FluoProbes®

Kinases inhibitors

FT-972971

Inhibitors based on specificity for different kinases :

Kinase target Kinase inhibitors avaialble (inquire)

PKA inhibitors : H-89, HA-1004, H-7, H-8, HA-100, PKI, staurosporine

PKG inhibitors : H-7, H-8, HA-1004, H-89, staurosporine

PKC inhibitors : bisindolylmaleimide 1X, chelerythrine, edelfosine, edelfosina, ET180CH3, H-7,
HA-100, H89, HA-1004, Ro 31-8220, rottlerin, staurosporine, quercetin

ABL inhibitors : PP1

Adenosine kinase inhibitors : | 5-lodotubercidin

Akt/PKB inhibitors : Triciribine (TCN, Tricyclic Nucleoside, NSC-154020, API-2)

AMPK inhibitors : indirubin-3'-oxime, 5-lodotubercidin, H-89

BCR-ABL : adaphostin, Tyrphostin AG 957

BTK inhibitors : LFM-A13

CaMKIl inhibitors : KN-62, W-7, HA-1004, HA-1077, staurosporine

CDK1, CDK2, CDK5 aloisine, aloisine A, alsterpaullone, indirubin-3'-oxime, kenpaullone,

inhibitors : olomoucine, purvalanol A, roscovitine

CHK1 inhibitors : H-89

CK1 inhibitors : DRB

CK2 inhibitors : TBB, DRB

EGF-R kinase inhibitors : erbstatin analog, gefitinib, PD 153035, Tyrphostin AG 490, Tyrphostin AG 825,
PP1, PP2

ERK 1/2 inhibitors : ERK inhibitor

ERK kinase inhibitors : PD 98059, SL327, olomoucine, 5-lodotubercidin

FYN inhibitors : PP1, PP2, SU6656

GSKa3 inhibitors : aloisine, aloisine A, indirubin-3'-oxime, kenpaullone

HCK inhibitors : PP2

HER?2 inhibitors : Tyrphostin AG 825

IGF1-R PTK inhibitor : picropodophyllin, Tyrphostin AG 1024

JAK inhibitors : Tyrphostin AG 490, LFM-A13

JNK inhibitors : aloisine A, SP600125

KIT inhibitors : PP1

LCK inhibitors : aminogenistein, PP1, PP2, indirubin-3'-oxime, kenpaullone

LYN inhibitors : SU6656, staurosporine

MAPKAP-K1b inhibitors : HA-1077

MAPK inhibitors : SB202190, SB203580

MAPKK inhibitors : arctigenin, PD 98059, SL.327, U0126

MEK inhibitors : PD 98059, SL327, U0126

MKK inhibitors : arctigenin, PD 98059, SL327, U0126

MLCK inhibitors : ML-9, W-7, HA-100, HA-1004, H-7, H-8, HA-1077, staurosporine

MSK1 inhibitors : H-89, ML-9, HA-1077

P38 MAPK inhibitors : SB202190, SB203580

PDGF-R kinase inhibitors : DMPQ

PDK1 inhibitors : SB203580, NU6102

PI3K inhibitors : LY294002, wortmannin, quercetin

PRK?2 inhibitors : HA-1077

RHO kinase inhibitors : HA-1077, hydroxyfasudil

ROCK inhibitors : Y-27632, H-89, ML-9, HA-1077

S6K1 inhibitors : rapamycin, sirolimus, H-89, ML-9, HA-1077, staurosporine

SAPK inhibitors : PD 169316, SB202190, SB203580

SGK inhibitors : indirubin-3'-oxime, H-89

SRC familiy PTK inhibitors : | PP1, PP2, SU6656, staurosporine

SYK inhibitors : piceatannol, staurosporine
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TOR inhibitors : rapamycin, sirolimus

PTK inhibitors : aminogenistein, DMPQ, erbstatin analog, gefitinib, LFM-A13, PD 153035,
piceatannol, PP1, PP2, quercetin, SU 4312, SU6656, Tyrphostin AG 490,
Tyrphostin AG 825, Tyrphostin AG 957

VEGF-R kinase inhibitors : SU 4312

YES inhibitors : SU6656

ZAP70 inhibitors : piceatannol

Products Description

Product name CAS
cat.number

Staurosporine 466.54 62996-74-1 Inhibitor of Protein Kinase (broad
74146E, 1mg specificity: PKC, PKA, PKB...)
74146F, 5 mg

Chelerythrine Chloride | 383.83
972971, 1g

Bisindolylmaleimide IX| 553.66
S31322, 1mg
S31323, 5mg

DRB 319.2 53-85-0 specific inhibitor of casein kinase (CH2
53944A (553.66) and CK1)

Edelfosine, ET180CH3 523.7
CJ6031, 300mg

H-7 291.4 108930-17-2 inhibitor of PKC, PKA and PKG and
KV3842, 25mg | (+73/HCI) MLCK

H-8 265.3 84478-11-5 inhibitor of PKG and PKA and MLCK
KV3851, 10mg | (+73/HCI)

H-89 446.4 130964-39-5 potent and inhibitor of PKA, PKG ...
CQ7251, mg (+73/HCI)

HA-100 d inhibitor of MLCK, PKA and PKC
KV3871, 10mg | (+73/HCI)

HA-1004 293.3 92564-34-6 inhibitor of PKG and PKA and at higher ...
, mg (+73/HC|)

HA-1077 291.4 203911-27-7 Inhibitor of ROCKII, Rho kinase, PRK2
KV3891, 10mg | (+73/HCI) and MSK1

HydroxFasudil 343.8 155558-32-0 Rho kinase inhibitor.
KV3900, 5mg

5-lodoTubercidin 392.2 24386-93-4 specific inhibitor of ERK2 and adenosine
KV3920, 5umol Kinase

Storage: +4°C (or —20°C for long term)
Protect from light and moisture
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FT-972971
Technical and scientific information

Staurosporine #74146

Synonyms: antibiotic AM-2282, Staurosporine from Streptomyces staurosporeus
See the technical sheet

Bisindolylmaleimide IX #S3132

Product name: Bisindolylmaleimide IX, Methanesulfonate Salt
Synonyms: Ro 31-8220, Ro31-8220, Ro 318220, R0318220, BIM IX, BIM-9, Bis IX
Appearance: Orange to red microcrystalline solid. Solubility: Soluble in DMSO, ethanol and water.

Bisindolylmaleimide IX (Ro 31-8220) is a selective and ATP-competitive |
PKC inhibitor with an 1C50 of 10 nM, whereas the IC50 for the inhibition o P ”\F;,o

of PKA is 900 nM [Davis et al. 1992]. The IC50 values for the inhibition CHSOH: /= _‘) / —
of the group A PKCs range from 5-27 nM and that for PKCe is 24 nM <\;;~}- T \—é
-

[Wilkinson et al. 1993]. Ro 31-8220 inhibits growth factor-stimulated hH

expression of MKP-1 and c-Fos but strongly stimulated c-Jun expression, W= | |

even in the absence of growth factors. Ro 31-8220 strongly stimulates the : N
stress-activated protein kinase JNK1 in a PKC-independent manner [Beltman et al. 1996].

References:

Davis PD, Elliott LH, Harris W, Hill CH, Hurst SA, Keech E, Kumar MK, Lawton G, Nixon JS, Wilkinson SE (1992) “Inhibitors of protein
kinase C. 2. Substituted bisindolylmaleimides with improved potency and selectivity” J. Med. Chem. 35(6):994-1001

Wilkinson SE, Parker PJ, Nixon JS (1993) “Isoenzyme specificity of bisindolylmaleimides, selective inhibitors of protein kinase C”
Biochem. J. 294 ( Pt 2):335-7

Bit RA, Davis PD, Elliott LH, Harris W, Hill CH, Keech E, Kumar H, Lawton G, Maw A, Nixon JS, et al. (1993) “Inhibitors of protein
kinase C 3. Potent and highly selective bisindolylmaleimides by conformational restriction” J. Med. Chem. 36(1):21-9

Dieter P, Fitzke E (1991) "RO 31-8220 and RO 31-7549 show improved selectivity for protein kinase C over staurosporine in macrophages”
Biochem. Biophys. Res. Commun. 181 (1): 396-401

Keller HU, Niggli V (1993) “The PKC-inhibitor Ro 31-8220 selectively suppresses PMA- and diacylglycerol-induced fluid pinocytosis and
actin polymerization in PMNs” Biochem. Biophys. Res. Commun. 194 (3): 1111-6

Beltman J, McCormick F, Cook SJ (1996) "The selective protein kinase C inhibitor, Ro-31-8220, inhibits mitogen-activated protein kinase
phosphatase-1 (MKP-1) expression, induces c-Jun expression, and activates Jun N-terminal kinase” J. Biol. Chem. 271(43):27018-24

Budworth J, Davies R, Malkhandi J, Gant TW, Ferry DR, Gescher A (1996) “Comparison of staurosporine and four analogues: their effects
on growth, rhodamine 123 retention and binding to P-glycoprotein in multidrug-resistant MCF-7/Adr cells” Br. J. Cancer. 3 (9):1063-8

Harris TE, Persaud SJ, Jones PM (1996) “Atypical isoforms of PKC and insulin secretion from pancreatic beta-cells: evidence using Go
6976 and Ro 31-8220 as PKC inhibitors” Biochem. Biophys. Res. Commun. 227 (3): 672-6

Yeo EJ, Provost JJ, Exton JH (1997) “Dissociation of tyrosine phosphorylation and activation of phosphoinositide phospholipase C induced
by the protein kinase C inhibitor Ro-31-8220 in Swiss 3T3 cells treated with platelet-derived growth factor” Biochim. Biophys. Acta
1356 (3): 308-20

Begemann M, Kashimawo SA, Lunn RM, Delohery T, Choi YJ, Kim S, Heitjan DF, Santella RM, Schiff PB, Bruce JN, Weinstein IB (1998)
“Growth inhibition induced by Ro 31-8220 and calphostin C in human glioblastoma cell lines is associated with apoptosis and inhibition
of CDC2 kinase” Anticancer Res.18(5A):3139-52

Hers I, Tavare JM, Denton RM (1999) “The protein kinase C inhibitors bisindolylmaleimide | (GF 109203x) and 1X (Ro 31-8220) are potent
inhibitors of glycogen synthase kinase-3 activity” FEBS Lett. 460(3):433-6.

Standaert ML, Bandyopadhyay G, Antwi EK, Farese RV (1999) “RO 31-8220 activates c-Jun N-terminal kinase and glycogen synthase in rat
adipocytes and L6 myotubes. Comparison to actions of insulin” Endocrinology 140(5):2145-51

Lingameneni R, Vysotskaya TN, Duch DS, Hemmings HC Jr (2000) “Inhibition of voltage-dependent sodium channels by Ro 31-8220, a
‘specific' protein kinase C inhibitor” FEBS Lett. 473(2):265-8

Chelerythrine #97297

Product name: Chelerythrine chloride

Chemical name: 1,2-Dimethoxy-N-methyl(1,3)benzodioxolo(5,6-c) phenanthridinium chloride, CAS: 3895-92-9
Molecular weight 383.8 g/mol. Purity: >98%. Appearance: Yellow to orange solid.

Solubility: soluble in DMSO and water. Rather insoluble in aqueous media that contain substantial saline concentrations.

Chelerythrine Chloride is a potent and selective protein kinase C inhibitor (PKC, IC50 = 0.66 uM).

References:
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Herbert JM, Augereau JM, Gleye J, Maffrand JP (1990) “Chelerythrine is a potent and specific inhibitor of protein kinase C”” Biochem.
Biophys. Res. Commun. 172(3):993-9

Liu Y, Cohen MV, Downey JM (1994) "Chelerythrine, a highly selective protein kinase C inhibitor, blocks the anti-infarct effect of ischemic
preconditioning in rabbit hearts" Cardiovasc. Drugs Ther. 8(6):881-2

Serrano PA, Rodriguez WA, Pope B, Bennett EL, Rosenzweig MR (1995) "Protein kinase C inhibitor chelerythrine disrupts memory
formation in chicks" Behav. Neurosci. 109(2):278-84

Eckly-Michel AE, Le Bec A, Lugnier C (1997) "Chelerythrine, a protein kinase C inhibitor, interacts with cyclic nucleotide
phosphodiesterases” Eur. J. Pharmacol. 324(1):85-8

Sacchetti B, Bielavska E (1998) "Chelerythrine, a specific PKC inhibitor, blocks acquisition but not consolidation and retrieval of
conditioned taste aversion in rat" Brain Res. 799(1):84-90

Lundmark JL, Ramasamy R, Vulliet PR, Schaefer S (1999) "Chelerythrine increases Na-K-ATPase activity and limits ischemic injury in
isolated rat hearts" Am. J. Physiol. 277(3 Pt 2):H999-H1006

Yu R, Mandlekar S, Tan TH, Kong AN (2000) "Activation of p38 and c-Jun N-terminal kinase pathways and induction of apoptosis by
chelerythrine do not require inhibition of protein kinase C" J. Biol. Chem. 275(13):9612-9

DRB #53944 C'@“}
Product name: 5,6-Dichlorobenzimidazole riboside (DRB) Cl ‘M
Synonyms: 5,6-Dichloro-1-b-D-ribofuranosyl benzimidazole; CAS [53-85-0]

Molecular weight 319.2 g/mol. Chemical formula C12H12CI2N204. O
Purity: >98% (HPLC). Appearance: White solid. HO

Solubility: soluble in DMSO or ethanol (may require warming for complete dissolution). OH OH

DRB is a specific inhibitor of casein kinase 2 (CK2, IC50 = 6 uM) and casein kinase 1 (CK1, IC50 = 14 uM). It
is also a specific inhibitor for RNA polymerase Il transcription in vivo and in vitro whereat the effect on RNA
polymerase Il-specific transcription seems to be mediated by its inhibition of nuclear casein kinase 2. DRB is a
competitive inhibitor in respect to its phosphate donor substrates ATP and GTP.

References:

Zandomeni R, Weinmann R. (1984) "Inhibitory effect of 5,6-dichloro 1-beta-D ribofuranosyl benzimidazole on a protein kinase." J. Biol.
Chem. 259(23):14804-11.

Zandomeni R, Zandomeni MC, Shugar D, Weinmann R (1986) "Casein kinase type Il is involved in the inhibition by 5,6-dichloro-1-beta-D-
ribofuranosylbenzimidazole of specific RNA polymerase 1 transcription.” J. Biol. Chem. 261(7):3414-9.

Chodosh LA, Fire A, Samuels M, Sharp PA. (1989) "5,6-Dichloro 1-beta-D ribofuranosyl benzimidazole inhibits transcription elongation by
RNA polymerase II in vitro.” J. Biol. Chem. 264(4):2250-7

Zandomeni RO (1989) "Kinetics of inhibition by 5,6-dichloro 1-beta-D ribofuranosyl benzimidazole on calf thymus casein kinase II.
"Biochem. J. 262(2):469-73.

Meggio F, Shugar D, Pinna LA (1990) "Ribofuranosyl-benzimidazole derivatives as inhibitors of casein kinase-2 and casein kinase-1." Eur.
J. Biochem. 187(1):89-94

Blaydes JP, Hupp TR (1998) "DNA damage triggers DRB-resistant phosphorylation of human p53 at the CK2 site" Oncogene 17(8):1045-52

Egyhazi E, Ossoinak A, Filhol-Cochet O, Cochet C, Pigon A (1999) "The binding of the alpha subunit of protein kinase CK2 and RAP74
subunit of TFIIF to protein-coding genes in living cells is DRB sensitive” Mol. Cell. Biochem. 191(1-2):149-59

Johnston IM, Allison SJ, Morton JP, Schramm L, Scott PH, White RJ (2002) "CK2 forms a stable complex with TFI1IB and activates RNA
polymerase 11l transcription in human cells" Mol. Cell. Biol. 22(11):3757-68

Uhle S, Medalia O, Dubiel W et al. (2003) “Protein kinase CK2 and protein kinase D are associated with the COP9 signalosome" EMBO J.
22(6):1302-12

Edelfosine, ET180CH3 #CJ603 O—(CH_,);7CH,

Product name: edelfosine H,CO 9]

Synonyms: edelfosin, edelfosinum, edelfosina, ET180CH3 | .
Chemical name: rac-2-methyl-1-octadecyl-glycero-(3)-phosphocholine O0—P—0CH,CH,N (CH3)3
Chemical formula C27H58NO6P. Molecular weight 523.7 g/mol. |

Purity: >99.1% (GMP quality). Appearance: white, odourless powder. O

Solubility: soluble in chloroform, ethanol and water.
The substance may be carcinogenic or teratogenic.

Edelfosine or ET180CHS3 is a synthetic analog of lysophosphatidylcholine. It is a strong inhibitor of the PI3K
pathway (anti-tumor lipid) and selectively inhibits protein kinase C (PKC) and phosphatidylinositol specific
phospholipase C (PI PLC). Edelfosine induces expression of c-fos, c-jun and transcription factor AP-1, induces
apoptosis in human promyelocytic and promonocytic leukemic cells and decreases multi drug resistance (MDR)
when combined with other MDR modifiers and pH-lowering agents such as verapamil, tamoxifen or cyclosporin
A.

References:

Zheng, B., et al. (1990). Inhibition of protein kinase C, (sodium plus potassium)-activated adenosine triphosphate, and sodium pump by
synthetic phospholipid analogues. Cancer Res. 50: 3025-3031.
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Powis, G., et al. (1992). Selective inhibition of phosphatidylinositol phospholipase C by cytotoxic ether lipid analogues., Cancer Res. 52:
2835-2840.

Mollinedo, F. et al. (1993). Early and selective induction of apoptosis in human leukemic cells by the alkyl-lysophospholipid ET-18-OCH3.
Biochem Biophys Res Commun., 192(2), 603-609.

Mollinedo, F., et al. (1994). The ether lipid 1-octadecyl-2-methyl rac glycero-3-phosphocholine induces expression of fos and jun proto-
oncogenes and activates AP-1 transcription factor in human leukaemic cells. Biochem J. 302:325-329.

Mollinedo F., et al. (1997) Selective induction of apoptosis in cancer cells by the ether ET-18-OCH3 (edelfosine): molecular structure
requirements, cellular uptake, and protection by bcl-2 and belxL. Cancer Res. 1997: 57: 1320-1328.

Harguindey, S. et al. (2000). Edelfosine, apoptosis, MDR and Na+/H+ exchanger: Induction mechanisms and treatment implications.
Apoptosis. 5: 87-89.

H H
H _ N
H-7, #KV384
1 H "
Product names: H-7. dihydrochloride H
Syn.: H7, H 7, i-(5-1soquinolinesulfonyl)-2-methylpiperazine . 2HCI 0=s8=0
CAS number: 108930-17-2; Chemical formula: C14H17N302S . 2 HCI; "W H '!l H
Molecular weight: 291.4 + 73.0 g/mol H H 2Hel
Purity: > 97%; Appearance: powder; Solubility: soluble in water
H H
H H

I-Z2

H-7 is an inhibitor of protein kinase C (PKC), cCAMP- and cGMP-dependent protein
kinase (PKA and PKG) and also inhibits myosin light chain kinase (MLCK). It
induces apoptotic DNA fragmentation and cell death and inhibits telomerase activity
in treated NPC-076 cells. Molecular weight 291.4 + 73.0 g/mol. Solubility: soluble in water. Formula
C14H17N302S . 2 HCI.

References:

Hidaka H, Inagaki M, Kawamoto S, Sasaki Y. (1984) "Isoquinolinesulfonamides, novel and potent inhibitors of cyclic nucleotide dependent
protein kinase and protein kinase C." Biochemistry. 23(21):5036-41.

Kawamoto S, Hidaka H (1984) "1-(5-Isoquinolinesulfonyl)-2-methylpiperazine (H-7) is a selective inhibitor of protein kinase C in rabbit
platelets” Biochem. Biophys. Res. Commun. 125(1):258-64

Schachtele C, Seifert R, Osswald H (1988) "Stimulus-dependent inhibition of platelet aggregation by the protein kinase C inhibitors
polymyxin B, H-7 and staurosporine" Biochem. Biophys. Res. Commun. 151(1):542-7

Engh RA, Girod A, Kinzel V, Huber R, Bossemeyer D. (1996) "Crystal structures of catalytic subunit of cAMP-dependent protein kinase in
complex with isoquinolinesulfonyl protein kinase inhibitors H7, H8, and H89. Structural implications for selectivity." J. Biol. Chem.
271(42):26157-64.

Ku WC, Cheng AJ, Wang TC (1997) "Inhibition of telomerase activity by PKC inhibitors in human nasopharyngeal cancer cells in culture"
Biochem. Biophys. Res. Commun. 241(3):730-6

H H
H S N
H-8, #KV385 H al
Product name: H-8 . dihydrochloride, H8, H 8 o=s=o0 1
N-[2-(Methylamino)ethyl]-5-isoquinolinesulfonamide . 2 HCI; CAS: 84478-11-5 |
Molecular weight 265.3 + 73.0 g/mol. Formula C12H15N302S . 2HCI. H N-H
Purity: > 98% Appearance: powder. Solubility: soluble in water and DMSO. H
Potent inhibitor of cGMP-dependent protein kinase (PKG, 1C50 ~500nM) and cAMP- " H
dependent protein kinase (PKA, IC50 ~1200nM). Also inhibits myosin light chain N H
kinase (MLCK). H_|_ H
H

References:

Hidaka H, Inagaki M, Kawamoto S, Sasaki Y. (1984) "Isoquinolinesulfonamides, novel and potent inhibitors of cyclic nucleotide dependent
protein kinase and protein kinase C." Biochemistry. 23(21):5036-41.

Hagiwara M, Inagaki M, Hidaka H. (1987) "Specific binding of a novel compound, N-[2-(methylamino)ethyl]-5-isoquinolinesulfonamide
(H-8) to the active site of cAMP-dependent protein kinase." Mol Pharmacol. 31(5):523-8

Engh RA, Girod A, Kinzel V, Huber R, Bossemeyer D. (1996) "Crystal structures of catalytic subunit of
CAMP-dependent protein kinase in complex with isoquinolinesulfonyl protein kinase inhibitors H7, H8, H

and H89. Structural implications for selectivity.” J. Biol. Chem. 271(42):26157-64. H =y

H-89, #CQ7251

Product name: H-89 . dihydrochloride, H89, H 89 H
N-[2-(p-Bromocinnamylamino)ethyl]-5-isoquinolinesulfonamide . 2HCI; CAS: 130964-39-5 H "
Molecular weight 446.4 + 73.0 g/mol. Formula C20H20BrN302S . 2HCI H
Solubility: soluble in 100% ethanol, DMSO and water. H

H
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Cell permeable potent and selective inhibitor of cAMP-dependent protein kinase (PKA, 1C50 ~50 nM), cGMP-
dependent protein kinase (PKG) and protein kinase Cp (PKCp). In contrast, most other protein kinase C (PKC)
isotypes are much more weakly inhibited. Also inhibits ROCKII, Ca2+/calmodulin dependent protein kinase |1
(CaMKIl), casein kinase | (CKI) and myosin light chain kinase (MLCK). Induces apoptosis. |

References:

Chijiwa T, Mishima A, Hagiwara M, Sano M, Hayashi K, Inoue T, Naito K, Toshioka T, Hidaka H. (1990) "Inhibition of forskolin-induced
neurite outgrowth and protein phosphorylation by a newly synthesized selective inhibitor
of cyclic AMP dependent protein kinase, N-[2-(p-bromocinnamylamino) ethyl]- 5-
isoquinoline sulfonamide (H-89), of PC12D pheochromocytoma cells.” J. Biol. Chem. H )y
265(9):5267-72

Geilen CC, Wieprecht M, Wieder T, Reutter W. "A selective inhibitor of cyclic AMP-
dependent protein kinase, N-[2-bromocinnamyl (amino)ethyl] 5-isoquinoline sulfonamide

(H-89), inhibits phosphatidylcholine biosynthesis in HeLa cells" (1992) FEBS Lett. o=s=p "
309(3):381-4. |
Cl=—H H N_H
H

HA-100 , #K\V/3871 IH
Product name: HA-100 . dihydrochloride, HA100, HA 100 non
Syn.: 1-(5-1soquinolinesulfonyl)-piperazine dihydrochloride; CAS number: 105628-72-6 H. /u\ H
Molecular weight 277.3 + 73.0 =350.27 g/mol. Formula C13H15N302S . 2HCI. Form solid. N N

Purity: > 97%. Form: solid. Solubility: soluble in water.

Inhibitor of myosin light chain kinase (MLCK), cAMP-dependent protein kinase (PKA) and protein kinase C
(PKC)

References: H H

Ref.: Hagiwara M, Inagaki M, Watanabe M, Ito M, Onoda K, Tanaka T, Hidaka H. (1987) H T
"Selective modulation of calcium-dependent myosin phosphorylation by novel protein
kinase inhibitors, isoquinolinesulfonamide derivatives" Mol Pharmacol. (1):7-12 H N

HA-1004, #KV3881 o=
. . Cl—H H .
Product name: HA-1004 . dihydrochloride, HA1004, HA 1004 H H
N-(2'-Guanidinoethyl)-5-isoquinolinesulfonamide dihydrochloride; CAS number: 92564-34-6 "
Molecular weight 293.3 + 73.0 g/mol. Formula C12H15N502S . 2HCI. Form solid.
Purity: > 99%: Form: solid; Solubility: soluble in water. /U\ H
H H

Inhibitor of cAMP- and cGMP-dependent kinases (PKA/PKG, IC50 ~1- L
2uM). Also inhibits CaMKII, PKC and MLCK at higher concentrations.

Intracellular Ca2+ antagonist with no effect on cardiac function. Causes

selective pulmonary vasodilation during pulmonary hypertension.

References:

Crowley MR, Fineman JR, Soifer SJ. (1994) "HA1004, an intracellular calcium antagonist, selectively
attenuates pulmonary hypertension in newborn lambs." J. Cardiovasc. Pharmacol. (5):806-13 H _n N

HA-1077, fasudil, #KV389 A

H
Product name: HA-1077 . dihydrochloride, fasudil, HA1077, HA 1077, AT877
1-(5-1soquinolinesulfonyl)-1H-hexahydro-1,4-diazepine dihydrochloride; CAS number: 203911-27-7 o=
Molecular weight 291.4 + 73.0 g/mol. Purity: >98%. Formula C14H17N302S . 2HCI. Form solid.
Purity: >98%; Form: solid; Solubility: soluble in water. H

Inhibitor of ROCKII, Rho kinase, PRK2 and MSK1, also inhibits PKA, PKG, S6K1 H H 2 Hel
and MAPKAP-K1b, myosin light chain kinase (MLCK) and Ca2+/calmodulin H H

dependent protein kinase Il (CaMKII). Cell permeable Ca2+ antagonist with : H
antivasospastic properties.

References:

Asano T, Suzuki T, Tsuchiya M, Satoh S, Ikegaki I, Shibuya M, Suzuki Y, Hidaka H. (1989) "Vasodilator actions of HA1077 in vitro and in
vivo putatively mediated by the inhibition of protein kinase." Br J Pharmacol. 98(4):1091-100.

Seto M, Sasaki Y, Hidaka H, Sasaki Y. (1991) “Effects of HA1077, a protein kinase inhibitor, on myosin phosphorylation and tension in
smooth muscle.” Eur J Pharmacol. 195(2):267-72.
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Takizawa S, Hori M, Ozaki H, Karaki H. (1993) "Effects of isoquinoline derivatives, HA1077 and H-7, on cytosolic Ca2+ level and
contraction in vascular smooth muscle." Eur J Pharmacol. 250(3):431-7.

Seto M, Shindo K, Ito K, Sasaki Y (1995) "Selective inhibition of myosin phosphorylation and tension of hyperplastic arteries by the kinase
inhibitor HA1077" Eur. J. Pharmacol. 276(1-2):27-33

Satoh S, Ikegaki |, Suzuki Y, Asano T, Shibuya M, Hidaka H (1996) "Neuroprotective properties of a protein kinase inhibitor against
ischaemia-induced neuronal damage in rats and gerbils" Br. J. Pharmacol. 118(7):1592-6

Negoro N, Hoshiga M, Seto M, Kohbayashi E, li M, Fukui R, Shibata N, Nakakoji T, Nishiguchi F, Sasaki Y, Ishihara T, Ohsawa N (1999)
"The kinase inhibitor fasudil (HA-1077) reduces intimal hyperplasia through inhibiting migration and enhancing cell loss of vascular
smooth muscle cells" Biochem. Biophys. Res. Commun. 262(1):211-5

Sward K, Dreja K, Susnjar M, Hellstrand P, Hartshorne DJ, Walsh MP (2000) “Inhibition of Rho-
associated kinase blocks agonist-induced Ca2+ sensitization of myosin phosphorylation and force
in guinea-pig ileum™ J. Physiol. 522 Pt 1:33-49

Chrissobolis S, Sobey CG (2001) "Evidence that Rho-kinase activity contributes to cerebral vascular
tone in vivo and is enhanced during chronic hypertension: comparison with protein kinase C" Circ.
Res. 88(8):774-9

Hydroxyfasudil , #K\V3900

Product name: Hydroxyfasudil

1-(1-Hydroxy-5-isoquinolinesulfonyl)homopiperazine hydrochloride; CAS number: 155558-32-0
Molecular weight 343.8 g/mol. Formula C14H17N303S . HCI. H H
Purity: >98%. Form solid. Solubility: soluble in water.Rho kinase inhibitor.

HCI

Active metabolite of fasudil (HA-1077). Exists in two tautomers. Hydroxyfasudil H H
relaxes the rabbit basilar artery mainly by disinhibiting myosin light chain

phosphatase through the inhibition of rho-associated kinase. The hydroxyfasudil-sensitive Rho-kinase-mediated
pathway appears to mediate enhanced myosin light chain phosphorylations and plays a central role in the
pathogenesis of coronary artery spasm.

References:

Shimokawa H, Seto M, Takeshita A et al. (1999) "Rho-kinase-mediated pathway induces enhanced myosin light chain phosphorylations in a
swine model of coronary artery spasm" Cardiovasc Res. 43(4):1029-39

Utsunomiya T, Satoh S, Shimokawa H et al. (2001) "Antianginal effects of hydroxyfasudil, a Rho-kinase inhibitor, in a canine model of
effort angina" Br J Pharmacol. 134(8):1724-30

Nakamura K, Nishimura J, Kanaide H et al. (2001) "Hydroxyfasudil, an active metabolite of fasudil hydrochloride, relaxes the rabbit basilar
artery by disinhibition of myosin light chain phosphatase" J Cereb Blood Flow Metab. 21(7):876-85

Kandabashi T, Shimokawa H, Takeshita A et al. (2002) "Involvement of rho-kinase in agonists-
induced contractions of arteriosclerotic human arteries" Arterioscler Thromb Vasc Biol.
22(2):243-8

Takemoto M, Sun J, Hiroki J, Shimokawa H, Liao JK (2002) "Rho-kinase mediates hypoxia-
induced downregulation of endothelial nitric oxide synthase" Circulation 106(1):57-62

Yada T, Shimokawa H, Kajiya F et al. (2005) "Beneficial effect of hydroxyfasudil, a specific
Rho-kinase inhibitor, on ischemia/reperfusion injury in canine coronary microcirculation in
vivo" J Am Coll Cardiol. 45(4):599-607

lodotubercidin, #KV392

Product name: lodotubercidin, 5-lodotubercidin

Chemical name: 4-Amino-5-iodo-7-(beta-D-ribofuranosyl) pyrrolo[2,3-d]-pyrimidine; CAS
number: 24386-93-4

Alternate names: 5-1-dTu, 7-Deaza-7-iodoadenosine

Molecular weight 392.2 g/mol.Formula C11H13IN404.

Appearance: light brown solid. Purity: >98% (HPLC). Solubility: soluble in DMSO. Handling: Protect from light.

5-lodotubercidin is a potent and specific inhibitor of ERK2 (Ki ~0.5 uM) and adenosine kinase (Ki ~30 nM). It
has also been reported to abolish the accumulation of AICAR-5'-monophosphate (ZMP) and thus inhibits the
activation of AMPK.

References:

Spychala J, Van den Berghe G (1987) "Adenine nucleotide metabolism in isolated chicken hepatocytes" Biochem. J. 242(2):551-8

Cottam HB, Wasson DB, Shih HC, Raychaudhuri A, Di Pasquale G, Carson DA (1993) "New adenosine kinase inhibitors with oral
antiinflammatory activity: synthesis and biological evaluation" J. Med. Chem. 36(22):3424-30

Kroll K, Decking UK, Dreikorn K, Schrader J (1993) "Rapid turnover of the AMP-adenosine metabolic cycle in the guinea pig heart" Circ
Res. 73(5):846-56

Fluckiger-Isler RE, Walter P (1993) "Stimulation of rat liver glycogen synthesis by the adenosine kinase inhibitor 5-iodotubercidin”
Biochem. J. 292 ( Pt 1):85-91

Massillon D, Stalmans W, van de Werve G, Bollen M (1994) "Identification of the glycogenic compound 5-iodotubercidin as a general
protein kinase inhibitor" Biochem. J. 299 ( Pt 1):123-8

Pak MA, Haas HL, Decking UK, Schrader J (1994) “Inhibition of adenosine kinase increases endogenous adenosine and depresses neuronal
activity in hippocampal slices" Neuropharmacology 33(9):1049-53
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Parkinson FE, Geiger JD (1996) "Effects of iodotubercidin on adenosine kinase activity and nucleoside transport in DDT1 MF-2 smooth
muscle cells" J. Pharmacol. Exp. Ther. 277(3):1397-401
Gu JG, Nath A, Geiger JD (1996) "Characterization of inhibitor-sensitive and -resistant adenosine transporters in cultured human fetal

astrocytes™ J. Neurochem. 67(3):972-7

Fox T, Coll JT, Xie X, Ford PJ, Germann UA, Porter MD, Pazhanisamy S, Fleming MA, Galullo V, Su MS, Wilson KP (1998) "A single
amino acid substitution makes ERK2 susceptible to pyridinyl imidazole inhibitors of p38 MAP kinase" Protein Sci. 7(11):2249-55

Kowaluk EA, Kohlhaas KL, Bannon A, Gunther K, Lynch JJ 3rd, Jarvis MF (1999) "Characterization of the effects of adenosine kinase
inhibitors on acute thermal nociception in mice" Pharmacol. Biochem. Behav. 63(1):83-9

Abbud W, Habinowski S, Zhang JZ, Kendrew J, Elkairi FS, Kemp BE, Witters LA, Ismail-Beigi F (2000) "Stimulation of AMP-activated
protein kinase (AMPK) is associated with enhancement of Glut1-mediated glucose transport Arch. Biochem. Biophys. 380(2):347-52

Fleming I, Schulz C, Fichtlscherer B, Kemp BE, Fisslthaler B, Busse R (2003) "AMP-activated protein kinase (AMPK) regulates the insulin-
induced activation of the nitric oxide synthase in human platelets” Thromb Haemost. 90(5):863-71

Other inhibitors:

Other Kinase Inhibitors - AOC (inquire )
#CJ5841, BMS-354825 #CJ5851, CHIR-265
(Dasatinib) CAS: 405169-16-6

CAS: 302962-49-8
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#CJ]5861, BIBX-1382 di HCI

(Falnidamol)
CAS: 196612-93-8

#CJ5871, ZD-6474

(Zactima)
CAS: 443913-73-3
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#CJ5881, TAK-715

(P38 MAPK Kinase Inihibitor)
CAS: 303162-79-0

s

#CJ5891, GW-2016 (Lapatinib;

Tykerb)
CAS: 231277-92-2

#CJ5901, Iressa (Geftinib HCI)
CAS: 184475-35-2

. |(Vatanalib Succinate)

#CJ5911, PTK-787

CAS: 212142-18-2

#CJ5921, Sorafenib Tosylate

(BAY-43-9006)
CAS: 284461-73-0

#CJ5931, BIBW-2992

(EGFR Inihibitor)
CAS: 284461-73-0

[=]
#CJ5941, Sunitinib Maleate

(SU-11248; Sutent)
CAS: 557795-19-4
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#CJ5961, Erlotinib HCI

(Tarceva)
CAS: 183319-69-9
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#CJ5951, Doramapimod

(BIRB-0796)
CAS: 639089-54-6

#CJ5971, VX-745

(P38 MAPK Kinase Inhibitor)
CAS: 209410-46-8

Hi Q.

#CJ5981, PKC-412

(Midostaurin)
CAS: 120685-11-2
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#CJ5991, PI-103

(PI3-K Inhibitor)
CAS: 371935-7|:‘4-9

OH

#CJ5601, JNJ-7706621

(Aurora Inhibitor)

CAS: 443797-96-4
NH3
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Ordering information

Catalog size quantities and prices may be found at http://www.interchim.com
Please inquire for higher quantities (availability, shipment conditions).

For any information, please ask : FluoProbes® / Interchim; Hotline : +33(0)4 70 03 73 06

Disclaimer : Materials from FluoProbes® are sold for research use only, and are not intended for food, drug, household, or cosmetic use.
FluoProbes® is not liable for any damage resulting from handling or contact with this product.
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