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Tanespimycin (17-AAG) +&F 2 HSPO #iil5], 1C50 2 S nM, XHHIRIAA HSPOO FSEFITE

Description LEIE % 40 L % 100 f% . Tanespimycin Vi FEZH M 4 STK38/NDRI, JHFE{Ik STK38 il 1k .
Tanespimycin & R stk38 FE[H KA.
HSP90 Autopha; Mitopha,
1C50 & Target[5] PRagy PR2gY
5 nM (ICsp)
Cell Line Type Value Description
Antiproliferative activity against human A375 cells after 72 to
A-375 1Cso 1287 nM
144 hrs by cyquant DNA dye method
Inhibition of Hsp90 in human A375 cells assessed as pS6
A-375 1Cso 32nM
degradation after 24 hrs by high content screening
Inhibition of Hsp90 in human A375 cells assessed as Hsp70
A-375 1Cso 4 nM
induction after 24 hrs by high content screening
A-431 ICso 0.069 uM | Cytotoxicity against human A431 cells after 72 hrs
A-431 ICso 0.07 uM Antiproliferative activity against human A431 cells after 72 hrs
Cytotoxicity against human A431 cells after 72 hrs by MTT
A-431 1Cso 89 nM
assay
Antiproliferative activity against human A549 cells assessed as
A549 ICso >10 uM inhibition of cell proliferation measured after 24 hrs by MTT
assay
Antiproliferative activity against human A549 cells assessed as
A549 ICso >10 uM
reduction in cell growth incubated for 72 hrs by SRB assay
Cellular Effect 0.0075 Antiproliferative activity against human A549 cells assessed as
A549 Glso
uM cell growth inhibition after 48 hrs by sulforhodamine B assay
Antiproliferative activity against human A549 cells assessed as
A549 Glso 0.08 uM growth inhibition incubated for 48 hrs by Sulforhodamine B
assay
Antiproliferative activity against human A549 cells after 48 hrs
A549 ICso 0.286 uM
by MTT assay
Cytotoxicity against human A549 cells after 72 hrs by MTT
A549 lC5o 81 nM
assay
Inhibition of Hsp90 in human AU565 cells assessed as Her2
AU565 ICso 0.003 uM
degradation after 24 hrs by high content screening
Inhibition of Hsp90 in human AUS565 cells assessed as pERK
AU565 1Cso 8 nM
degradation after 24 hrs by high content screening
Cytotoxicity against human BGC823 cells after 72 hrs by MTT
BGC-823 | ICso 847 nM
assay
Antiproliferative activity against human BT474 cells by MTS
BT-474 1Cso 0.01 pM
assay
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Growth inhibition of human BT474 cells assessed as ATP level
BT-474 Glso 5nM
after 4 days
Cytotoxicity in human CNE-2 cells assessed as reduction in cell
CNE-2 1Cso 3.03 uM
viability incubated for 48 hrs by MTT assay
Antiproliferative activity against human CNE2Z cells assessed
CNE2Z 1Cso 8.41 uM
as cell growth inhibition by MTT assay
Antiproliferative activity against human DU145 cells after 48
DU-145 1Cso 0.282 uM
hrs by MTT assay
DU-145 ICso 68.3 uM Cytotoxicity against DU145 cells after 72 hrs
ECa-109 Cytotoxicity against human ECA109 cells after 48 hrs by MTT
1Cso 1.1 uM
cell line assay
Cytotoxicity against human GES]1 cells assessed as reduction in
GESI CCso 7.94 uM
cell viability measured after 24 hrs by MTT assay
Growth inhibition of human tarceva and iressa-resistant
HCC827 Glso 56 nM
HCCB827 cells assessed as ATP level after 4 days
Growth inhibition of human HCT116 cells after 24 hrs by SRB
HCT-116 Glso 0.16 uM
assay
Antiproliferative activity against human HCT116 cells assessed
HCT-116 Glso 0.34 uM as growth inhibition incubated for 48 hrs by Sulforhodamine B
assay
Antiproliferative activity against human HCT116 cells assessed
HCT-116 Glso 0.34 uM
as cell growth inhibition after 48 hrs by sulforhodamine B assay
HCT-116 1Cso 202 nM Cytotoxicity against human HCT116 cells after 72 hrs
Growth inhibition of human HCT116 cells after 24 hrs by
HCT-116 ICso 56.5 nM
[3H]thymidine uptake assay
Antiproliferative activity against human HCT135 cells after 72 to
HCT-15 1Cso 1487 nM
144 hrs by cyquant DNA dye method
Inhibition of HDAC in human HeLa nuclear extract using
> 1000
HeLa ICso Boc-Lys(acetyl)-AMC as substrate measured after 30 mins by
uM
fluorescence assay
Antiproliferative activity against human HeLa cells after 72 hrs
HeLa 1Cso 0.2 uM
by SRB assay
HeLa ICso 108.2 uM | Cytotoxicity against HeLa cells after 72 hrs
Cytotoxicity against human HeLa cells after 72 hrs by MTT
HeLa 1Cso 128 nM
assay
Cytotoxicity in human HeLa cells assessed as reduction in cell
HeLa 1Cso 19.4 yM
viability incubated for 48 hrs by MTT assay
Antiproliferative activity against human Hep3B cells assessed as
Hep 3B2 Glso 0.08 uM growth inhibition incubated for 48 hrs by Sulforhodamine B
assay
Antiproliferative activity against human HepG2 cells assessed as
HepG2 1Cso 0.32 uM
cell growth inhibition by MTT assay
HepG2 ICso 0.33 uM Antiproliferative activity against human HepG2 cells assessed as
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inhibition of cell proliferation measured after 24 hrs by MTT

assay

Cytotoxicity in human HepG2 cells assessed as reduction in cell
HepG2 1Cso 8§ uM

viability incubated for 48 hrs by MTT assay

Cytotoxicity against human HepG2 cells after 72 hrs by MTT
HepG2 1Cso 91 nM

assay

Antiproliferative activity against human HT-29 cells after 72 to
HT-29 1Cso 0.1 nM

144 hrs by cyquant DNA dye method

Antiproliferative activity against human HUVEC cells assessed
HUVEC Glso <0.1 yM as growth inhibition incubated for 48 hrs by Sulforhodamine B

assay
HUVEC 1Cso 282 nM Cytotoxicity against HUVEC cells after 72 hrs by MTT assay

Cytotoxicity against human K562 cells assessed as growth
K562 ICso 0.15 uM

inhibition after 72 hrs by trypan blue exclusion assay

Antiproliferative activity against human K562 cells after 72 to
K562 ICso 126 nM

144 hrs by cyquant DNA dye method

Growth inhibition of human K562 cells assessed as ATP level
K562 Glso 48 nM

after 4 days

Cytotoxicity against human LO02 cells assessed as reduction in
L02 CCso 11.65 uM

cell viability measured after 24 hrs by MTT assay

Cytotoxicity against human HL7702 cells after 72 hrs by MTT
L02 ICso 99 nM

assay

Cytotoxicity against human LNCAP cells after 72 hrs by MTT
LNCaP ICso 0.16 uM

assay

Antiproliferative activity against human LNCAP cells after 72 to
LNCaP 1Cso 82 nM

144 hrs by cyquant DNA dye method

Antiproliferative activity against human LoVo cells assessed as
LoVo ICso 0.26 uM inhibition of cell proliferation measured after 24 hrs by MTT

assay

Antiproliferative activity against human MCF7 cells by MTS
MCF7 1Cso 0.01 pM

assay

Antiproliferative activity against human MCF7 cells measured
MCF7 1Cso 0.029 uM

after 48 hrs by MTT assay

Antiproliferative activity against human MCF7 cells assessed as
MCF7 1Cso 0.09 uM

cell viability after 72 hrs by MTT assay

Antiproliferative activity against human MCF7 cells after 48 hrs
MCF7 1Cso 0.192 uM

by MTT assay

Antiproliferative activity against human MCF7 cells after 72 to
MCF7 ICso 0.3 nM

144 hrs by cyquant DNA dye method

Antiproliferative activity against human MCF7 cells measured
MCF7 IC50 5nM

after 5 days by MTS assay
MCF7 1Cso 58 nM Cytotoxicity against human MCF7 cells after 72 hrs
MCF7 1Cso 662 nM Cytotoxicity against human MCF7 cells after 72 hrs in presence
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of NQOI inhibitor dicoumarol
Antiproliferative activity against human MDA-MB-231 cells
MDA-MB
Glso 0.27 uM assessed as growth inhibition incubated for 48 hrs by
-231
Sulforhodamine B assay
MDA-MB Cytotoxicity against human MDA-MB-231 cells after 72 hrs by
1Cso 0.28 uM
-231 MTT assay
MDA-MB Cytotoxicity against human MDA-MB-231 cells after 72 hrs by
1Cso 0.28 uM
-231 MTT assay
MDA-MB Antiproliferative activity against human MDA-MB-231 cells
1Cso 0.52 uM
-231 after 72 hrs by SRB assay
MDA-MB Antiproliferative activity against human MDA-MB-231 cells
1Cso 1.79 uM
-231 assessed as cell growth inhibition by MTT assay
MDA-MB Antiproliferative activity against human MDA-MB-231 cells
IC50 194 nM
-231 after 72 to 144 hrs by cyquant DNA dye method
MDA-MB Antiproliferative activity against human MDA-MB-468 cells
ICso 1.57 uM
-468 measured after 48 hrs by MTT assay
MDA-MB Cytotoxicity against NQO1-deficient human MDA468 cells after
ICso 1500 nM
-468 72 hrs
MDA-MB Growth inhibition of human MDA-MB-468 cells assessed as
Glso 780 nM
-468 ATP level after 4 days
Cytotoxicity against human MRCS cells assessed as reduction in
MRC5 CCso 14.24 WM
cell viability measured after 24 hrs by MTT assay
Growth inhibition of human MV4-11 cells assessed as ATP
MV4-11 Glso 11 nM
level after 4 days
NCI-H12 Antiproliferative activity against human H1299 cells after 48 hrs
1Cso 0.2 uM
99 by resazurin dye-based fluorescence assay
Antiproliferative activity against human NCI-H1975 cells
NCI-H19
Glso 0.16 uM assessed as cell growth inhibition after 48 hrs by sulforhodamine
75
B assay
NCI-H19 Growth inhibition of human tarceva and iressa-resistant
Glso 35nM
75 NCI-H1975 cells assessed as ATP level after 4 days
NCI-H46
1Cso 0.01 uM Cytotoxicity against human NCI-H460 cells after 72 hrs
0
NCI-H46 Antiproliferative activity against human NCI-H460 cells after 72
1Cso 255 nM
0 to 144 hrs by cyquant DNA dye method
NCI-H59 Cytotoxicity against NQO1-deficient human NCI-H596 cells
1Cso 1600 nM
6 after 72 hrs
Growth inhibition of human NCI-N87 cells assessed as ATP
NCI-N87 Glso 1 nM
level after 4 days
Cytotoxicity against human NCM460 cells assessed as reduction
NCM460 CCso 1421 uyM
in cell viability measured after 24 hrs by MTT assay
OVCAR- Antiproliferative activity against human OVCAR-3 cells
ICso 0.48 uM
3 assessed as inhibition of cell proliferation measured after 24 hrs
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by MTT assay
Antiproliferative activity against human PANC-1 cells assessed
PANC-1 ICso 321 uM as inhibition of cell proliferation measured after 24 hrs by MTT
assay
Antiproliferative activity against human PC-3 cells assessed as
PC-3 1Cso 0.062 uM
reduction in cell growth incubated for 72 hrs by SRB assay
Antiproliferative activity against human PC3 cells after 72 to
PC-3 1Cso 9nM
144 hrs by cyquant DNA dye method
Antiproliferative activity against human SGC-7901 cells
SGC-790
ICso >10 uM assessed as inhibition of cell proliferation measured after 24 hrs
1
by MTT assay
Inhibition of Hsp90alpha in human SKBR3 cells assessed as
SK-BR-3 ECso <0.1 yM
ErbB2 degradation by Western blot analysis
Antiproliferative activity against human SK-BR-3 cells assessed
SK-BR-3 ICso 0.038 uM
as reduction in cell growth incubated for 72 hrs by SRB assay
Inhibition of Hsp90alpha in human SKBR3 cells assessed as
SK-BR-3 ECso 0.06 uM
up-regulation of HSP70 protein by Western blot analysis
Cytotoxicity against human SKBR3 cells after 72 hrs by
SK-BR-3 ICso 27 nM
celltiter-Glo assay
Cytotoxicity against human SKBR3 cells after 72 hrs by
SK-BR-3 ICso 33 nM
celltiter-glo assay
Cytotoxicity against human SKBR3 cells after 72 hrs in
SK-BR-3 1Cso 410 nM
presence of NQO1 inhibitor dicoumarol
SK-BR-3 1Cso 44 nM Cytotoxicity against human SKBR3 cells after 72 hrs
SK-MEL- Antiproliferative activity against human SK-MEL-5 cells after
IC50 134 nM
5 72 to 144 hrs by cyquant DNA dye method
Antiproliferative activity against human SK-OV-3 cells assessed
SK-OV-3 | ICso 0.22 uM
as reduction in cell growth incubated for 72 hrs by SRB assay
SK-OV-3 1Cso 240 nM Cytotoxicity against human SKOV3 cells after 72 hrs
SMMC-7 Antiproliferative activity against human SMMC7721 cells
ICso 0.19 uM
721 assessed as cell growth inhibition by MTT assay
Antiproliferative activity against human SW480 cells assessed
SW480 1Cso 0.28 uM
as cell growth inhibition by MTT assay
Cytotoxicity against human SW480 cells after 72 hrs by MTT
SW480 1Cso 572 nM
assay
Antiproliferative activity against human SW620 cells after 72 to
SW-620 1Cso 328 nM
144 hrs by cyquant DNA dye method
U-87MG Antiproliferative activity against human U-87 MG cells assessed
1Cso >10 uM
ATCC as reduction in cell growth incubated for 72 hrs by SRB assay

In Vitro

Tanespimycin 3 HER2. Akt DAJZRAZTRIFNEF AR AR (1 B A LA J i 27 e 200 e 1) 400 D) i i
JURIRE AR AE G AR KA i . Tanespimycin i Hi 71 B 40 &, 1C50 Gy 25-45 nM (LNCaP,
25nM; LAPC-4, 40nM; DU-145, 45nM; A PC-3, 25nM)[1].

Tanespimycin (0.1-1 uM) i#SidHIE ErbB2 (LA 41 JLF 56 45325 ErbB2[2].
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Tanespimycin #iffil] CCA ZHMIEKIEE T G2/M 4H R A Wifssim A T2, RIS R Bel-2. Survivin
F1 Cyclin B1, il cleaved PARP[3].

Tanespimycin (25 -200 mg/kg, ip) 5IACHIZI I R+ AR, HER2 Fl Akt FKIEMIF &K
Witk NP, Tanespimycin LA LLFE S AR. HER2 1 Akt FRARMF S HEAT AL, AT 770 54 8 1 b 40

In Vivo A R O E AT O M T 9 e R R A I R, HOEEEVEL].
Tanespimycin (60 mg/kg) M Rapamycin (30 mg/kg) & it & & Bk i 45 40 #)  A549 A
MDA-MB-231 R A KR40 MDA-MB-231 1 388 sh 4 (0 iR 36 4]
L ST
Solvent&Solubility DMSO AR : 50 mg/mL (85.37 mM; i 7 BA; IR DMSO X7 i VA Al BE AT S5 35 50,

T FETIT 1) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 1.7074 mL 8.5369 mL 17.0739 mL
Stock Solutions 5mM 0.3415 mL 1.7074 mL 3.4148 mL
10 mM 0.1707 mL 0.8537 mL 1.7074 mL

BRI = S TE AN [ A 77 R KV AR REE PR I I VA IS G 4 — B HOBTI, WA,
S VR R R 7 it 2R

i R A7 7 AR . -80°C, 6 months; -20°C, 1 month (protect from light). -80°C fif£ i, H7E 6
ANHPEA, -20°C ETERE, EEE 1 ASH A

YL

ARG 0 SIS AN 45 2577 20 SR RIS 2 A AR T R

AR VR TT SR S6 %88 In Vitro 77 sURCHIVEE (65 490, PRV INBITE 7

—— PRSI S R TS, T A A TTT DA A A2 2, S8 IRAT s AR SRBR I AR, 2
WS BIR, 2R A

DA VAU SR 1 T 4 LU R 8 A 7R 7 S TC ) 28 P PR s B FE T R b e BT L T
TG, AT LOE I FAE/sE 7 i) 7

FE

TR TR A PR 7
Solubility: > 5 mg/mL (8.54 mM); &5 HER

B RAI3RAS > 5 mg/mL HIRIEERHD (B TH W

PL1mL TAEBCAE, B 100 pL 50.0 mg/mL {77 DMSO fifi & nF] 900 uL 20% [ SBE-B-CD
A EAOKIE T, BEHA.

2 ¢ SBE-B-CD (i T E:ft B-MMIk) MAKEAT 10mL HAEEKY, BEBEMRBIEEY.

HHE —
KT A P )
Solubility: > 5 mg/mL (8.54 mM); EiHTER

W7 RT3 > 5 mg/mL CHURIERFD (BBE, M7 R 92508 e A A UL L m 2 sest Bt
A

PL1mL TAEGCAE, B 100 pL 50.0 mg/mL [¥7H DMSO & inE] 900 uL Tk, REH
5.
VES
TR A P )
Solubility: > 1.62 mg/mL (2.77 mM); EiHER

W7 EAHAS > 1.62 mg/mL CERIFERKD R HEER.

10% DMSO —  90% (20% SBE--CD in Saline)

10% DMSO — 90% Corn Oil

[1]

10% DMSO — 40% PEG300 — 5% Tween-80 — 45% Saline
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U 1mL TARRCAH], B 100 uL 16.2 mg/mL T DMSO & W% 400 uL PEG300 ', R4
1515 Hi B A RF I 50 uL Tween-80, JRA YA SRIGHAELEIIN 450 uL AFHAK EHE 1
mL.

AEFEEKITECH]: K 0.9 g EALEN, AT ddH0 FHEAE 100 mL, A LA BV IE % I 1 AR B A K
a3

VUR TS, W B TR, OIS, RN RIRA .  PUNE AT SR E 4 b
SRR AIE S A Z R AR S EE s e ISR AR A BT . BTG, R Rl AR
B A 177 A

E S

WK P I ANA T 50% PEG300 —  50% Saline

Solubility: 10 mg/mL (17.07 mM); &kitil; 75 Bhi

L -

TR P AR R 15% Cremophor EL —  85% Saline

Solubility: 5 mg/mL (8.54 mM); =My, A .

ZHE
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SEREAE BRI IR -
AR WA R T A FE A 2008 IV AR s — ELRRIBIL, VMR ARTE 388 G R SR I MU

i U A7 7 SRATAMR . -80°C, 6 months; -20°C, 1 month (protect from light). -80°C i fERt, 5#E 6 AN A WAEH, -20°C
AR, EIE AN NER .

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 1.7074 mL 8.5369 mL 17.0739 mL 42.6847 mL
5 mM 0.3415 mL 1.7074 mL 3.4148 mL 8.5369 mL

DMSO
10 mM 0.1707 mL 0.8537 mL 1.7074 mL 4.2685 mL
15 mM 0.1138 mL 0.5691 mL 1.1383 mL 2.8456 mL
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20 mM 0.0854 mL 0.4268 mL 0.8537 mL 2.1342 mL
25 mM 0.0683 mL 0.3415 mL 0.6830 mL 1.7074 mL
30 mM 0.0569 mL 0.2846 mL 0.5691 mL 1.4228 mL
40 mM 0.0427 mL 0.2134 mL 0.4268 mL 1.0671 mL
50 mM 0.0341 mL 0.1707 mL 0.3415 mL 0.8537 mL
60 mM 0.0285 mL 0.1423 mL 0.2846 mL 0.7114 mL
80 mM 0.0213 mL 0.1067 mL 0.2134 mL 0.5336 mL
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