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Abstract: Transcription factors (TFs) constitute a class of proteins that regulate gene transcription through
sequence-specific DNA binding and thereby govern a broad spectrum of cellular processes and functions. Recent
rapid advances in structural pharmacology have substantially enhanced mechanistic understanding of TF
conformational transitions, ligand recognition features, and interaction networks with coregulatory partners,
establishing a critical structural framework for rational targeted drug design. Nuclear receptors represent a
structurally conserved yet functionally diverse family of ligand-regulated TFs that are extensively involved in
major physiological and pathological processes, including development, metabolism, immunity, inflammation, and
tumorigenesis. This review systematically summarizes the domain organization of prototypical nuclear receptors
and the conformational characteristics of their ligand-binding domains, and highlights recent progress in nuclear
receptor structural pharmacology. It further examines the structural basis and therapeutic potential of "nuclear
receptor-like" family proteins as emerging drug targets, with representative examples drawn from hypoxia-
inducible factors (HIF) and the aryl hydrocarbon receptor (AHR). In addition, advances in structure-guided
discovery of compounds targeting other TF systems, including STAT3, p53/MDM2, and MYC/MAX, are
discussed. Finally, the review provides a forward-looking perspective on the application of emerging technologies,
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such as Al-assisted structure prediction and dynamic conformational simulation, in TF-targeted drug discovery.

Key words: transcription factor; nuclear receptor; nuclear receptor-like; ligand-binding domain; structural
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Figure 1  Structural organization of nuclear receptors GR and ER and ligand-induced conformational regulation mechanisms. A: Schematic
representation of the canonical domain architecture of nuclear receptors, including the AF-1 (containing NTD), DBD (containing zinc-finger
motifs), hinge region (harboring NLS), and LBD (containing HI12 and AF-2). Within the LBD, H12 acts as a key conformational element
functioning as a "molecular switch" to regulate coregulator binding; B: Ligand-dependent conformational changes of the GR LBD and
representative ligand structures. Agonists (e.g., dexamethasone, hydrocortisone, prednisolone, and methylprednisolone) stabilize H12 in an
active conformation, whereas antagonists (e.g., mifepristone) induce an alternative H12 arrangement that disrupts coactivator recruitment.
GR, NCoA2, and NCoR1 are shown as cartoon mode, while dexamethasone and mifepristone in co-crystal structure are displayed as stick
models. The co-crystal structure of GR-NCoA2-dexamethasone is colored gray/magenta, pink, and magenta, respectively, whereas the GR-
NCoR1-mifepristone complex is colored gray/blue, light blue, and blue; C: Ligand-dependent conformational changes of the ER LBD and
representative ligand structures. ER ligands differentially regulate H12 conformation, thereby determining receptor activation, antagonism,
or degradation. ER and TIF-2 are shown as cartoon mode, and ER ligands in co-crystal structure are displayed as stick models. The co-
crystal structures of ER-estradiol, ER-4-hydroxytamoxifen, and ER-elacestrant are colored gray/magenta, gray/yellow, and gray/green,
respectively. NTD: N-terminal transactivation domain 1; AF-1: Activation function 1; DBD: DNA-binding domain; NLS: Nuclear
localization signal; LBD: Ligand-binding domain; H12: Helix 12; GR: Glucocorticoid receptor; NCoA 2: Nuclear receptor coactivator 2;
NCoR 1: Nuclear receptor corepressor 1; ER: Estrogen receptor; TIF-2: Transcriptional intermediary factor 2; SERMs: Selective estrogen

receptor modulators; SERDs: Selective estrogen receptor degraders; PROTAC: Proteolysis targeting chimera
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Table 1 Representative pharmacological modalities targeting transcription factors that are approved or under clinical development

Target Drug Mechanism Development status Clinical indication
GR Dexamethasone GR agonist Approved (1958) Anti-inflammatory and immunosuppressive; potent
long-acting benchmark glucocorticoid
Prednisone GR agonist Approved (1955) Widely used oral glucocorticoid; prodrug converted
to prednisolone; autoimmune diseases, asthma,
hematologic disorders
Prednisolone GR agonist Approved (1955) Active form; no hepatic activation required; suitable
for liver dysfunction; local therapy
Hydrocortisone GR agonist Approved (1952) Closest to endogenous cortisol; adrenal
replacement; mild-to-moderate inflammation
Methylprednisolone GR agonist Approved (1957) Enhanced anti-inflammatory activity; reduced fluid
retention; severe inflammation, transplant rejection
Mifepristone GR antagonist Approved (2012) Cushing's syndrome-associated hyperglycemia;
limited selectivity (also targets PR)
Vamorolone SEGRM Approved (2023) Duchenne muscular dystrophy; dissociates
transactivation/transrepression; reduced side effects
Relacorilant SGRM Approved (2026) Platinum-resistant epithelial ovarian, fallopian tube,
or primary peritoneal cancer
Miricorilant SGRM Phase II-1IT Metabolic diseases (e.g., NASH); modulates GR
signaling
ER Tamoxifen SERM Approved (1977) ER" breast cancer; tissue-selective ER modulation;
foundational therapy
Lasofoxifene SERM Phase III ER'/HER2 ESR1-mutant breast cancer; active in

endocrine resistance; bone and urogenital benefits
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Continued
Target Drug Mechanism Development status Clinical indication
Fulvestrant SERD Approved (2002) ER" metastatic breast cancer; induces ER
degradation; injection, limited exposure
Elacestrant Oral SERD Approved (2023) ER'/HER2 advanced breast cancer (esp. ESR1
mutants); improved exposure and degradation
Imlunestrant Oral SERD Approved (2025) ER'/HER2" ESR1-mutant advanced breast cancer
Camizestrant (AZD9833) Oral SERD Phase IIT ER'/HER2 breast cancer; precision medicine with
ESR1 mutation monitoring
Giredestrant Oral SERD Phase III ER'/HER2 breast cancer; mixed clinical results
Rintodestrant Oral SERD Phase I ER'/HER2 advanced breast cancer; next-generation
SERD
H3B-6545 Covalent ER antagonist Phase I ER" and ESR 1-mutant breast cancer; irreversible
inhibition
Palazestrant (OP-1250)  Full ER antagonist/SERD-like Phase III ER" breast cancer; complete antagonism via
conformational remodeling
Vepdegestrant (ARV-471) PROTAC ER degrader Approved (2026) ER/HER2 breast cancer; E3 ligase recruitment;
superior efficacy in ESR1 mutants
HIF-2a Belzutifan (MK-6482, HIF-2 inhibitor (blocks HIF-  Approved (2021); VHL-associated tumors, RCC; first-in-class HIF-2a
PT2977) 20/ARNT dimerization) phase III (RCC) inhibitor
NKT2152 HIF-2 inhibitor Phase II (terminated) ccRCC; next-generation inhibitor; PAS-B pocket
strategy
Casdatifan (AB521) HIF-2 inhibitor Phase IIT Advanced ccRCC; mono- and combination therapy
AHR Tapinarof AHR agonist Approved (2019) Plaque psoriasis (approved: China, 2019; US,
2022); atopic dermatitis (approved: China/US, 2024)
BAY 2416964 AHR antagonist Phase I (terminated)  Solid tumors; limited efficacy; challenges in
translation
1IK-175 AHR antagonist Phase I/Ib completed Urothelial and head & neck cancers; combination
with nivolumab
STAT3 Danvatirsen (AZD9150) STAT3 antisense Phase 11 Lymphoma, solid tumors; reduces STAT3 expression
oligonucleotide
TTI-101 (C188-9) STAT3 inhibitor Phase I/I1 Solid tumors; SH2 targeting strategy
OPB-31121 STAT3 inhibitor Phase I (terminated)  Solid tumors; severe toxicity
OPB-51602 STAT3 inhibitor Phase I (terminated)  Solid tumors; metabolic toxicity
SD-36 STAT3 PROTAC degrader Preclinical Not yet clinical; overcomes lack of binding pocket
pS3/MDM2 RG7112 Nutlin-class inhibitor Phase I (terminated) ~ Hematologic and solid tumors; first clinical
validation of PPI targeting
Idasanutlin (RG7388) Nutlin-class inhibitor Phase III failed AML; hematologic toxicity; limited efficacy
SAR405838 (MI-77301) MDM2 inhibitor Phase I/I1 Solid and hematologic tumors; dose-limiting toxicity
HDM201 (Siremadlin) Selective MDM2 inhibitor Phase 11 Solid and hematologic tumors; intermittent dosing
Milademetan (DS-3032) MDM?2 inhibitor Phase I1I failed Liposarcoma; limited efficacy
Navtemadlin (KRT-232) MDM2 inhibitor Phase II/1IT Myelofibrosis, solid tumors; effective in pS3 WT
patients
Brigimadlin (BI 907828) MDM?2 inhibitor Phase III MDM2-amplified tumors; improved PK/toxicity
balance
ALRN-6924 MDM2/MDMX stapled Phase 11 Solid tumors, lymphoma; dual targeting strategy
peptide
MYC/MAX Omomyc (OMO-103) Engineered MY C mutant Phase I Solid tumors; disrupts MYC/MAX interaction
protein
MYCi361/MYCi975 MYC/MAX inhibitor Preclinical Multiple tumor models; targets dimer interface
10058-F4 MYC/MAX inhibitor Preclinical Mechanistic studies; poor PK
10074-G5 MYC/MAX inhibitor Preclinical Disrupts MYC structure; limited stability
KJ-Pyr-9 MYC/MAX inhibitor Preclinical Early inhibitor; validates targetability
MYCMI-6 MYC/MAX inhibitor Preclinical Leukemia and solid tumors; early-stage

HER2 ] 4 . ESR1 %8 4% 1 B, 9 5 % 7% 1k 7L i e 8

HHT, ER S8 [/ 8 97 175 32 3R 45 1R 25 L 254830 /) 2%
PR 1) S A AL B — 2 R 3R 1 2 . B — AR RAGS Ry J
filh 1) ER 2 18] 25 ) A Wi 3 B, 40 4 7 I« PROTAC
W0 Fod ) PROTAC 47 T ARV-471 (vepdegestrant)
U1 2026 4 5 3K FDA it 77, AT ER B

FHEWA LA, palazestrant 5& — Fh IE &b T 11T i PR A
FUHT BLAHT AL Ik ER S84 1507, Hoam i s 2o fH
W ER 5 3L 0 B 7 I AH BAE 9 oo D IR 254K30 )
SR, SCEL T S AR A HAR SRR ERAS S I, AT AE




1956 - 252 %4} Acta Pharmaceutica Sinica 2026, 61(6): 1950-1967

PN 23 A T 24 L B v R B EE T AE VR T L ALY,
ST, ER BRI 244 (1916 R K J IE 22 3 ek B 4l
O 2 A 5 1) [ B S B RS 40 52 A B AR A FH AL
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ESR1 RALZE 5 T-b5 S W) AR 1153 12 5%, v6 97 B H
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fith, Ay i AR iR 245 S BURS eV T HR AL T 34
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H B © A28 4% %274 (bHLH-PAS) %% S [K 1 7£ R[]

i
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AHEEE T SR F (hypoxia-inducible factors, HIFs) Al
77 B J& %2 4K (aryl hydrocarbon receptor, AHR) 4§ (
2A). %K R HIEHE W class 15 class 1A% 52U B
Ui =R AR I 45 A DNA 5 5%, fE45 0 HIE
bHLH 51415 . PAS-A/PAS-B £ 1 35F C 3y i 3 i &
}15 (transcriptional activation domain, TAD, & 2B)"*",
Horr, bHLH 25 #4380/ 3 81 1 = R4k S S s 7 e A4
(hypoxia response element, HRE) 25 DNA 1 ], PAS 4%
Wiz 53 EE SN REA-EEMEEEN, It
bHLH P} [A £3 7€ 5 — 34K, 1 C % TAD 2 N N AE L5
[X_ (intrinsically disordered region, IDR), il i 3% 4 3t i
2 DR 8 B SR PR,

22 BREIFSETF HIF-2a) HIFs & — 2 i HIF-a
W 5 97 R 52 AR 1% ¥ AL 2R A (aryl hydrocarbon
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Structural organization of bHLH-PAS family proteins, HIF-2a structure and representative HIF-2a -targeting ligands. A:

Schematic classification of nuclear receptor-like family proteins. Class I proteins (including HIF-1a, HIF-2a, HIF-3a, and AHR) function

through heterodimerization with class II partners (ARNT, ARNT2, BMALI1, and BMAL?2) to regulate transcription; B: Domain organization

of nuclear receptor-like family proteins. These proteins typically comprise bHLH, PAS-A, PAS-B, and TAD/TRD domains; C: Structure of
the HIF-2a-ARNT-belzutifan complex. The crystal structure (PDB: 7W80) includes the bHLH, PAS-A, and PAS-B regions. The right panel
shows the co-crystal structure of the small molecule belzutifan bound to the HIF-2a PAS-B domain. The black dashed box highlights the

allosteric ligand-binding pocket within HIF-2a PAS-B; D: Chemical structures of representative small-molecule ligands targeting the HIF-2a
PAS-B domain, including inhibitors (PT2399, PT2385, belzutifan, NKT2152, and casdatifan) and agonists (M1001, M1002, and SD-10).
HIF-1la: Hypoxia-inducible factor-1a; NPAS1: Neuronal PAS domain protein 1; SIM1: Single-minded protein 1; AHR: Aryl hydrocarbon
receptor; AHRR: AHR repressor; CLOCK: Clock circadian regulator; ARNT: Aryl hydrocarbon receptor nuclear translocator; BMALI:
Brain and muscle ARNT-like protein 1; bHLH: Basic helix-loop-helix; PAS: PER-ARNT-SIM; TAD: Transcriptional activation domain;

TRD: Transcriptional repression domain
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Figure 3 Co-crystal structure of the AHR-ARNT-tapinarof complex and chemical structures of representative AHR-targeting compounds.
The heterodimeric structure of AHR-ARNT-tapinarof complex is shown on the left (PDB: 8XS6), with the dashed box highlighting the AHR-
ARNT PAS-B domains. The middle panel presents the AHR PAS-B domain, with the dashed box indicating its ligand-binding pocket. The
right panel illustrates representative AHR-targeting ligands of different classes, including the endogenous agonist kynurenine, the approved
agonist tapinarof, and the clinical-stage antagonists BAY 2416964 and IK-175. In the structure, AHR and ARNT are depicted as cartoon

mode, whereas tapinarof is shown as stick mode. AHR is colored in salmon, ARNT in green, and tapinarof in slate
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STAT3
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SD-36

p53 proteasomal degradation
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Ol R ) & e :
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ATO stabilizes MDM2-Nutlin-3a complex MDMX-stapled peptide (ALRN-6924)
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1. Omomyc homodimer:
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Figure 4 Structures of other traditional transcription factors and their targeting compounds. A: Schematic representation of the STAT3
signaling pathway and structures of its inhibitors. Upon phosphorylation of Tyr705 by JAK, STAT3 forms a homodimer and binds to target
DNA (PDB: 6QHD), thereby promoting downstream gene expression. The PROTAC molecule SD-36 binds STAT3 (PDB: 6NJS) and
recruits the E3 ubiquitin ligase CRBN, leading to STAT3 ubiquitination and proteasomal degradation; SI-109 represents the STAT3-binding
moiety of SD-36. STAT3 is shown as green and lemon cartoon mode, while SI-109 and DNA are displayed as orange stick models.
Chemical structures of STAT3 inhibitors napabucasin, WP1066, TTI-101, SD-36, and KT-333 are shown on the right; B: Schematic of the
p53 regulatory axis and its pharmacological interventions. The E3 ubiquitin ligase MDM2 binds and ubiquitinates p53 (PDB: 1YCR),
promoting its proteasomal degradation. ATO binds to mutant p53 DBD, stabilizing its conformation and restoring tumor suppressor activity
(PDB: 7DHY). The MDM2 inhibitor nutlin-3a competitively occupies the p53-binding pocket of MDM2 (PDB: 4HG7), thereby blocking
the p53-MDM2 interaction, reducing p53 degradation, and preserving its tumor suppressor function. The stapled peptide ALRN-6924
competitively binds to the p53-binding pocket of MDMX (PDB: 8GJS), disrupting the p53-MDMX interaction and similarly preventing p53
degradation. In the figure, p53 is shown as cyan cartoon mode, MDM2 in yellow cartoon mode, ATO as purple sphere mode, and nutlin-3a
as magenta stick mode; MDMX is shown as slate cartoon mode, and ALRN-6924 is displayed as a hot pink stick model; C. Schematic
illustration of MYC/MAX-mediated transcriptional activation. The MYC/MAX heterodimer binds E-box sequences (PDB: 8OTS), thereby
initiating transcriptional programs of downstream genes, including genes involved in cell cycle and metabolism such as cyclin D1, CDK4,
and LDHA. The engineered MYC mutant Omomyc can form homodimers (PDB: 5150) or heterodimers with MYC or MAX, generating
transcriptionally inactive complexes that competitively bind E-box sites and inhibit downstream gene transcription. MYC is shown as cyan
cartoon mode, MAX in magenta cartoon mode, nucleosomes in green cartoon mode, DNA in orange stick mode, and Omomyc in orange
cartoon mode. JAK: Janus kinase; STAT3: Signal transducer and activator of transcription 3; GAS: Gamma-activated sequence; CRBN:
Cereblon; MDM2: Mouse double minute 2 homolog; MDMX: Mouse double minute X homolog; Ub: Ubiquitin; ATO: Arsenic trioxide;
MYC: Myelocytomatosis oncogene; MAX: MY C-associated factor X; CDK4: Cyclin-dependent kinase 4; LDHA: Lactate dehydrogenase A
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LTt SR T BE G B MR — St E i 1 R R
W BB AACHAT RS AR 0100, Bl n, 8L 5730
SRR ATHH B BETE, IR0 T 5 S A M I O AR 25 &

g5, SRk, K STAT3 H I 71 5 JAK 4 71 9%
A6 A5 A5 1) 50 B R T 25 B, T 2 T A P
[Fi) SEL D 2/ B T S P 368 B, 1 1) 5% % A2 AR e 5t P T
T RS 5 TU AR R i 2 ) @Y, SR 5, STAT3 1Ei%
5 AL DN 01 FF R DA ) 7 A, A B AR AT R
AEE” (17 S DR 7, L85 W 25 B 4001 72 T B8 — AR
Ji IR 2 G g5 v TT RS SR AL T B ER S

3.2 p53/MDM2 p53 /& H TP53 Jik [l 4 i [ £ B4
Jos B S DR 7, d ok 1R a4 B DN A B S (4l e T
R ARG R 25 55 1k T2, 7 2 o 25k R 28 e AN 0 1 i 98
Az R R AR O AR FRUOST, SR, pS3 T fig Ok i AE £ b
N R R A AR TS AR R
W H = FE /N T A5 A 48, pS3 KA 2
“HE LA )7 (1) B S TR T, H AT G B R R ) pS3 I 2
YIERAL BT .

MH pS3 ¥R 25 (T R 32 B Ge i RO NE . — A&
EE0F TP5 3 B A Y i eg, gk A ) G 47 i 4% R MDM2
PAVK & p53 Thie (K 4B); — &4t xF P53 5248 Ry,
B AT TR R EGHR 7p Pk 57 I S i 1O

FE TP53 7 A= Tl b, pS3 A3 1 o 4 % it 47
W 2 K7 MDM2 Fr #ili il . MDM2 {8 B3 12 & & #
i, AT pS3 N i % SIS X H 1) G BB K R A, I
S HZ 2 EM (PDB: 1YCR)™M. Rk, FHIKr p53-
MDM2 A ELAE F iR T ps3 ThAg i 5 2 5 . 30
nutlin 28 #1 i) 771 8 3 55 HL pS3 (1) OC B i K Ak k5
MDM2 2 & (PDB: 4HG7, I 4B)™, MM 58 G+ o5 35
p53-MDM2 HAE FLH, 4E+F IR pS3 % s O 3% 1% .
FESLEER b, 22 Bl o R R NG IR TR . N
T 2§ idasanutlin (RG7388) I11 #Ilfi PR #F 58 K ik 3 3=
BLLE R, PR FMG PRI AAT 5297 35015 22 4 P P 1 1) R
#l. M2 T, navtemadlin (KRT-232/AMG 232) &3k
NI PR T3 575 22 /38 BORE HH RS HERE, % 25 Pl i
AR 2R A SEHE 1) TPS3 B 4= 7 5 3% I 5 TAK )
i) 77 B Ath B iR 29 B 1 O 5, B TR A
B IR & 7 47 1 . ALRN-6924 (sulanemadlin) 2 & /it
NI R B BEAT 45 K (stapled peptide) 2 p53 #3471,
AL P R E 1) o- B8 5E 45 R R AU pS3 N ity 5 I
5 X, 5 MDM2 Fl MDMX &5 &, M\ [i] i BEL 07 3 0%
B A 95 B N pS3 A AR A, AR SR I IR R B
H— W 77, T Sl e o E K (B14B).

JE p53/MDM2 F1i #1171 O A 25 84 2 1 AR I PR

JETHIGE 7 AT 2Pk, AH 3T 20RO TPS3 B AR
BURAS X MDM2 JB % . ILAF, pS3 B3 1 5 5 MDM2
Kk LR, TR R L, A — e R IS5 2
7 REU b, A A IR B — (%) S T L T SR B 4R
2 [% % MDM2 (1 i # 8 0, W1 PROTAC 43 ¥ KT-253
AL IE I B R MDM2 25 [ SR I06S p53 38 B K R
BoEt,

Xt F TP53 984 AU e, WF 90 A AE T I R R HE
SV T PSRN . o, p53 Y220C R4 7E L DBD
T R — AN BRE I /K i, R 2 B At T B 1 B
RS R 6E 9% 9 A (1) /N 4y F B2 E 1 rezatapopt
(PC14586, Il IR /I HH) wlik£EME 45 & iz g K 1 AR IF R
TE G G, e R IR 56 H L AE 3B 40 15 77 Y220C A%
(1) S AAJRE R8RS H B R v Y =
fifi (arsenic trioxide, ATO) &6 Y7 =M 5 4/PRL 40 il (1 1fi.
T B b T 250, 3 AR SR AT K I ATO vl i 45 A pS3
DBD H [#] Cys124. Cys135 Fl Cys141 =AM 7 £, Fa
p53 S5 K4 IF I p53 RAZAK (41 G245SR249S) &S 7>
It (PDB: 7DHY.7DHZ, I 4B)"Y, #t — B ji &
B, i i MDM2 B8 [ [ 40 K 3 18 2R 43 1% ATO, A X
RE S i I A7 4R, A8 Re B [H] BHL T MDM2 /i 5 1 %
fife, AN AE 22 P S A 8 185 28 b B 35 1 5 T i R
&&%[117]0

RVPRTE, pS3 I 1) 25 ) T 2 1F B i 1 42 1A) £

FIIRBN 25 M S #4548 . p53-MDM2 H A L1 1 45 14
FRATHE SN 1 v i AN g S ) B B AR T A R,
T AR 8 A (WY 220C) 51 1) 25 1R 03 ) AN
ARG PR EE T s & DS Y&t 7 1A .
AR, B A SR EME R SHR TS
For T oA, A B — DR T pS3/MDM2 i@ i L W) v
I7 A R S B .
3.3 MYC/MAX (myelocytomatosis oncogene/MYC
associated factor X) MYC/MAX & M J& T bHLH-LZ
(leucine zipper) % 5% K 1 Xk, 1% 8 AT R I — 5
& J5 i 1 R ) E-box P 81 (5'-CANNTG-3") 1 # 41 Jfd
B GE AU g B SR B AR AR AR A S R (]
40", S 2 E A AR B, MYC & H M R LLIDR
NE,ANTEE MAX 45 & I3 filt DNA B2 BORH X F
IR G20, T MYC & H R Z 508 BIR S A 48,
H 5 MAX J2 DNA FIAHBAE H S ECA I A %5
PR, KA DA e DLEE [a) 7, (R A2 R I A iR
B, B R R B VR AR E L R E A -E A
HAERSZ A2 3T, MYC AT Bk S 2
s IR R R A= i = R - S R |
R,
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EHBETHMYC/MAX TRE M Sbsh, T EA
KK TS T EAEREENEE.
Omomyc /& —Fi Fl MYC bHLH-LZ %5 #4935 1) T F2 4k
RAE A, A 5% 4 1% 45 & MYC 80 MAX, Omomyc-
MYC 5 Omomyc-MAX Tt ik 245 A E-box J7 41, M
1M BH W MYC/MAX T i & IR 1 8098 (K 40) ™,
Omomyc AT 44 OMO-103 /& — 2K 7] R 4845 24 K IR
TAH (4T E 10 kDa), 18 TG R 70 o B H R 47
(122 A P AL BL s AR s 1. BT MYC TE 244
i3 Hh B AR ) A5 5 R AT T R R — RS R A,
) 205 I B AT B SR TR SRR, R IR I PR 0% A
AT MY C MM 58 53 10 b g 28 284, G i i 5 e
FE A 2% (NCT06059001), DI %4k & 9097 24 .
Fx OMO-103 7k, 1T F5 k24 1 IDP-121 th 2 A IR IR
/I BE (NCT05908409) F 116 97 52 K 1 M 6 14 1
RGUGIEME . ZI 0 TR FE o 08 HEA 53 50 L
5 MYC 25 1801 45 & e 77, T T8 MYC/MAX #H
HAEH, 37T RECEBEME HE MY C 85 (3 AR 1R

R MYCAE MR KA BAA 2 0IREMER, (HH
AT B = A O B ) T B, AH S AL DB T
T SR AL R DNA 45 638 40 i [m) i 4 MY C Rk 7K
() 8] $2 5 W&, f #5 8 &L BET (bromodomain and
extraterminal)/HDAC (histone deacetylases) %5 3% W &
A& [R] -7 $11 1) % 5% L #L 17 CDK9 (cyclin-dependent kinase
9) &5 B S EMTHL Y L T Tl mRNA B 1% & e Pk, LA &
FIH PROTAC F#ff 3 iR & A, N2 A2 TH 2l
XFMYCAE 5 1) R ",

SARKRE, $E1H MYC/MAX 53~ RAK 25T K
T B R 25 360 UF 33 N N PRI PRAR R B B, (8
AT R TS . — 510, 1% 2RH0 Bk = 4 Ny T
iGN, SEUE RS S AV AR B —
JiTH, MYCTEZ ML BF 2 Rk, H RS
HIAr e R e tEB i . A, MY C BRE) il 8 3 I
A B — 0 6 2R i, 0 ok A A M DA A 2 AL BB 4
R S B 1R R P LA, I PR T B 29T A R RR .
F R T T EEAEPE B s 25 07 sURTER R Bk
R SRS Sy T — D HERE, RIS 45 & 45 AR 2
H5EATEEAR, KEE R R %K MYC/MAX 1%
e
4 REERZE

VAR, 45 R 25 B I PR R R RS S T R SR
DR - B P F 7, DR 3 A 3 e DA g < 3 DAL 1) 7 (1
ARBE TR B, DA AN R BRI A
B TR, G L AR RS e I A &5 A 45 4 3 % A g
(1AL S SEATL 1, 8RR ) S I A 7] 6 B ) 1 i

PR T 70 B0 R GEPE 25T I, M G s R 73 TR iR T
Hh 5 g B — B A DG A M AR BT AN B T
TC A0 P A G R R L, O BRI 25 i i R 3t T
CERISER

TEUCEEA b, RAZ 24K (W1 AHR FHIF) BI451 5
HRERT FUHE— 2D 40 e 136 PR 7w R IL 5. 3L
PAS-B 45 #3580 W] 5 3 T AR BE AR 45 5 JEEAR, 453X 28
AR DR SRR R R, B 7 g g5k
IYE P VR 1R T AR o HIF-200 #0081 771 DUZH 5 FLAN
AHR BEh A4 S A3 (KR 2D, FE 70 IE W] 1 8% 52 R e
SR PR 20 TT 4 T3 T B AR e B R 2y s g e

& 48 AN 9 A LLFE ) 7 (8 S T, 2 ps3.
STAT3 Jt MY C 4%, i 4 Rk il if 2 AL I 25 8Lt 3R
W 3 20 i T L AT A A e f g U e S ] 1
EWS-FLII (ewing sarcoma breakpoint region 1-friend
leukemia integration 1) 7] 3K 3)) 57 & ) i 83 AH OC 4% sk 18
Fr, A LLIDR N 1T, BRI S0 A A AR H
28R FED R, DR SE MR A 12 X SR OB B
FaE ARG & AR, M e L, H R 2l i
F -8 A B AR R FE D gE, IR 1 4 i/ 70 1 )
SRS S P . TRk, S0 S A T AT S AR
Kyl 2 o s B B AR SR TC T 2R 85 ) AR AT, A4S T )
T G P T SRS BT IR A S A 1) A B
P HEAFIRET, VD Re T R A 1 AT e

5k [EIF, PROTAC AT KSR 731, NGRTTF
TGt R AN ) 85 5 3R S B S I8 7 D e i s SR 1t
TAMFE TR, G A BRI B, U R
PR E N TR e Bh a5 i 5 TR a5 &, (615330
ERENUINEAERIN U NN AR 3 90 S LI S E i ]
PR S DR - I ML B 25 A RS SR it 1 B 4
THI A 45 R it 2

SR, R e 3 IR S TR 7 4TS T W A B 5
JRAE e T 2 S A A 3K A5 2 T TPk, {H BB 4
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