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Description

HZX-02-059 is an allosteric inhibitor of PIKFYVE, and a methuosis inducer. HZX-02-059 disrupts
the PIKfyve/TFEB axis, suppresses tubulin polymerization, reduces phosphorylated mTOR levels,
downregulates p53, PI3K/AKT, c-Myc, and NF-kB pathways. HZX-02-059 induces G2/M cell cycle
arrest, apoptosis, and inhibits cancer cell proliferation. HZX-02-059 can be used for the research of

lymphoma, double-hit lymphoma, and B-cell acute lymphoblastic leukemia[1][2][3][4].

IC50 & Target

Methuosis[1]

In Vitro

HZX-02-059 (1 uM) 7] 5 PIKFYVE 3834454 (Kd =10 nM), fELL 99%I[1 58 i it PIKFYVE K %7 4k
7 FhgkmE, [FRXE PIPAK2C MR 60%[1].

HZX-02-059 TJEMSMEARM R4 R 17E 71, FHh AL 1C50 24 0.19 pM[1].

HZX-02-059 (1 uM) TI 544k 1# PIK fyve MBE R 454, H Kd 5 10 nM[2].

HZX-02-059 (100 uM) R4l Ai b 8 AR A 12].

HZX-02-059 (2 uM; 8 hy A4 293T 4if ) PIKfyve i&1k, PRI PI(3,5) P2 7K T ek A5 i 1 3 44/
BRI E BL]2]

HZX-02-059 (48-72 h) A58 H 2 IS A K A0 Will-2. LR 1 TMDS8 ix =% DHL 4uff
REOMAE, 1050 {HIEEN 107 nM (Will-2, 72 h) % 344 nM (TMDS, 48 h)[2].

HZX-02-059 (0.25-4 uM; 24-72 h) LAFRIEFIRS (AR 77 :07E Will-2. LR F1 TMDS8 DHL 41f & i
FAMKIG caspase FIAHMIZET:, FTERI NI TRF4IIRIET (2],

HZX-02-059 (10 nM-2 uM; 6 h-5 days) Wi id it PIKfyve/TFEB fii £ Will-2 DHL #f i o fih &
methuosis, % SR, PRIE TFEB RIAFEMIR AN (autophagy)[2].

HZX-02-059 (0.25-1 pM; 24 h) Al M8 & B JF T mTOR/Myc #fl, #£ Will-2, LR F1 TMDS
X=# DHL 1M &+i%S G2/M 4N SR A 2] o

HZX-02-059 (0-4 uM; 72 h) A& S @ FEALE E8 PBMC RAENAIFT, 2B HE IE # 3 40 i
BRI R2].

HZX-02-059 (48-72 h) A 3@ &%3MH Nalm6 M1 Sup-B15 A B-ALL ZHJfl 0865y, H 1C50 (4yEE A
3763 nmol/L % 1068.0 nmol/L, H5 48h WEMILL, 72h WHM KM I HH3].

HZX-02-059 (1 umol/L; 12-24 h) 47 Nalmé6 A1 Sup-B15 B-ALL 40 i 5 5 35 1 40 o J3i 2= 3 1k
[31-

HZX-02-059 (0.5-1.5 pmol/L; 24-48 h) A4 Nalmé 1 Sup-B15 B-ALL 4 i iS¢ 557 5 A () 4% i
PRI S P T2 3]

HZX-02-059 (1 pmol/L; 24 h) A A% Nalm6 B-ALL 414441, T p53 Al NF-«xB i@, 3 L
R P O T A S AE I K 3]

HZX-02-059 (0.5-1.5 umol/L; 24 h) 7] F i Nalm6 A1 Sup-B15 B-ALL 40l () p53 15 5 .
PI3K/AKT 1551, LLK R c-Myc A NF-«B i, [5]F £F B 40 i 9140 3¢ R 1 283 i e 28 3]
HZX-02-059 IS AHIMIBURREZET . JOBIAH IR IGRE . Kol M IR T GoM M1, JFFE B 41K
SRR AN LR 4 i R b R R4S PIBK/AKT {55 Hill[4].

Apoptosis Analysis[2]
Cell Line: Will-2, LR, and TMDS8 DHL cell lines
Concentration: 0.25;0.5; 1; 2; 4 uM

Incubation Time: 24;48;72h
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Result:

Cell Cycle Analysis[2]
Cell Line:
Concentration:
Incubation Time:

Result:

Western Blot Analysis[2]
Cell Line:

Concentration:
Incubation Time:

Result:

Apoptosis Analysis[3]

Cell Line:

Concentration:
Incubation Time:

Result:

Western Blot Analysis[3]

Cell Line:

Concentration:
Incubation Time:

Result:

Induced a significant dose-dependent increase in dead (Annexin V+)
cells, predominantly late apoptotic (Annexin V+/PI+) cells, and a
corresponding decrease in live (Annexin V—/PI-) cells across all three

DHL cell lines.

Will-2, LR, and TMDS8 DHL cell lines

0.5 uM

24 h

Caused a significant decrease in the percentage of cells in the S and

GO/G1 phases, and a marked increase in the G2/M phase across all three

DHL cell lines at 0.5 uM for 24 h.

Will-2, LR, and TMDS8 DHL cell lines

0.25;0.5; 1 uM

24 h

Showed reduced a-tubulin, B-tubulin, phosphorylated mTOR,
phosphorylated 4EBP1, and c-MYC expression, along with altered
Cyclin B1 and CDC2 levels via western blot analysis, consistent with

tubulin inhibition and mTOR/Myc axis suppression.

human B-cell acute lymphoblastic leukemia (B-ALL) cell lines Nalmé6
and Sup-B15

0.5; 1; 1.5 umol/L

24;48 h

Triggered comparable levels of apoptosis in both cell lines after 24 h
treatment with 1 or 1.5 pmol/L.

Induced substantial apoptosis in both cell lines after 48 h treatment with
all tested concentrations.

Increased late apoptosis robustly, with no prominent increase in early

apoptosis.

human B-cell acute lymphoblastic leukemia (B-ALL) cell lines Nalmé6
and Sup-B15

0.5; 1; 1.5 pmol/L

24h

Decreased TP53, p27, CDC2, PI3K, phosphorylated AKT, c-Myc, and
phosphorylated NF-kB p65 expression in a dose-dependent manner.

Increased cyclin B1 expression.
Decreased phosphorylated CDK2 expression.

Left cyclin D1, cyclin B2, and total CDK2 expression unchanged.
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HZX-02-059 (20 mg/kg; MEREIESt: MEH—K; &L 7 K) LR ZEMHN R A A OGT T3k EL8 7 R
ML, BLYRESEER].
Animal Model: NOD-Prkdc—/—IL2rg—/— (NPI) mice (female, 6 weeks old, double-hit

lymphoma model via luciferase-labeled LR cells injection after 1 Gy

irradiation)[2]
In Vivo Dosage: 20 mg/kg

Administration: i.p.; daily; 7 consecutive days

Result: Significantly inhibited tumor growth at day 12 compared to the vehicle
group.
Showed no statistically significant difference in average body mass
compared to the vehicle group

4f L S
Solvent&Solubility DMSO 1 RAMREE : 25 mg/mL (51.28 mM; B BIVA (<60 °C); RMESHEIEM (HCL /Y, pH~3) ; W

IR DMSO X7 i RIVE R AT 235 5, 3 B HT BT 44 79 DMSO)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.0514 mL 10.2568 mL 20.5137 mL
Stock Solutions 5mM 0.4103 mL 2.0514 mL 4.1027 mL
10 mM 0.2051 mL 1.0257 mL 2.0514 mL

AR 7 AN R VA R P R VR S PR A IS VA RIS A8 — BRI, TR, e
ST R R I P P R

i % B A7 77 SURBIPR : -80°C, 6 months; -20°C, 1 month. -80°C f§ {76, 54 6 > H A, -20°C
fibfEit, AE 1A A PEA .

YL

TR IR Y SEaR A4S 2575 2 I 2 VA R T %

VLNV 7 S 45 5% 8 In Vitro 77 UBLHIPES B 459, BRI WA 711

— NP SEIGEE RN, WIS ARG AT DRI A S50, 3& S OR A7 PRI SEER I LR, &
WESLHIE, 2R,

DR VAR TR 78 R B 2 LG R R VA FRIE S IE ) i P AR (5 B e AR e M B TE S AT
BLG, AT LA i N R/ P R T B

E S

IR IR R: 10% DMSO  —  90% (20% SBE- B -CD in Saline)

Solubility: 2.5 mg/mL (5.13 mM); & i, B

SBT3 2.5 mg/mL B AU, i R] BT IR A

U 1mL TARRCAH], B 100 1w L25.0 mg/mL HIETE DMSO & W% 900 uL20% f# SBE-B
-CD AHEAKER &, REBH.

2 g SBE-B -CD (FTHEEE B-FFHMIAE) MAERET 10mL MAEFEHKF, TEBEMEBHEEN.

L -

R FA AT 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: = 2.17 mg/mL (4.45 mM); ¥ & AR

W EATHG = 2.17 mg/mL RAERED HEE AR

U 1mL TARBCAH], B 100 wL21.7 mg/mL KI¥EHE DMSO & M3 400 uLPEG300 ', i
G5 R ERERFIAN 50 L Tween-80, JRAIS): RIGHALSIMA 450 wL AEFHK &
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AE 1mL.

A HKIEH: K 0.9 ¢ MM, BMET ddH. O FFEAZE 100 mL, ] LIS RIS W A E
TR -

R =

EIRF I INEFER:  10% DMSO  —  90% Corn Oil

Solubility: = 2.08 mg/mL (4.27 mM); ¥ &AM

LT AR = 2.08 mg/mL (WERIEERHD AR SbJ7 SR528e A I7E N H UL B s 55
FtE A o

A ImL TAERCOAHI, B 100 »L20.8 mg/mL [¥#% DMSO &N 900 vL FKihH, WA
5.
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ST AR AL IR
* AR = AR [F AR P I A B R B A IE VA IS &8 s — ELRCROIA T, 1 - SR, B S S VR RIS BT
K. AERWIRAE T AR . -80°C, 6 months; -20°C, 1 month. -80°C f#fEN, 575 6 A WA, -20°C iRy, H7E 1

AN P
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 2.0514 mL 10.2568 mL 20.5137 mL 51.2842 mL
5 mM 0.4103 mL 2.0514 mL 4.1027 mL 10.2568 mL
10 mM 0.2051 mL 1.0257 mL 2.0514 mL 5.1284 mL
15 mM 0.1368 mL 0.6838 mL 1.3676 mL 3.4189 mL
DMSO 20 mM 0.1026 mL 0.5128 mL 1.0257 mL 2.5642 mL
25 mM 0.0821 mL 0.4103 mL 0.8205 mL 2.0514 mL
30 mM 0.0684 mL 0.3419 mL 0.6838 mL 1.7095 mL
40 mM 0.0513 mL 0.2564 mL 0.5128 mL 1.2821 mL
50 mM 0.0410 mL 0.2051 mL 0.4103 mL 1.0257 mL
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