For Research Use Only

Doramapimod

Catalog Number: CM00223

proteintech

www.ptgcn.com

S [ pes
P AE B

PR e L

R

2 P S 56

[z

Catalog Number: T E: o
CM00223 527.66 :
CAS5: B

2185983'48'4 Ethanol:26.4 mg/mL (50.03 N

b W mM);DMS0:20 mg/mL (37.9 mM) /“N
C31H37N505 HaC —

A OFs "
Autophagy|Raf|p38 MAPK }\

B3
MAPK {2 51 2% |MAPK {Z 55 7% | 4
CC

p38 MAPK:0.1 nM (Kd, cell free)

Doramapimod (BIRB796) /& i 24 p38 MAPK Il (Kd: 0.1nM) , RESEEHET LPS Al THP-1 40/l TNF o [HREL

(1€50: 18nM) [1]. BIRB796 [F]irf 11| SAPK3/p38gamma fJifith: ik, FPH TR 0% 5 1 I 28 2 11 SAPO7 [k AL
[2]. k4h, BIRB 796 il 1t 17-AAG fin bortezomib 52 Hsp27 Wfafk, MIMiHEsE 1 4npdtE . 758635400 (BMSC)
o1, BIRB 796 ] 1 B iRRSEME - o BlfiR A K B 1~ B 1 fil A (¥ p38 MAPK IR (LA 1L-6 R I P 2 A IR 7 119 430k
BIRB 796 &40l 7 BMSCs DRI % fff 51 MM 40T 75 3 1 1L-6 4330, AT T idyd 40 i S 5[ 3]

REHIT I dTGRs Y 4i [ 8204 mm Hg, {245t Doramapimod (30 mg/kg & H ) 4b ¥ 54 Fif4{% (166 mm Hg) , ffiSprague-
Dawley Kk R IEH I £ . 5dTGRsHILL, Doramapimodih ) Lo T b B -ILERE 19 54 3 ik i 3% PR 1. Doramapimodff)if
ITRERD T OIS dA . AR AAKE T MRIRTER - o L A K6 S AR IR 4]

We studied male transEenic dTGRs and age-matched nontransgenic Sprague-Dawley (SD) rats (MDC). Local
authorities approved the studies, and American Physiological Society guidelines for animal care were
followed. We performed 2 different protocols. In protocol 2, untreated dTGR (n=15), dTGR+BIRB796 (30
mg/kg per dayin the diet for 3 weeks; n=11), and SD (n=8 each group) rats were analyzed. Systolic blood
pressure was measured weekly by tail cuff. Twenty-four—hour urine samples were collected in metabolic
cages from weeks 5 to 7. Serum was collected at week 7.Serum creatinine and cystatin Cwere measured by
clinical routine assays. Urinary rat albumin was determined by enzyme-linked immunosorbent assay. The aim
of protocol 2 was to focus on electrophysiological alterations and mortality. Untreated dTGR (n=10),
dTGR+BIRB796 (n=10), and SD (n=10) rats were studied up to week 8. Cardiac magnetic field mapping (CMFM)
was performed at week 7 under isoflurane anesthesia. Echocardiography was performed as described earlier

[4].

Human embryonic kidney (HEK) 293 and HeLa cells were cultured in Dulbecco's modified Eagle's medium at
37 °C, supplemented with 10% fetal calf serum, 50 units of penicillin/ml, 50 1 g/mlstreptomycin,and 2 mM
glutamine. Mouse embryonic fibroblasts were cultured as described previously, and C2C12 myoblasts were
cultured. Cells were exposed to 0.5 M sorbitol for 30 min or 100 ng/ml EGF for 10 min and then lysed in buffer
A (50 mM Tris-HCL, pH 7.5, 1 mM EGTA, 1 mM EDTA, 1 mM sodium orthovanadate, 10 mM sodium fluoride, 50 mM
sodium B -glycerophos?hate, 5 mM pyrophosphate, 0.27 Msucrose, 0.1 mM phenylmethylsulfonyl fluoride,
1% (v/v) Triton X-100) plus 0.1% (v/v) 2-mercaptoethanol and Complete proteinase inhibitor mixture from
Roche Applied Science. Lysates were centrifuged at 18,000 x g for 5 min at 4 °C, and the supernatants were
removed, quick-frozen in liquid nitrogen, and stored at —20 °Cuntil use. When required, cells were
preincubated for 1 h without or with 10 1 M SB 203580 or 10 1 MPD 184352 or with different concentrations
of BIRB796 for the times indicated in the figures [2].

Powder:-20°Cfor 3 years | In solvent:-80°C for 1 year | Shipping with blue ice.
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