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WFZER R OB (J230) : We determined Ca?t increase in CD19+ cells by FCM. Rosuvastatin
user patients with CK elevation showed a significant increase in Ca2+ within CD19+ cells
compared with that in patients without CK elevation. Out of 18 patients with an elevated
Ca?*, we found out one case with a mutation in exon 34 in RyR1 gene and two cases with a
mutation in exon 4 in CPTII gene. These findings show that this method is useful for the
screening of a mutation in genes that relate to Ca2* transport and for the prediction of
muscle damage by statins.

AT R AERR
(AL 1)
LA IEEE N

2009 £EJE 4,500, 000 1, 350, 000 5, 850, 000
2010 5, 000, 000 1, 500, 000 6, 500, 000
2011 4 3,100, 000 930, 000 4, 030, 000
2012 2, 000, 000 600, 000 2, 600, 000
et 14, 600, 000 4, 380, 000 18, 980, 000

FFIE000F « [ MY

B 5y - 1A« BERIEY - B A

XU R R AT UM - R - SRS L U T ) DU - RUR TR - 7
B R AR Y —

1. BRGSO 5

(1) HIEAATIET HMG CoA reductase FH
FEHIThH DAL T BHFDHK 200 T ADE =
VAT —/VIJEDRBE I AVICHWSLENT
Wb, ZOEANZELDENWER & LT, IFkEE
72 EDIEMTHRTR-CH I ER 72 &L B R
WCBEE L7ER AN L < aonTthy, RA%
HIEE S5 252 WEERH D, £/ TIE

HDENEELRMBNMAIE & 25 75— A%
HY ., HEEORIICE L CIXERMICES
NULETH D,

(2) AZFURIFNZ X DHEIER & LTk
ERHY | EERG TIIRURAIEN & 5,
FDORAN =X LD—>L LT Ryanodine
receptor gene 1 (RyR1) ® mutation &K 5




JARN~DBRIDO AV 7 AR S LT
WTWAAEEMNEZ b5,

2. WHEOEW

ARWFGEIT A 2 F AN X 2 i EE %2 75
THOREIEOHNZ AL 95, IRERTOR
R r V—=v 7RIC R, ZOmEE
FEORBEMER THT i, BMEA» SO
fEFERE A AR CE 57200 Tl . D AHE
PEDD 72 AR, & 0 BRI 22 VBRI RE
LB,

3. ROk

F. EBEREIE LTRYR 1 OFBLARHRL
72 THP-1 cell ZFHWTCAZ F o H D WIS
P hr—LE LTO 4Cme ZFN L., HH
JAN Ca* DHEMOFEEZ 1 uM fluo-3/AM 17
£ FIZT flow cytometory (2 CHIE L7z, ¥R
WTE bR EEMAE (CD19+]1ymphocyte)
\Z RyRLBIEFARBBLL CWD Z & B L
(K1, 2), UFora bha—n (F1)

2> THIEE LT,
SKW64 THP-1 CDI9+B

RyR1 435bp
RyR2 528bp
RyR3 204bp

XK1 £&#jgo RT-PCR
THP-1 CD19+B
m— .w-.

2 Western blot
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(D Resveratrol reverses remodeling in
hearts with large, old myocardial
infarctions through enhanced
autophagy—activating AMP kinase
pathway.

Kanamori H, Takemura G, Goto K,
Tsujimoto A, Ogino A, Takeyama G,
Kawaguchi T, Watanabe T, Morishita K,
Kawasaki M, Mikami A, Fujiwara T,
Fujiwara H, Seishima M, Minatoguchi S.
Am J Pathol 2013;182:701-13
doi:10.1016/j. ajpath. 2012. 11. 009. (&
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@ L-tryptophan—-mediated enhancement of
susceptibility to nonalcoholic fatty
liver disease is dependent on the
mammalian target of rapamycin.

Osawa Y, Kanamori H, Seki E, Hoshi M,
Ohtaki H, Yasuda Y, Ito H, Suetsugu A,
Nagaki M, Moriwaki H, Saito K, Seishima

M.

J Biol Chem 2011;286:34800-8

doi. 10.1074/jbc. M111. 235473. (&B#HA)
® Acid sphingomyelinase regulates

glucose and lipid metabolism in

hepatocytes through AKT activation and

AMP-activated protein kinase

suppression.

Osawa Y, Seki E, Kodama Y, Suetsugu A,

Miura K, Adachi M, Ito H, Shiratori Y,

Banno Y, Olefsky JM, Nagaki M, Moriwaki

H, Brenner DA, Seishima M.

FASEB J 2011;25:1133—-44.

doi. 10. 1096/fj. 10-168351. (&E#HA)

@ Comparison of chemiluminescence enzyme
immunoassay (CLEIA) with ELISA for the
determination of anti-cyclic
citrullinated peptide antibodies
Tanaka R, Takemura M, Sato M, Yamada Y,
Nakagawa T, Horibe T, Hoshi M, Ohtaki
H, Ito H, Seishima M, Shimizu K.

Clin Chim Acta 2010;411:22-5
doi. 10. 1016/j. cca. 2009. 09. 032. (#&F¢
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® Statin—-induced Ca®*" release was
increased in B lymphocytes in patients
who showed elevated serum creatine
kinase during statin treatment

Hattori T, Saito K, Takemura M, Ito H,
Ohta H, Wada H, Sei Y, Kawamura M, _
Seishima M. J Atheroscler Thromb.
2009;16:870-17.
https://www. jstage. jst. go. jp/browse/
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®1s the measurement of Ca®-release in

CD19+ B cells stimulated by statin
useful for prediction of muscle damage
as a side effect?

Mori I, Hattori T, Osawa Y, Kanamori H,
Kajita K, Morita H, Ishizuka T, Saito K,
Ito H, Seishima M
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@Ca* releasing effect of stains on human

CD19+primary B cells

Hattori T, Saito K, Takemura M, Ito H,
Ohta H, Wada H, Sei Y, Kawamura M,
Seishima M.
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®Inhibition of acid sphingomyelinase

causes hepatic glucose intolerance and
insulin resistance

Osawa Y, Ito H, Suetsugu A, Nagaki M,
Moriwaki H, Seishima M.

DDW 2010 New Orleans, USA 2010. 5. 3.
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