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HEYEE

DT2216 s&—# PROTAC KA 2, iR BCL-XL (Bel-2 FKikkin) FEMFFI.DT2216 @
i 4 Von Hippel-Lindau (VHL) E3 2 3 i #: /i K P4 i BCR-ABL . DT2216 #J LA ] & Fh

DeserIPON 1 BCLXL oM ELLA A AN, (AT MRS £, DT2206 i Bol-2 SO LA
Navitoclax-piperazine (HY-44432). linker 1 VHL E3 {2 FK MK -
IC50 & Target[1] VHL
Cell Line Type Value Description
Antiproliferative activity against human MOLT-4 cells
MOLT-4 ICso 77.1 ;M assessed as reduction in cell viability measured after 48 hrs
by MTS assay
Antiproliferative activity against human NCI-H146 cells
NCI-H146 1Cso 278 nM assessed as reduction in cell viability measured after 48 hrs
Cellular Effect
by MTS assay
Toxicity in human platelet assessed as reduction in cell
Platelet ICso > 10000 nM
viability measured after 48 hrs by MTS assay
Antiproliferative activity against human RS4-11 cells
RS4-11 ICso 213 nM assessed as reduction in cell viability measured after 48 hrs
by MTS assay
DT2216 (62.5. 125 nM; 72 /M) B LLIRFE MOLT-4 4fifu[1].
DT2216 (0.001-10 »M; 72 /M) % MOLT-4 40 EA m#Ek, EC50 v 0.052 uM[1].
DT2216 (0.1, 0.3 uM; 24 /NE) @it caspase-3 /M5 BCL-2 [@VEEH 754 (BAK) Al
BCL-2 #2¢ X HEE (BAX) itk )y % S 1ok %8 MOLT-4 4Hfd [1].
Apoptosis Analysis[1]
Cell Line: MOLT-4 cells
Concentration: 62.5, 125 nM
Incubation Time: 72 hours
Result: Killed MOLT-4 cells.
Cell Cytotoxicity Assay[1]
In Vitro Cell Line: MOLT-4 cells
Concentration: 0.001, 0.01, 0.1, 1, 10 upM
Incubation Time: 72 hours
Result: Showed highly toxic to MOLT-4 cells with an ECso of 0.052 uM.
Western Blot Analysis[1]
Cell Line: MOLT-4 cells
Concentration: 0.1,0.3 uM
Incubation Time: 24 hours
Result: Killed MOLT-4 cells by caspase-3-mediated induction of apoptosis in a
BCL-2 homologous antagonist killer (BAK)- and BCL-2-associated X
protein (BAX)-dependent manner.
In Vivo DT2216 (/4T 7.5 15 mg/kgs B — I 74 60 K) Lh 15 mg/kg FIELEHMG]/N R MOLT-4
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T-ALL SMEtE LK mth 7.5 mgkg 348411

Solvent&Solubility

Animal Model: CB17/Icr-Prkdescid/IcrlcoCrl (CB-17 SCID) mice aged 5-6 weeks|[1]
Dosage: 7.5, 15 mg/kg
Administration: i.p.; weekly for 60 days
Result: Suppressed the growth of MOLT-4 T-ALL xenografts in mice.
AN SEL:

DMSO VAR : 50 mg/mL (32.42 mM; & 7 BA; AR DMSO X7 i VA Al BE AT S5 35 50,
T AR T 1) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 0.6484 mL 3.2418 mL 6.4836 mL
Stock Solutions 5mM 0.1297 mL 0.6484 mL 1.2967 mL
10 mM 0.0648 mL 0.3242 mL 0.6484 mL

FTEARAE = S LE AN TENVA R AV A BE PR A& VA R T 5 90 — BLECRUA I, 1 9 2 ORAE,
ST R R I PR P R

TR A7 7 AR . -80°C, 6 months; -20°C, 1 month (stored under nitrogen). -80°C fEFER}, 17
1E 6 NH A, -20°C fffEmy, W57E 1 AN H A .

YL

TEIRARIE Y SEsRsh WAL 24577 X IR HRE 2 VA IR T

VLNV 7 B Se % ] In Vitro 75 SUBLHITEE MR BRI Bh 7 77«

—— NP SEIG S RO, B IORE AT ARIE A 0, & S OR A PRI SEER I DR, &
WESLHIE, 2R,

DLV AR AT R~ 1R B 20 LR R VA FRIAE SRR ) 2 P AR 5 B e AR v B TE S AT
LG, AT LOE AR/ B8 7 1 7 B

E S

RPN AAT):  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: 2.5 mg/mL (1.62 mM); Eyhifi; # 5 Bk

SBT3 2.5 mg/mL B AIRMI, S AT T IR A

PL ImL TAERBCNHI, BL 100 uL 25.0 mg/mL FJ¥EE DMSO fif&ima 400 uL PEG300 1, BH
Y15y, B BRI ARSI 50 uL Tween-80, VB A IAT; ARG HEAEEMA 450 uL AEBEK EFHZE 1
mL.

AEFE K ITECH]: K 0.9 g EALEN, AT ddH0 FHEAE 100 mL, A LU BV IE % I 1 AR B A K
T

L -

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

Solubility: 2.5 mg/mL (1.62 mM); &kitif; 5 Bh

SBT3 2.5 mg/mL B S0, S R] T IR A

PL I mL TAEBCAE], B 100 uL 25.0 mg/mL [{7H DMSO fig & inE] 900 uL 20% [ SBE-B-CD
AEFEAOKER T, IREBIN .

2 g SBE-B-CD (BT 5k B-PRIfE) MiRwEA T 10 mL AR KAF, TREBMEREEN.

FR =

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

Solubility: > 2.5 mg/mL (1.62 mM); &5 IFH
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UET7 AT > 2.5 mg/mL CWEANEARFD BB, BT RSRie LA A UL REh P seda i

DL I mL TAEBCAE], X 100 uL 25.0 mg/mL [{7EF DMSO fig & inE] 900 uL Tk, JBEH

BER
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[1]. Khan S, et al. A selective BCL-XL PROTAC degrader achieves safe and potent antitumor activity. Nat

SEREAE BRI IR -
AL B S R AR P OB MOV AT URA il — LRI, VM SEARAE 30 S R SIS WU i

R

5 & ARA7 7 AFIER . -80° C, 6 months; -20° C, 1 month (stored under nitrogen). -80° C f577R}, 7 6 A WA,
20° Cfgfrmt, E7E 1 AH WM.

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 0.6484 mL 3.2418 mL 6.4836 mL 16.2089 mL
5 mM 0.1297 mL 0.6484 mL 1.2967 mL 3.2418 mL
10 mM 0.0648 mL 0.3242 mL 0.6484 mL 1.6209 mL
DMSO 15 mM 0.0432 mL 0.2161 mL 0.4322 mL 1.0806 mL
20 mM 0.0324 mL 0.1621 mL 0.3242 mL 0.8104 mL
25 mM 0.0259 mL 0.1297 mL 0.2593 mL 0.6484 mL
30 mM 0.0216 mL 0.1081 mL 0.2161 mL 0.5403 mL
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