF 95

HF+SEMe 2 Vbl dlolH, H|3Z 2§ ulastg P < 0.05, *x P <0.01 &
#++P < 0,001, ol x=E|gt @ A 2§+ vl #p<0.05
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EH5
CBE AFT@ A 33FE Xz 54
A FE vl$2 F HCT-16 o]Fo)dH FF =d
A5 (3 £ SEM)
25
MW
"‘““”::%;‘"””’%"’"M
) —e— Y| 8] & IVQ7Dx3
~ 15 f
,'E 5 SDC-TRAP-0063 200 mg/kg IVQ7Dx3
3
A1g A8 AL SDC-TRAP-0063 100 mg/kg IVQ7Dx3
10 = 2 FoF 3 FoqF
AL R A2 T aalce 'SDC-TRAP-0046 94 mg/kg IVQ7Dx3
s | - O] F =B Zt 67 mg/kg IVQ7DX3
g O] ] | ZF 67 mg/kg IV Q7Dx3 + SYN-01 100
mg/kg TVQ7Dx3
O !
0 5 10 15 20 25 30 35 40
A8F 95
P F+SENCZ }EM dolH
ZH6
% $Amm) o g A%E A= a3
540 R S
A5 SDC-TRAP-0063 (100 mg/kg,
Eg &nge | »ewiy SDC-TRAP-0063 (150 mg/kg, 08
g s i o] 2] ;B ZF (67 mgrkg, 1xwk)
R oy | e P E| 23] H (42mgkg,
do ILN 1xwk)+
Ne e
Y ¥ s % N
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3 : NN 3 X
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e 54
8 e ;- ' A
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F% JAF ¥4,
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47 SD uh$-20 A 2] SDC-TRAP-0063 %3 £ AT

SDC-TRAP-0063
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e 10mG A0y N S0/ 10mb kg
e FOOMGAOMLKG N 150G/ Omiikg

.00

10 1% 20 25
Az ()

Sid-38
—&—i0mg/i0mivkg N B0mg/0mbkg
e OO OINLAKG S N 150G/ 0

Ak )

- 194 -



S=50dl 10-2163906

7 CD-1 v}¢-29) 4 9] SDC-TRAP-0063 23 £¥ AT

SDC-TRAP-0063
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