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718 B AlXE 333 BoloEE gl A= (prodrug).

A 28] dolA, A= N-38(7-E-10-3| =FA]-FEH 4], 7-Ethyl-10-hydroxy-camptothecin), Th$-:=5
H] A (daunorubicin), 2454H]4l(doxorubicin), ©l3FH]A(epirubicin), ©]th-FH]Al(idarubicin), JAEE
(pixantrone),  AM}FH]A(sabarubicin),  @FH]A4l(valrubicin),  HE8EA(paclitaxel), EZAEA
(docetaxel), ™EZE Rl (mechloethamine), &= H5-A (chlorambucil), #H'd¥ehd(phenylalanine), 7B}
Z(mustard), Ale]EZ X230 =(cyclophosphamide), ©]¥2~3 W= (ifosfamide), 7FEF2®(carmustine:
BONU), ZF-2~® (lomustine: CCNU), ~EWEZEAl(streptozotocin), HA % (busulfan), El2H 3} (thiotepa),
Al =& ®l (cisplatin), ZFRZE&% (carboplatin), HE|:=mlo]il(dactinomycin: actinomycin D), E]7Fvtolal
(plicamycin), wlo]Emlo]Al C(mitomycin C), WA #]2~¥ (vincristine), WE&~¥ (vinblastine), E|YXEA}o]
Z(teniposide), EXHE ZH(topotecan), °]#]=H|Z (iridotecan), $-2FF+2¥ (uramustine), 23} (melphalan),

Wt} 52~ €l (bendamust ine) , t}7HekZl (dacarbazine) , H EZ2vlo] = (temozolomide), SdEHET
(altretamine), +27F2wrFe]2l(duocarmycin), WEFZE€ (nedaplatin), SAF2]ZEE (oxaliplatin), AIEEE
2}¥l (satraplatin), EZ|Zggl  HEZYo]EZ o] E(triplatin  tetranitrate), 5-ZFQ 25 (5-
fluorouracil), 6-MZEFF™ (6-mercaptopurine), Z}|AEMR] (capecitabine) E'“‘j/}—‘:—ﬁl‘ﬂ(cladr1bine), ek
g}Wl (clofarabine), Al2EF2Hl(cystarbine), ZF2-f2d(floxuridine), k91 (fludarabine), ZIAJEFH]
(gemcitabine), 3dFo]|=FA]$-2ok(hydroxyurea), HEEZ A ]E(methotrexate) W E & M = (pemetrexed),
#E~E} el (pentostatin), E] 27old(thioguanine), o|EXEA}O|= (etoposide), W EAFEE (mitoxantrone), ©]
A} B £ (izabepilone), W HAl(vindesine), H]:=@W (vinorelbine), AN=E&M =¥l (estramustine), wo]ekAl
(maytansine), DMI(mertansine, W E%4l), DM4, Ee}~E}®l(dolastatin), ©F$-2]2E}¥ E(auristatin E), ©}
$-g]2~Etd F(auristatin F), RxWdE o}$-2]2~El¥l E(monomethyl auristatin E), Rx=wWE o}$-z]=Eld
F(monomethyl auristatin F) 2 o]&9 FEA R o]Folxl Fo2HY MHusE, doE.

AT 4

A 18l oA, BAALFO uEgte] o WolofEl® WEsHE, ATekE,
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7% 6
A 1%l oA, WAL eols WA, WAEE BA £ AY] Weol= @A 4] wAEels YA}
£A9 Feje] YA, AR

37 7

A 3ol QlolA, Metel= GAE QA v feel= 9o mt AA nAwd 97, ATk,

AT 8

Al 6Fel SlolA, HIFiEle|= HA= Eedd E]% PEG), Zelolw]=(maleimide), 5-obv]:=ta]ZAH(5-
Aminovaleric acid, 5AVA) E+= ESAIEHZE sAld4H(Trioxatridecan—succinamic acid, Ttds)Ql, H-<F
=.

3T%9

A 186l QolA, B2 s4eha 9e] SEHES EEEs AT eRE:
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b
= N

A1l dolA, 71 e X FH S RolojE= 7|d e A %243 A (targeting sequence) S ¥F
ALY 0|2 FAEE HEfo|= & HE 3242 (peptidomimetic) 2] A3 (conjugate)Ql, #-<FE .

A3 11

A1l delA, 7l E= AE A3 EolojEli= Al T3k e =(cell-penetrating peptides,
CPPs)Ql, A oF&.

ATE 12
A 1184 oA, AE T3 HAelolt= & (Caveolin) F8A Eol& AE Ty Heglo|=ol AT HE,
A3 13

A 180 9lolM, AE EHT WoloEl QAL EAS LolofEel, ATeRE,

AT 14
Al 133kl oM, GAIE FAH3I HolojElE YAME So|d npolovtAd Agsl= HMElo|=, ARA ITE
e wudel, AretE
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d FAAdA, 47 AT FEols DA, HFEE FA e Y] FERels A9} AV HgE = FA
7 EAR FHe gAY o, %ﬂE]ro]‘: BAE A A9y fepol= FA EE AAY AT FA
d F oda, HFPeel= FAE EFYdgdZeZ(PEG), THlelv=(maleimide), 5-obv] =@ 2AH(5-
Aminovaleric acid, BAVA) HEx EFFAIEHZ <4dAiH(Trioxatridecan-succinamic acid, Ttds)¥ <

o]

AN

A FHANA, 7] B ALAE F4 IS Gehle ) Sy 29 SRES TPT & Ak
[shst4] 2]

WPJ:::'PJ O

A PN, A7) 3keka] 29 FEHES 430 mmoll A Ao HF9AS vekd = A

d SHAA, B Ayl & RolojE]; FAAAT WA FoloE; ¥HA; H 7 EE ME 243 Ko
B2 33l A4S (prodrug)oll 3k Ao|t).

d FEA A, FE HolojElE FIAY & Jor, ddAE N-38(7-o1€-10-3| =E5A| - EH L, 7-Ethyl-
10-hydroxy-camptothecin), TH{-%=FB]Al(daunorubicin), SAFH8]Al(doxorubicin), o344l (epirubicin),

o|t}FH| Al (idarubicin), FAFEE(pixantrone), AFHFFEH|Al(sabarubicin), #FH] Al (valrubicin), &4
(paclitaxel), XAIE4(docetaxel), vEFZNEF (mechloethamine), FZHFA (chlorambucil), <L
(phenylalanine), F2E}=(mustard), A}o]EF=EE231| = (cyclophosphamide), ©]¥23v|=(ifosfamide), 7}
2% 2~" (carmustine:  BONU), 2528 (lomustine: CCNU), Z~EWEZEA(streptozotocin), FA&
(busulfan), E] 2 Bl 3} (thiotepa), A ~Z2Fe (cisplatin), 7} R Z2} (carboplatin), oHE] o] Al
(dactinomycin: actinomycin D), Z&|7tvle]i(plicamycin), wPFO]EmFe]4l C(mitomycin C), HIAZ 2wl
(vincristine), WE#t~€ (vinblastine), HYXEAo]=(teniposide), XEXE|ZF(topotecan), ©°]g=HZt
(iridotecan),  $-#F2®(uramustine), B3 (melphalan),  WIT-F2" (bendamustine), =R A
(dacarbazine), ElEZ=Zvlo]=(temozolomide), LEEF (altretamine), F7F2ulo]Al (duocarmycin), dth
Z2}¥ (nedaplatin), 2AFE]Z2¥ (oxaliplatin), APEE}EE}H(satrap atin), EZ#8 HEZ}o|EFoE
(triplatin tetranitrate), 5= 2522 (5-fluorouracil), 6-HZEFH (6-mercaptopurine), ZFHAEF]
(capecitabine), Z&=g]¥l(cladribine), ZF=Z3}H1(cl ofarabme), Al2~E}ZH (cystarbine), ZE=2H/gd
(floxuridine), ZFut}2hdl(fludarabine), ZAAEMHI(gemcitabine), 3Fo]=ZAl$-#o}(hydroxyurea), WEEHZ
M o] E (methotrexate), FWEZAH = (pemetrexed), HNEX~E}H (pentostatin), E]lT-obd(thioguanine), °l&E
EAFo]=(etoposide), WPEATEZ(mitoxantrone), ©]JAH|E 2 (izabepilone), WdAl(vindesine), W]x=#=Wl
(vinorelbine), ol~Egt "l (estramustine), Wo]&4l(maytansine), DM1(mertansine, WZ®A1), DM4, =&
2B}l (dolastatin), O]—%EV\E}F/] E(auristatin E), o}-2]A~EFE F(auristatin F), R=vE o}$-g]xElel
E(monomethy! auristatin E), ®x=wWd o}9-2]~E}¥l F(monomethyl auristatin F) % o]59 FLEA&E o]Fo]

7 FoRHEE Add 4 Qi

A T A, H ool HFoFES A AAZ(Reactive oxygen species, ROS)o| WHE3lo] ok& HojojEE
.. _ i} . ) 2- }

g —’F 9\133% SRS HASHE Lol &(superoxide anion, 0 ), 3dto]==2 vz (hydroxyl

radical, , Aabsk4 (hydrogen peroxide, H:0p), 3Fe]XE 944 (hypochlorous acid, HOCl) E& I3t

A (singlet oxygen, 02)%_] T 3l

A FEAe A, FAAAF WA HoloJEl= ol K EAM arylboronic acids); EZZ @ olE] (Prochelators);
AP E3HE (selenides, selenols @ hydrogen selenide), 333}&(Sulfide), ©]33 & (disulfides) ¥ E| 29
B2 (thioethers)S ¥3sl= 272 (0rganochalcogen); AFEU|o]E o ~8|ZF (Sulfonate esters); E
o}Z2lt]i=(Thiazolidinones, TZ) %+ F+=(Quinones)¥d = SUt}.

d T, B BT WA RolofE = §hy] sk 7] SetE

[xs

e & vk

tio
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d FAdelA, 7] A= fErel= FA, HiFiEel= ¥ e Y] el %‘ﬂgr 471 BlfiEtel = "
7 EAE dHe ¥A9 5 e, ¥ E‘r ] 7= A A Jfetols F7] Ee QA wddd 97
d o a, HgEelE gA= ZYdEd=yF(PEG),  EEolv=(mal eim1de) 5-ofn| ke =

2H(5-
Aminovaleric acid, B5AVA) E& EZSAIEZIHZE &S4194H(Trioxatridecan-succinamic acid, Ttds)d <

siet,

A F@N A, B une] ATE
QRIS

[3h314 9]
X

hul

flo

7] &9t 99 e

0)
/NN "
0)

g2 5 gom, 7] Held, xE 4E

b

0" 0

1~

A FEdoA, A7) 7T T AE FH3 RolojElE V| T AXE F43F A E(targeting sequence)S ¥
Tt ol FAEE FEolE B HEtol= EHHA(peptidomimetic)®] A (conjugate)d F o,
STWV, iRGD, Cilengitide, SFITGv6, CNGRC, RGDechi, DAG, 7D2, CSG, BT1718, Dox-TAT, RGD-SSL-Dox, LPD-
PEG-NGR, VWCS, FWCS, TAT-Bim, Poropeptide-Bax, R8-Bax, CT20p-NP, RRM-MV, RRM-IL12, PNC-27, PNC-21 S
PNC-28, Ti= o9 mwhale] HEgAd 4= .

_10_



[0036]

[0037]

[0038]

[0039]

[0040]

[0041]

[0042]

SIHS31 10-2024-0108863

A FRANA, 7] 71 EE AE 543 RolojElE AE W Y £ Y-S gH3E 5 9o,
A BEW FYeS (EA, ED-B mHE=Jel (D20, (D22, (D19, EGFR, IGFIR, VEFGR1/F1t-1, VEGFR2/KDR,
VEGRF3/F1t-4, HER2/neu, CD30, CD33, (D3, (D16, (D64, CD89, (D2, ofjdlw=ulelelx~ A& 35, PIMSP-1,
HN/NDV, EpCAM/17-1A, hTR, IL-2R/Tac, CA19-9, MUCl, HLA 22 II, GD2, G250, TAG-72, PSMA, CEACAM6,
HMWMAA, CD40, M13 €135 w9l GPIIb/I11a® o] FojX| & w2 RN E MPE= o= gl ojdd 4= Qltt.

1+

_n.u
rUO

N

A RolojE): A mi ol WS FYS kI WAL

7} @2 Fab, Fd, Fab', dAb, F(ab'), F(ab'),, scFv, Fv, @z &, F
chd | QIzks} &A), idgl A 2 tjopult] (diabody) 2 o] Fo1X

ook
7 o

3L
s Y

lo

25 Ay
9 FReolA], A7) AW E= AE EAE WololEli S (Caveolin) FEA EHT BEol=Y 4

o
A FaAeA, A7) 7] e NE EZ 3 HololEE AME F¥ j“E]rol‘:(cell—penetrating peptides, CPP
o Y FEAE T3 AE U2 F/AAFAYEE e F8A Boly AxE T HEol=

s)d & o, FHHE

d Q3 MEHE 19 ot AES xFshe HEol=d F 3

B oo ALgF “3‘01, "AE T3 HAelol== A Ed] B3 E = 8| g A¥| o] E(heparan sulfate), i}
Ed(clathrin), 7} (caveo 1r1) 2 91X A (phospholipid) ¥ &S 54 EAE A3 53 HZE 53
MEZ FAEE= %ﬂE‘r"]— =

TFaol A, 7] 7T Ee AE A3 BolojEl= Gl FolF nlolentAE XA SE 4 o, oA
Eo]7 upo]owtAE 17-1A ¢, D3 732 QA= R24, EGFRvII, PSMA, PSCA, HLA-DR, EpCAM, MUC1 1o}
WA o)A ZElz s MUCL, ED-B Euﬂ°l° 43t FHEUE o3 HER2/neu, EwjolAd & (CEA), 7F
EP-UE WE=(GRP) 82 9, FA(nucine) &9, ®Y A% AAF 484 (EGF-R), HER3, HER4, MAGE
9, SART 34, MUC1 &Y, c-erb-2 5&%, TAG 72, €Ak H<=3}& 4 IX(carbonic anhydrase IX), <3-gjo}
w4 (alpha-fetoprotein), A3, A33 Ao FolAQl &4, Ba 733, BrE3-3¢, CA125, CDI, CDla, CD3, CD5,
15, CD16, CD19, (D20, CD21, CD22, (D23, (D25, (D30, CD33, (D38, CD40, CD45, CD52, CD74, CD79a, (D80,
(D138, ZHAA-Eo]x aA-p(CSAp), CSAp, EGP-1, EGP-2, Ep-CAM, FIt-1, Flt-3, Z44 ’“&iﬂ(fo ate
receptor), HLA-DR, <17} XA AXAAFZIZE(HCG) % I 299A5, ArtA2ZF F% <RAHIF-1), IL-
2, IL-6, IL-8, 1&d A% AA-1(IGF-1), KC4-89, KS-1-89, KS1-4, Le-Y, thAME A OLX}(MIF),
MAGE, MUCI, MUC2, MUC3, MUC4, NCA66, NCA95, NCA90, PAM-4 &rAlo] So]#<el 3¢, ewt A& <=}, p53, A
U 2 E2TERA (prostatic acid phosphatase), PSA, RS5, S100, TAC, €®luAl(tenascin), TRAIL
TEAE, Tn Y, EL&-zdgto] 3] (Thomson-Friedenreich) YL, 2% A} YL, VEGF, ED-B ¥jH =

S Z

o)

3 =
o 1=
e (fibronectin), &3 A F A (angiogenesis marker), Z%U%F4A} F A (oncogene marker) = FUF-HA}
S
a

APER o]FolAv FOZFE MUHE o= s oldd = 9l , TEFTAAE olFEAI 2 (Apoptosis)
AH FHAF, AAFAAH(Troscription Factor) A2k, Hol(Metastasis) B8 22, &A1 (Angiogenesis)
#Hd FHA == B2ZA-7holvlo] = (TyrosineKinase) 29 4= Sltt.

g FEANA, 7] olFEAL~ #HE A= ABLL, AKT1, AKT2, BARD1, BAX, BCL11B, BCL2, BCL2A1,
BCL2L1, BCL2L12, BCL3, BCL6, BIRCZ, BIRC3, BIRC5, BRAF, CARD11, CAV1, CBL, CDC25A, CDKNI1A, CFLAR,
CNRZ, CTNNB1, CUL4A, DAXX, DDIT3, E2F1, E2F3, E2F5, ESPL1, FOXO1, HDAC1, HSPA5, IGFIR, IGF2, JUN,
JUNB, JUND, MALT1, MAP3K7, MCL1, MDMZ, MDM4, MYB, MYC, NFKB2, NPM1, NTRK1, PAK1, PAX3, PML, PRKCA,
PRKCE, PTK2B, RAF1, RHOA, TGFB1, TNFRSF1B, TP73, TRAF6, YWHAG, YWHAQ & YWHAZY 4= low; 7] AL
A} 3 A= AR, ARID3A, ASCL1, ATF1, ATF3, BCL11A, BCL11B, BCL3, BCL6, CDC5L, CDX2, CREB1, CUXI,
DDIT3, DLX5, E2F1, E2F3, E2F5, ELF4, ELK1, ELK3, EN2, ERG, ETS1, ETSZ, ETV1, ETV3, ETV4, ETV6, FEV,
FEZF1, FLI1, FOS, FOSL1, FOXAl, FOXG1, FOXM1, FOXOl, FOXP1, FOXQl, GATA1l, GATA6, GFI1, GFI1B, GLIL,
GLIZ, GLI3, HES6, HHEX, HLF, HMGA1l, HMGAZ, HOXA1, HOXA9, HOXD13, HOXD9, ID1, ID2, IKZF1, IRF2, IRF4,
JUN, JUNB, JUND, KAT6A, KDM2A, KDM5B, KLF2, KLF4, KLF5, KLF6, KLF8, KMT2A, LEF1, LHX1, LMX1B, MAF,
MAFA, MAFB, MBD1, MECOM, MEF2C, MEIS1, MITF, MYB, MYC, MYCL, MYCN, NANOG, NCOA3, NFIB, NFKB2, NKX2-1,
0TX2, PATZ1, PAX2, PAX3, PAX4, PAX8, PBX1, PBX2, PITX2, PLAGL, PLAGLZ, PPARG, PPPIR13L, PRDMIO,
PRDM13, PRDM14, PRDM15, PRDM16, PRDM6, PRDM8, PRDM9, RARA, REL, RERE, RUNX1, RUNX3, SALL4, SATBI,
SFPQ, SIX1, SNAIL, SOX2, SOX4, SPI1, SREBF1, STAT3, TAF1, TAL1, TALZ2, TBX2, TBX3, TCF3, TFCP2, TFE3,

o »

x

_11_



[0043]

[0044]

[0045]

SIHS31 10-2024-0108863

THRA, TLX1, TP63, TP73, TWIST1, WI1, YBX1, YY1, ZBIB16, ZBIB7A, ZIC2, ZNF217 W+ ZNF268Y <= QlaL; A
7] Mol #H#E FHAE= AKT1, AKT2, AR, CBL, CDH1, CRK, CSF1, CINNB1, CTIN, CXCR4, EGFR, FGFR1, FLT3,
FYN, GLI1, ILK, ITGA3, JAK2, MET, PDGFRB, PLXNB1, PRKCI, PTCH1, PTPN11, RAC1, RHOA, RHOC, ROCK1, SMO,
SNAT1, SRC, TCF3 X+ WI1Y 4 dow; 7] 34l 34 f-2X = BRAF, CAV1, CTGF, EGFR, ERBB2, ETSI,
FGF4, FGF6, FGFR1, FGFR3, FGFR4, ID1, NRAS, PDGFB, PDGFRA, PDGFRB i SPARCY <= lir; A7) E2A1-7}
oldlo]= A= ABL1, ABL2, ALK, AXL, BLK, EGFR, EPHA2, ERBB2, ERBB3, ERBB4, FES, FGFR1, FGFR2,
FGFR3, FGFR4, FGR, FLT3, FYN, ITK, JAKI, JAK2, KIT, LCK, MERTK, MET, MSTIR, NTRK1, NTRK3, PDGFRA,
PDGFRB, PTK2B, PTK7, RET, ROS1, SRC, SYK, TEC T+ YES1Y 4= Qlt}.

A FHAolA, TR SEPTING, ACOD1, ACTN4, ADAM28, ADAM9, ADGRF1, ADRBK2, AFF1, AFF3, AGAP2,
AGFG1, AGRN, AHCYL1, AHI1, AIMP2, AKAP13, AKAP9, AKIRINZ, AKTIP, ALDH1A1l, ALL1, ANIB1, ANP32C, ANP32D,
AQP1, ARAF, ARHGEF1, ARHGEF2, ARHGEF5, ASPSCR1, AURKA, BAALC, BAIAP2L1, BANP, BCAR4, BCKDHB, BCL9,
BCLOL, BCR, BMI1, BMP7, BOC, BRD4, BRF2, CABIN1, CAMK1D, CAPG, CBFB, CBLB, CBLL1, CBX7, CBX8, CCDCZ28A,
CCDC6, CCNB1, CCNB2, CCND1, CCNE1, CCNL1, (D24, CDC25C, CDC6, CDH17, CDK1, CDK14, CDK4, CDK5RZ, CDK6,
CDK8, CDKN1B, CDKN3, CDON, CEACAM6, CENPW, CHDI1L, CHIC1, CHL1, CKS1B, CMC4, CNIN2, COPS3, COPS5, CRKL,
CRLF2, CROT, CRTC1, CRYAB, CSFIR, CSF3, CSF3R, CSNK2A1l, CSNK2A2, CT45A1, CTBP2, CTNND2, CTSZ, CUL7,
CXCL1, CXCLz, CXCL3, CYGB, CYP24A1, DCD, DCUN1D1DDBZ, DDHD2, DDX6, DEK, DIS3, DNPH1, DPPAZ, DPPA4,
DSG3, DUSP12, DUSP26, ECHS1, ECT2, EEF1A1, EEF1A2, EEF1D, EIF3E, EIF3I, EIF4E, EIF5A2, ELAVL1, ELL,
EML4, EMSY, ENTPD5, EPCAM, EPS8, ERAS, ERGIC1, ERVW-1, EVIZA, EVI5, EWSR1, EZH2, FAM189B, FAM72A,
FAM83D, FASN, FDPS, FGF10, FGF3, FGF5, FGF8, FR10P, FHL2, FIP1L1, FNDC3B, FRAT1, FUBP1, FUS, FZD2,
GAB2, GAEC1, GALNT10, GALR2, GLO1, GMNN, GNA12, GNA13, GNAIZ, GNAQ, GNAS, GOLPH3, GOPC, GPAT4, GPM6A,
GPM6B, GPR132, GREM1, GRM1, GSK3A, GSM1, H19, HAS1, HAX1, HDGFRPZ, HMGN5, HNRNPA1, HOTAIR, HOTTIP,
HOXA-AS2, HRAS, HSPA1A, HSPA4, HSPB1, HULC, IDH1, IFNG, IGF2BP1, IKBKE, IL7R, INPPL1, INTS1, INTSZ,
INTS3, INTS4, INTS5, INTS7, INTS8, IRS2, IST1, JUP, KDM4C, KIAAO101, KIAA1524, KIF14, KRAS, KSRZ,
LAMTORS, LAPTM4B, LCN2, LDHB, LETMD1, LIN28A, LIN28B, LMO1, LMOZ, LMO3, LMO4, LSM1, LUADT1, MACCI,
MACROD1, MAGEA1l, MALAT1, MAMLZ, MAP3K8, MAPRE1, MAS1, MCC, MCF2, MCF2L, MCTS1, MEFV, MFHAS1, MFNG,
MIENI, MINA, MKLZ, MLANA, MLLT1, MLLT11, MLLT3, MLLT4, MMP12, MMS22L, MN1, MNAT1, MOS, MPL, MPST,
MRAS, MRE11A, MSI1, MTCP1, MTDH, MTOR, MUC1, MUC4, MUM1, MYD88, NAAA, NANOGP8, NBPF12, NCOA4, NEATI,
NECTIN4, NEDD4, NEDD9, NET1, NINL, NME1l, NOTCH1, NOTCH4, NOV, NSD1, NUAK2, NUP214, NUP98, NUTM1, OLRI,
PA2G4, PADI2, PAK7, PARK7, PARM1, PBK, PCAT1, PCAT5, PDGFA, PDZK1IP1, PELP1, PFNI1P3, PIGU, PIK3CA,
PIK3R1, PIM1, PIM2, PIM3, PIR, PIWIL1, PLAC8, PLK1, PPM1D, PPPI1R10, PPP1R14A, PPP2RIA, PRAME, PRDM1Z,
PRMT5, PSIP1, PSMD10, PTCHZ, PTMA, PTP4Al1, PTP4A2, PTP4A3, PTTG1, PTTG1IP, PTTGZ, PVT1, RABI11A, RABIS,
RAB22A, RAB23, RABSA, RALGDS, RAP1A, RASSF1, RBM14, RBM15, RBM3, RBMY1Al, RFC3, RGL4, RGR, RHO, RINGI,
RINT1, RIT1, RNF43, RPL23, RRAS, RRAS2, RSF1, RUNX1T1l, S100A4, S100A7, S100A8, SAG, SART3, SBSN, SEA,
SEC62, SERTAD1, SERTADZ, SERTAD3, SET, SETBP1, SETDB1, SGK1, SIRT1, SIRT6, SKI, SKIL, SKP2, SLC12A5,
SLC3AZ, SMR3B, SMURF1, SNCG, SNORAS9A, SNORASOE, SPAG9, SPATA4, SPRY2, SQSTM1, SRSF1, SRSF2, SRSF3,
SRSF6, SS18, SSX1, SSX2, SSX2B, STIL, STMN1, STRA6, STYK1, SUZ12, SWAP70, SYT1, TAC1, TACSTDZ, TAF15,
TALDO1, TAZ, TBC1D1, TBC1D15, TBC1D3, TBC1D3C, TBC1D7, TCL1A, TCL1B, TCL6, TCP1, TFG, TGM3, TINCR,
TKTL1, TLE1, TMEM140, TMPOPZ, TMPRSSZ, TNS4, TPD52, TPR, TRE17, TREH, TRIB1, TRIB2, TRIM28, TRIM3Z,
TRIM8, TRIO, TRIP6, TSPAN1, TSPY1l, TXN, TYMS, TYRP1, UBE2C, UBE3C, UCA1l, UCHL1, UHRF1, URI1, USP22,
USP4, USP6, VAV1, VAVZ2, VAV3, VIM, WAPL, WHSC1, WHSCIL1, WISP1, WNT1, WNT10A, WNT10B, WNTZ2, WNT3,
WNT5A, WWTR1, XCL1, XIAP, YAP1, YEATS4, YY1AP1, ZEB1-AS1, ZFAND4, ZFAS1, ZMYM2, ZNF703 X+ ZNHIT6Y

& 9,

R FAANNA, 7] AL TG wololEl X EHe wolol & or], FAL EAG wololeli
A 8 wE v

A FHAAA, B o) Ao 3] o
J J

fei3 o)
= -1 %S
o[oJElo]aL; Y= &AAIAT RESA HolojE|oln; gl 7= V¥ E= AlE F A3 RolojElolt:
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[0078]

[0079]

[0081]
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FA2}UEH(sodium  hydride, NaH, 4.8 g, 200 mmol)S HF-<tlo]udAZAlo]= (anhydrous dimethyl
sulfoxide, 50 mL)ell &3fstlct. 7] E3=S wWA7IH 0 T= YA ZT. o]F EFEol 3,4-tholate|=

Z AWl =Y 8}o] = (3,4-dihydroxybenzaldehyde, 13.8 g, 100 mmol)o] E3tH FFrwgddZAle]= (60 mL)E
o A Yol AVl EFES A2 (25 T)ollA 307F wnkek ¥, X EubzlH Euo] = (propargyl
bromide, 11.1 mL 100 mmol)& F7}ste] 2ol ¥ wwksldct. wkgo] £y F dbul g =vle 789 (TLC,
thin layer chromatography, silica gel 60F-254 glass plate, Merck)® EA1&gIth. AAES A4 &
(hydrochloric acid solution, HCl, 1 M)o& ZF3IA71 & o E olAH o] E(ethyl acetate, 3 X 250 mL)ZE
FZ3lo] §7128 F5FIFAUEF (sodium sulfate, NaoS0,, 5 g) o2 AXSIQTH. o8 B3 92 g 2
27 (silica gel)S o83 A” I=2ZuE T8 (column chromatograph)E ©|-&3ke] AA (A7 H: ethyl
acetate/n-hexane/acetic acid = 20:80:1)3t] 7] 3}sha] 49| FRHES Azt 24 A4 @Al =
S (ODCly (&, 7.26 ppm) Bdo ZAAA EXT ARE  AFSIRAAL, Bruker DRX-500 NMR

Spectrometer (BRUKERA} A& )E o] &3} b NMR, “C MRS =74 J5te] Gt B4 STt

-2. 384 59 st Alx

74 5

F7) A 1-104 A xF 584 49] 3HekE (1.0 g, 5.68 mmol) B 4-HEZRuE HdHE4 9y o ~F
(4-bromomethyl phenylboronic acid pinacol ester, 1.68 g, 5.68 mmol)Z o}A|Er}o]EZ (acetonitrile, 20
mL)ol &38ta, £FES 80 TeolA whAl wykslgict, whgo] £ & ¥t J=efEagaa 24 (A7) A
1:4 (v/v) ethyl acetate:n-hexane)d}i LE (filter) & |ujS SIAA 9o NS wE= HEv) 9= o

A AFeje] Ay dsta 5o =S Az, H NR (500 Mz, CDCly): 69.81 (s, 1H), 7.82 (d,J = 7.54
Hz, 2H), 7.55 (t, J = 1.74 Hz, 1H), 7.44-7.40 (m, 3H), 6.96 (dd, J = 8.28, 1.62 Hz, 1H), 5.24 (s, 2H),
4.81 (d, J=2.4 Hz, 2H), 2.55 (t. J = 2.4 Hz, 1), 1.33 (s, 12H). C NMR (125 MHz, CDCls): 190.63,

154.00, 147.62, 138.93, 135.05, 130.01, 127.00, 126.18, 112.95, 83.78, 77.85, 76.35, 70.67, 56.75,
24.76 ppm.

-3. 31814 69 setE A=

_16_
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[0083]
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354 6

LE F (sodium

A7) AA A 1-2004 A %3 5}?2“4 59] 3}gE (1.60 g, 4.08 mmol) 2 FA3F B
2ol A 2413 T

borohydride, NaBH; 0.31 g, 8.16 mmol)2 W &2(methanol, 10 mL)o] &3fsli, ETFES
oF wyksiiT), Hkgo] ¥k & ukul geule iy e BASIYh. olF A IlASs o83 AY F=vEaE
U E o] gsle] TIES AA (A N ethylacetate/n-hexane=1:40]4 1:2)s}o] & S w= 14 3

o A7) 28h4 69 SFES AzaHch. H NR (500 Mz, CDCly): 67.82-7.79 (m, 2H), 7.44-7.41 (m, 2H),

O
= e}

7.08 (d,J = 1.85 Hz, 1H), 6.87 (dd, J = 8.25, 1.90 Hz, 1H), 6.83 (d, J = 8.25 Hz, 1H), 5.16 (s, 2H),
4.77 (d, J = 2.40 Hz, 2H), 4.58 (d, J = 4.60 Hz, 2H), 2.51 (t, J = 2.40 Hz, 1H), 1.86 (br s, 1H), 1.34

(s, 12H). 13C NMR (125 MHz, CDCls): 148.33, 147.45, 140.14, 134.95, 134.13, 126.28, 120.91, 114.55,
114.49, 83.78, 78.70, 75.73, 70.99, 64.97, 57.04, 24.80 ppm.

1-4. 3}3t] 79| speteE Az
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[0089]

[0090]
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o4 7

*W]“HﬂlﬁﬂHJﬂzaiﬁ“‘w]ﬂﬁ%(I%g 3.04 mmol) ¥ ¥A¥ 22 Ez|H Zulo] = (phosphorus
tribromide, PBrs 0.41 g,1.52 mmol)S 0 CollA tho]ZFZ 2w e (dichloromethane, 30 mL)o] &3ajstdrt. &
e Ao A WAl wwkela, whgo] #d & ik gRefEagu® BASIY. o] EFE2 0 TR 4
3 & 3AF =4 YEF(sodium hydrogen sulfate, NaHSO,)S o] &3l F3A| AT, 28 t}s, tlo]F22HH
Q1 (3x30 mL) o2 F&3 F f7158 FFIMUEF (5 g)oZ ARSI o|F AgstAs o &3 Add 2
ZolE I E o]&sle] EIES AA (A N ethylacetate/n-hexane=1:49]4 1:2)sle] FL FAS o=
A Fee A7 834 79 IS Axda (£ 1), BEAAE uSA ZololE velm WHWEglch. H
NMR (500 MHz, CDCls): &§7.82-7.79 (m, 2H), 7.44-7.41 (m, 2H), 7.10 (d,J = 2.10 Hz, 1H), 6.93 (dd, J =
8.30, 2.10 Hz, 1H), 6.81 (d, J = 8.3 Hz, 1H), 5.17 (s, 2H), 4.79 (d, J = 2.35 Hz, 2H), 4.47 (s, 2H),
2.53 (t, J =2.35 Hz, 1H), 1.34 (s, 12H). 13C NMR (125 MHz, CDCls): 149.00, 147.22, 139.80, 134.93,

o

o2l

130.56, 126.20, 122.99, 116.24, 114.11, 83.72, 78.38, 75.95, 70.79, 57.04, 33.88, 24.76 ppm.

AN 2. ¢ BA% ATFRE F4

2-1. NS whgd Woloj¥] Yol &k X A9

_18_
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5914 8

Ay
7

& BEPHUER (5 gow Axsti, AYAAL o gF A AxvhEae
Ag W A
gelol, BAAAE e molold Yol ekl X7b A% HAE (394 )¢ Azt H MR (500
MHz, CDCly): 68.13 (d,J = 9.25 Hz, 1H), 7.81 (d, J = 8.0 Hz, 2H), 7.60 (s, 1H), 7.52 (dd, J = 9.25,

il
o
oo
(<0
ol
92
(ot
%
e
o
o
2
2 ol
Y
-
12
=
[e}
@
=
o
=
(e}
~
2
@]
=
(e}
-
o
=
[e}
@
=
o
j=}
¢}
I
=
©
©
=2
>
oo
O
©
(<0
ol
£
ne
rlo
o, B

2.65 Hz, 1H), 7.43 (d, J=7.9 Hz, 2H), 7.21 (d, J = 1.9 Hz, 1H), 7.37 (d, J = 2.65 Hz, 1H), 7.03 (dd,
J=238.30, 1.80 Hz, 1H), 6.91 (d, J = 8.30 Hz, 1H), 5.75 (d, J = 16.15 Hz, 1H), 5.30 (d, J = 16.20 Hz,
1), 5.23 (s, 2H), 5.19 (s, 2H), 5.17 (s, 2H), 4.80 (d, J = 2.40 Hz, 2H), 3.74 (br s, 1H), 3.10 (q, J
= 7.65 Hz, 2H), 2.45 (t, J = 2.35 Hz, 1H), 1.95-1.82 (m, 2H), 1.34 (s, 12H), 1.33 (t, J = 7.70 Hz,

3H), 1.03 (t, J = 7.38 Hz, 3H). 13C NMR (125 MHz, CDCls): 173.80, 157.70, 157.57, 150.22, 149.47,

148.95, 147.56, 147.00, 145.13, 143.73, 140.01, 135.10, 135.04, 132.01, 132.00, 129.09, 127.99,
127.25, 126.31, 122.67, 121.77, 118.00, 115.07, 114.47, 103.15, 97.63, 83.86, 78.63, 75.99, 72.96,
70.94, 70.20, 66.20, 57.16, 49.40, 31.61, 24.90, 23.14, 13.55, 7.91 ppm.
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[0100]
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71 Al 2-1elA Alze sHehA] 89 SHEE(X-Y) (15 mg, 0.02 mmol) % A (linker) (ML.W. = 2,000
g/mol, 39 mg, 1 equiv.)E dto]ZFZ=Zre)2l/mWer-2(methanol) (2:1, total = 10 mL) & &3 5, A7)
EgE olxFEZHAMIEF(sodium ascorbate, 10 mol%)S H7Fste] o}= 7lA(argon gas)® 7R~
(degassing)dh™ 3087+ WA T, 2 F<oF weh2(0.5 mL)ol 5 k8] 249 (Cus0, - 5H,0) & o= 7}
2~(argon gas)Z B7F(degassing)Fith. 308 F @riag ke e §98 7] EFE] Hrksled 8
AIZE WRESEGITE, Whgo] gy & bk JeeleEadd g #A45th. o] & AgitAs ol &3 AF ARnE
a9 E ol&3ste] E}ES AHA (/] N methanol/dichloromethane=1:19914 2:8)8}e] X-Yel HAH7} 2%
® A7) 38 99 stgES AlxsT.

2-3. oF A3} dyokEe oAl

[3hsh4 1]

X=Y-—N . n

\N—’—N O

MEZF 7R Bold 4% vlA 34 271 T sl AidE BX24F (reactive oxygen species) (53],
I}ak8k4=4 (Hydrogen peroxide))oll WHs-3te] &4 tiALE R WEsle] A xS ABdoz Agd 4 e A
T-FE (prodrug) S AZFet7] flal, 7] AAldelA Azt 5 vAl 374 Z2ddA E44 diAMER W3k 7]7]

[e}
Sl BYAAE WA BolojEl Y, Bl X 2 AV AFD BB (A 0ol I HASHY) A9 A

H A=
Elo]=(targeting peptide) Z5& AAZ & FA3} AFFES FASINY. FAHLR, 47 AAlo 2-2004
A z3k 3skA 99 FSE (2 mg, 1 equiv.) % FElo]l= 7 (0.51 mg, 1 equiv.)E Z7F5(D.1 H0, 0.5 mL)oll

FEG 4 ColA 427 wetn 249 GA wgglel A7) sk 19 ArekE (X-V-
Ak (= 2).

AN 3, BEMNEZE FAH3} ATSFE AF
o EAS APOREe ANZA, A7) AAd] 29] FHAEE WS wolofE Y-kl X-U7-¢ ¥4 ek
o= 72 o]zl F A HFEoA, X HEold
Ethyl-10-hydroxy-camptothecin) &, #H#E PEGE, %
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[0107]

[0108]

[0109]

[0111]

[0112]

[0113]

[0115]

[0116]

[0117]

[0119]

[0120]

[0121]

[0123]

[0124]
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GBM)S ¥ A3tsl= FMEfo]= SIWY (MEWE 1)2 H45te] WREAXLE 43 ALFE (GBM A ForE)S 34
HPA=

o

AA 4 4. GBM ATLE EA BA

& (pH 7.4)Q1 27 3ol 7] AAld 304 #AZg GBM AF-oFE, BM HT-oFEo] EA4AE
w2 g stel] ofs) FallE Free X (SN38, 318h2] 3) 9 Y-linker-Z (834 2) (Z =
= 2 3P E SAHS P33 I EH (absorbance spectra) EAS #4357 f8 &9 EE3E
(UV/Vis spectrophotometer; Agilent, California, USA)E AF&3}S] F3 29 E=Z (fluorescence spectra)
45 98] &34 %A (SHIMADZU CORP. RF-6000, Japan)Z /\}%0}9&3}. oju Zt ~HEZ FA A] AlHO] 1
cm FAQ ¥F A9 Al(standard quartz cell; interanl volume= 0.1 cm, Hellma Analytics, Jena, German
v)& AHEsHT.

GBM AF9FE | Free X @ VY-linker-7Z¢| &3 2#EY B2 Az 370 oA A T S yvebig (=
3). E3h, P ~HAE" BA A Y-linker-Zv 430 mmoll Al FFS YEFW AL, Free X2 560 nmoll A ¥F3&
el oy, GBM AFebEe Ff3 A2k do](photoinduced electron transfer)@ 13+ WA T3} wio] Y-
linker-Z % Free Xell Hl& w& §3& Yepit) (= 4).

4-2. IVehpa Fo A Aol wE H Wa 24
2~
T

sk (1 M 4 & (pH 7.4)ell A Azke] W3} (0~124]170)l whe GBM A ofEe] 3ol
o]gk Free X9 Ho% Xé z“ﬂ—‘o—}ﬂ s, G ~AEY FAE A o W, BM drebEe] wafel
w2 Free Xo| W& 560 nm0ﬂ 19] &4 WE= FAstar, FAHEQl Y-linker-Z (F-4F&)2 430 nmell 4 2] 4
H]—Ei _do] o},oﬂp}

a2 A, HskEadd ofg GBI AokEe] wale 9 ISt sk St Alzto] A wet Frhet

‘441] 1 oMo =Ho® 12A43F REGAIZL 5 GBM A -oFe=4H

A, st w7 S7HgE] et 560 nmell A 2] Free Xo] W&ol S71ek= Aoz YEHT (= 6)

4 SAbE e AEA HrgAl 2

GBM d7-¢F=¢] Habstrdeel dighk MEAgdE &<1sty] &, tded &5 ol(metal ions) & AL
(biomolecules) (Sigma aldrich, TCI, Alfa)Z 100 uM =2 ¥ =84 (pH 7.4 PBS buffer) -&ujol
GBM A7-¢F= (10 ulDE A7kt 37 TCelA 1A &b wwkek 71, 3 F=A(spectro-
fluorophotometer) = 333 A7|E SA33Tt.

T A}, GBI ATl 7 B4 oledt AARAN =EFHAS W WSHA 2ok G AV FhA ke
G Skl e EHAST weskl 9% AV S AMAE S Aow e (% 7).

4-5. Alx W T a8 A5 a8 54

GBM AF-eF2-& UBMG (1%t 14 WEAMEF MAEF)o AHelste] ME U S5 a&3 BN AFEe] &3}
85 A3, FAF R, USMG AlE MEF &8, Korea Cell Line Bank)Z 10% & Ejo} &3

X (8=
(fetal bovine serum, Hyclone) % 1% HYAH-~EWNE wnlo]l(penicillin streptomycin, Gibco)E F7}3F

A

[e5



[0125]

[0127]

[0129]

[0130]

[0131]

[0133]

[0134]

[0135]
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DMEM(Dulbecco’ s modified eagle’ s medium, Hyclone, US)ollAl w3t T, USTMG AXES Fx4d f3U4]

(confocal dish, SPL) WFEbe] oF 2x10°9] 7|2 B33 5 oF 24A7F 9k 37 C, 5% CO, 7| wjops

v
ol

Ak, o] &, ANE W B8HNALAZTS 52387 98 TBHP(tert-butyl hydroperoxide) (150 pM)E 3 A7+ F<t
Axgsta 37 Cold 6 AlIZF 5 GBM AFeFE (10 uM)S Azeict. 6 AlzF wiek % DPBS(Dulbecco's
phosphate buffered saline, Hyclone)2 & AMXEZE 33] A&t 4% 32}EE L H slo]=(paraformaldehyde, 10
)R e 1 F, FE2F delA 2 @A LS 22 TBHPel ofF AE Ul fEE 2A4ikaFl
o) 3t GBM HFoFEe] &A3ts A1ZEslon, BN A FE2 o7] 3 2 W& Ald 405/422 nm 2 400~500
mol| A &AL, Free X& 7] 3¢ 81 W= g 405/553 nm 2 500~700 nmel| 4 skl

a2 A¥, GBM defEo] HE USTMG AEE A &4 Ad BFoA st d3 wgsE Jedlon,
AE W @AALES 55 TBHPE AXE & BM dTFFEo] Hald AS USNG AXE 3 Ado A9
P A7) AEr Fotele Aow UEgt (& 8).

o B, AE W fFEH BYLLFA s GBI AForEol BAsHo] FaAPOoA Free Xo WEFo] F
Mk Ae selskle,

AAle] 5. GBM ATokEe] WEAEF AME &3 &<

GBM HT-oFEe] uRAEZFe] et et a3E sty A, MG AEE o]&dte] AESAF7IE(Cell
counting Kit-8; CCK-8, Product No. CK04-13, Dojindo Molecular Tech. Inc, Tokyo, Japan)® A¥EXA3
& Fystgn. FAReR, 96 @ ¥ olE (SPL, 30096)°] °F 5x10°7He] USTMG MEE BFF the, 37 T,
5% COoNA 2413t &<t viketditt. o] & SAMNAT F= oo we WskE wEsh7] 9fel TBHP (150 uM)
£ 3A7F AAE F BM AFES A &F B ATtES dEoE A & vro] A3sith. o
o, GBM HToFES wig | 3]Aste] F&=E (0~10 plDE A3, Z2F &3 48413 F¢F wge §
DPBSE ol gal 3W AHF H, 7 A (K-8 §42 W wjxo] Aol 10 ylA AelHich, 247 B
M F o450 meld FRHES FAsAel AT Y uEs (BB FIR00/(Hx2TY FIWS
AsbelATh. FF3S vpolaZZHolE E5”] (Microplate reader, Multiskan FC, Thermo Fisher)E& ©]&3}

o 433,

o A%, BT oEHoR GBI AToHEe] WEAEES AWAIE Ao tehuth 1 ull ol de] sl
B ATHENES Aeld TH BN T Aok AA ge ASE Uehgor}, We HReIAE GBI
ATFES BYVLFOR BASNY A9 WEAZF AR adbh Revsl Fhse Aow
ebgeh, (= 9)

A 6. GBM ATFFES wRMEF B3} <

GBM HFoFE9] 7 HolojEld 98t WEAEF Eold FH3l a3E sty 8, WEAEF 5olF &7
o] e MEX W S a3 B AFefEe] A3 a&8 9 (91
TAEGE AEF) (St MEFT 23)E 10% 4~ Hlo} @7 (fetal bovine serum, Hyclone) % 1% HYA#-2
EslEn}o] Al (penicillin streptomycin, Gibco)& F7Fgk DMEM ulA]ellA wiekst H, x4 F2lds vl

of 2x10°9) MER 27 BFEG F, oF 2443 B 37 T, 5% (0, M Il mjaaAch. o F, GBM ATl

=]

9, DPBSO. = 33] M Hali 4% vtefE S sle]=2 10
s uASAY. I &, F5E oA 2d dEuAS o835t BN dFE2 o] g 2 wE Ald
405/422 nm % 400~500 nmell A BZ3F 3L, Free X& 7] v 2 W& @ 405/553 nm 2 500~700 nmeil A
SU G =

T AT, GBM ArefEo] HEld USTMG MlEw GBM #g-oFEo] A= =] e UBTMG MEe} warste] Az 3
A afd wEoA dY A77E dstE Aoz veht (2 10), AEW oldd GBM AFeFEo] AXE W EAdiks
Fo o8 ASEHASS st ¥, GBM dTFEo] AHE|¥ Huh7AIE:E GBM AF-ekEo] A |® USTMG

dr e
-
(e
=
=
o
_>.IL11
Ac)
Ol
ol
k]

-9
-
=2
2
—
[N}
>
)
offt
o,
=
o2
o
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Fof Wlaste] FAyp A g BiolA USTNG Aol Hls| @ A7l Wb e Aew yewd (=

B3, GBM AFokEol WEAEE Sold FA7k wAw USIG AT $5F BAS ARE AW &
obr #45 Z3E e AL ol

ﬁ
»

A 7. GBM ATekEe] EAEF AEF AME &t 99l
GBM A --efere

Aazol] A esto] 484]3F

W EAE

deiA A a3E gR1st7] Y3, BM A= (0~10 uM)S USTMG AE 2 Huh7
[e]

=z A 0 =
T kst H, CCK-8 assays ©]&3te] MEFALTES Fadste] wHEAEE AXE &

o
o7 gob i e,

CH4CN, 80 °C
'OH

F1

GBM A
=1

:rLokt'_O_ 7]_,11]_\?_0 =

gul

(1 s il
1, GBM #-¢f=o] v Aol gk 54 F2-8 1o ﬂE’JﬂE%% Sol4

o of\
=
oo
=
=
X
Hil
é

HO. Br

NaH 4-Bromomethyl phenyl- @
CHO  propargyl Bromide ~ GHO  _boronic acid pinacol ester ~N NaBH,, MeOH N PBr, CH,Cl,

OH

)
S

OH

1

i oY
K,CO3, CH,CN, 80 °C, 12 h RT, 2 0°C-RT, overnight O,
s ;

/o)’_‘@

80% 95% 90%

%j%\\\ ls

4 linker

—_—
Cs,CO;, DMF CuS0,-5H,0,
25 °C, overnight Sodium ascorbate,
MeOH/CH,Cl,, RT, 8 h
5

LS R, @1 e

Peptide Z
-
D.I H,0, 4 °C, overnight

oo

*(\ Cancer targeting prodrug
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k1
N2
(VA

0.8

— X
=== _Y-linker-Z
0.6 - === (GBM Prodrug

Absorbance

0.2-

0-0 L] L L] L] L] v_!
300 350 400 450 500 550 600

Wavelength (nm)

1
g
HN

©
o

~
(3]
1

| Y-linker-Z

Fl. Intensity (a.u.)
w H (=2}

—
(3]
1

400 450 500 550 600 650 700
Wavelength (nm)
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k1
N2
%]

Fl. Intensity (a.u.)

k1
N2
()Y

Fl. Intensity (a.u.)

40

w
o
A

N
o
A

—_
o
1

Incubation time

12h

40

400 450 500 550 600 650 700
Wavelength (nm)

30 -

20 4

10 1

W/ H202 (0—1 mM)
(12 h incubation)

H,0, concentration

1mM

0 mM

400 450 500 550 600 650 700
Wavelength (nm)
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EH7

7000

— H,0, A: GBM Prodrug
£ 6000 B: H,0,
c C: Fe(ll) K:K(I)
Q 5000 D:Zn(l)  L:ca(ll)
hre) E:Cu(ll) M:Cys
% 4000+ F:Cd(Il)  N:Hcys
> ] G: Al (I) O: GSH
g 3000 H:Co(ll) P:Gly
3 20004 I:Na (1) Q: Lys
)= J: Mg (Il)
T 1000
04

ABCDETFGHI JKLMNDOPNA Q

DIC GBM Prodrug

PBS S N
40 ym 40 ym
GBM ‘~
Prodrug 2
A . 40 ym 40 pm IS8
R ‘

TBHP
+GBM
Prodrug
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k1
N2
©

120

%)

L
~—100 -
80 -
60 -
40 -

20 -

Cell viability / control

—1 GBM Prodrug
*%k mm TBHP+GBM Prodrug

| **%
[ —

*%k%

0

U87TMG
+PBS

U87TMG
+GBM
Prodrug

Huh7
+PBS

Huh7
+GBM |
Prodrug |

_'_,.

0.001 0.01

|

0.1 1

Concentration (UM)

GBM Prodrug
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EHII
120
= mm US7MG
e N
= - d
= - B xx
8 80
~ -
> 60+
E
T 40-
>
@ 20-
@)
0
0 0.001 0.01 04 1 10
Concentration (uM)
EH]I2
/ GBM-homing and H,0,-responsive GBM prodrug ﬁ
J
R >E ‘ M, b &
’\‘ —) ) )
N
7% GBM Prodrug
Y N
=
o ~&
TN
o~ S
B> GBM homing peptide ) Anti-GBM drug
(/‘ Linker + H,0,-responsive moiety Y GBM-specific receptor/
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A dE S FHR)

o |

Ofo| 2= 2&5tAE MESSF mtHo| EELILC

SMYE 2tX| 10 YSLICE Acrobat Reader PDFEHE HIZSHA| = ERIQX(IF, TOI0IEA, ATEE| §)

=2 POFEH
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