Table 1 Therapeutic range of class I antiarrhythmic drugs.

Drug Therapeutic range (mg/mL)
Pilsicainide 02-0.9

Disopyramide 1.0 -4.0

Mexiletine 05-20

Lidocaine 12-50

Flecainide 04-1.0

Cibenzoline Trough < 0.25, peak < 0.8

Table 2 IMAFPHLRIEARIERE (high low;/EHEIR L T EhmRE, (KRED)

Drug concentration

Drug n(male/female)  Age(Mean=*S.D.) High Low

Pilsicainide 38(25/13) 679 = 9.8 10 5

Disopyramide  9(7/2) 588 + 27.6 0 5

Mexiletine 53(37/16) 67.3 £ 13.7 3 20

Lidocaine 11(3/8) 64.5 £ 13.7 2 1

Flecainide 20(14/6) 67.5 £ 14.7 1 12

Cibenzoline 15(7/8) 668 = 9.6 7 0

Table 3 4E#H & M HIARENRREE

Drug concentration

Drug Age  n(male/female) Age(Mean=*S.D.) High Low

Pilsicainide <65 15(12/3) 575 = 5.2 2 4
=65 23(13/10) 747 £ 47 8 1

Disopyramide <65 3(2/1) 23.0 = 111 0 2
=65 6(5/1) 767 = 4.0 0 3

Mexiletine <65 19(12/7) 538 + 121 1 11
=65 34(25/9) 749 = 7.2 2 9

Lidocaine <65 5(1/4) 52,6 = 10.7 1 1
=65 6(2/4) 743 £ 54 1 0

Flecainide <65 7(6/1) 520 * 12.2 0 5
=65 13(8/5) 758 = 74 1 7

Cibenzoline <65 5(2/3) 570 = 5.1 0 0
=65 10(5/5) 71.7 = 7.1 7 0
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Figure 4, Influences of CYP2B6
genotypes on AUC/dose
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Figure 6, Influences of ages on AUC/Dose of CYC
20
AUC/Dose ) 4 ® ¢
15 8 @
& @
10 f & g —
¢ ¢
¢ $ & ®
5 @ ¢ 10.38+2.09
9.60%£0.85 9.74+1.78 9.09+ 0.86 (N=5)
(N=19) (N=6) (N=13
=13)
0
<656y > 68y < 68y >68y
All patlents Patients with CYP2B6*6

D. &%

PLREERIE

MEBE 146 B0 S B T A 1T HIRER
oM P EYBESBFREIY bERETDH
2Tz D 23 F(15.8%). EAEAS 43 $1(29.5%)
TH Y., FETIRREZ AN TV, Dis,
Mex B LW Fle #5-FIZRBW T IEMIE
ERBEBRLIVIEETHDBEN 37.7-
60.0% L BIZHETHY ., ZhbDOHRE
AR 42 5551 ¢ 13 . P FE M I BE 25 TR AR
ELTWRWAREEREWVWEWR S, Zh
b 3 FoBEEHTIE 65 ML LTI 26.5-
53.8%. 65 AT ClX 57.9-71.4%TH Y |
65 HEARWE DA LV i IR E AR
EEBED bz, TOD, FIAREIRHK
W2 X BB EMEVTTREMERE X b,
TDM ZITWHEERBERFTZITO>Z LT
IVBWBREDRERELOND b D LHERS
b,
Pil #56]THE 65 LA ET 34.8%DIEFIT
SR RENTRRERE Y &L 2> T

62

%, E7-. Cib #E5HITIX 65 A LEDEE
IRVl IR IR B S TRIRI L VD 46.7%
DEFITEEL > TR, ZhbORE
B TIXAEIT 65 LA LR EE~ DR EH
RWTHHEDREPSETHDLZ LT
LABEERORENBEIND, ERITH
BE CEBENET LIZESIcB W, v
NI A = FOmMPREREN LF L. QT
QRS DHHZ LEMRERNR O, LI
- 7T, Pil, Cib #5FICIV TG HIH]
DT TDM 21TV, MAEMRELT
BACBEE o TN L ETF =y
+5 2 EBEHER ZRRIZG S —2DFE
ZhRBbDEEZLND, HIEREILE
WTHENKLELEZOND,

3Tz ) —VERET T

BHEERHICRBT S MPA BX WY
MPAG DENENRRICEELZ RETERLE L
T, v =a—Y VHEESCKRERSEBE
EOEBRET LN, ThbeBELILE
B DMLBEMENRBINT, £z, TAC




BERBITIE UGT1A9-118(dt) o, PEGTE
R MMF ORERERFICEEL RITT
FIBEMED R STz,

VIuaFRA7 IR

CYP2B6 DBEHIZTMERIEREIZ L
DESITHEELTHAITOWNTIERWVWL D
POWREDH DD, FERIT—BHL TRV,
B HIV Eoxz 7L R BECERS
L7-3%&. CYP2B6*6 % FH 9 HAETII=
77 LY oM IRENEFEROBREIC
HRTENL, =7 7 LY OREHRERN
BRATCENERRBRIN TS, —F in
vitro TEBMZRBE I T TRFLZ@BET
ke OERIIRBEICRE REEL L X
RWELTWS, £7c*4 OFRIHS o
BoOT7Favd 2 LRI ARH
BEATTEL TV E LTS, SEORKER
THE*6 OEEIX CYC ORBHCHELRE
e, *40ERITt 1/2 0EBERR
bhuidZ & kb, RMITEDF MR H
503, AUC ICITAEREEIIZL ., BR
FIIERIITHTH B,

E. #5im

FABIREILBEEZ AN DB ERZ N
B, ZOERE LTHESRBI N, M
i D B LB AP RE DK T 0 4 Tl
MATERNE SR D, EoHEERD
BEHZHIZOVWTHEERTILERD 5,
2aTv= /)= VEBOENERONIILESE
D WS EIOHFSE CHEHE AR AR
BEROBGHSE R ERRBET S Z LR
Ehiz, a7 =/ —VEBROMEREBRINL
RLD2HY, ZOIFEFNZOWT HINEH
EDXHIENBARBICEET L2008 LM
T DUHEPHD, CYC DWW TNk

63

X2 CYP2B6* 6 OEE I D72 EHEBE S
Teid, SBMOERIZ OV THRET S BE
BB,

F. {EEGRE®H
7L

G. WrFEsE

1. FXFER

1) Takafumi Naito, Shinya Uchida, Kazuko
Shinno, Yasunori Miyamoto, Tatsuya
Takamaya, Kazuo Suzuki, Seichiro Ozono,
Masahiro Nakano, Kyoichi Ohashi, Hisakuni
Hashimoto.

Relationship between plasma

mycophenolic acid and its glucuronide
concentrations, and adverse effects in renal
transplant patients. J Pharmcological Sciences
97 (suppl 1):256p, 2005.

2) MRS, HEFRT. BRIk, B
EZ, BAAA, REEE, Fl@c, &
Rk, KER—KB, BBHEEEICRITS
2T/ VBB IOED TV v R
AE KO ENBNBIC RIE T MBENT DR,
ERERIEEE, 36 (Suppl) ; S168, 2005

3) Takafumi Naito, Kazuko Shinno ,Toshio
Maeda, Yoshiyuki Kagawa, Hisakuni
Hashimoto, Atushi Otsuka, Tatsuya Takayama,
Tomomi Ushimyama, Kazuo Suzuki, Seichrou
Ozomo. Effects of calcineurin inhibitors on
pharmacokinetics of mycophenolic acid and its
glucurnide metabolite during the maintenacne
period following renal transplantation. Biol.
Pharm. Bull. 29(2):275-280, 2006

2. ERREXR

1) WAmZ, AEEH, SARER, FH
. EEWE. HMBRE. KER—, BARA



BT = FOmMFPERE & BERERE
AR OVLERZE L, 5 125 BB AEES,
200543 H 29 B, KK

2) BT, AR ATERE. 5
KRR, BIIEZ., BAAR, KEEH.
S ARFIHE, KER—E, BBMEEAEICRT
HIarxz ) NVBRREDT 7 v BB
AEROERNBRIZKIETHFREORE, &
15 [ B ARERIEF =, 2005 4F 10 A 1-2 B,
[ 11,

H. ABMEHEDOHE - B&RW (FEZ
=AY
1. FFRFEfE
2L
2. EREEEEr
L

64



BESBRIEHAE@S (RERFREMEER)

HlREIC BT 2 EAHBEERETEREEE L
B IE 72 SRR DB BT TSR

Rk 1T FESHEFERE S

EBRER v a8 FIAE B D 04T

SHEPIZEE o OBEE ATEBRFERZERESERITIRE FR A

WMHREE

BEERIC LD EHEREMFEOEEE, BMEEERVELFTHEOFFYAH
Hlous, EEERLNRHFLEZ, BE) 1) &RE BT 58 EMERBE TS 23
BEOEEAZHRFERECEE LBRIESHOBEETO T O T « — )V ZRERFERE
4014 ZZNRITHET L7z, 2) ADL BXLEERE 776 BiIBIT 5 0F 5 U 2K OB ER
CEAEREEZRE L. R D 4014 ZORRFEREDD bRlEL 60.4%I12 05
TEMEAPERIL 75.9% TH - =S, FREMEMZERBIT 32. 18I Elahofz. ) ¥
F& Y ZHHNLO BITHEA SN TV, BN OARE S DEMEINFREE T, AR HE
BIE 41.5%. PRI 22. 6%, MAHTLEE 48%, BIAEIRIE 6.6%, A5 F 2 29. M&ETH o 1z,
AP EEERIELL 23%ICBIE S . 1. 0mg/dl BAEZEW 18%ICRBD A, M7 L7 F 0
LSRR THol, PFF U AMHEZIL BNP fH, cGMP, NOx JBEEAEE T Angiotensin IT &
B, IL-6, TNFa EMEWNERICE -7z, HWEBHEERFICLFINTWS Sz,

A. WIFEEH BAOBEENERH I NS D EIFILE OB S
EE) BRBCBOTHERLERED RKOWTRAHTHS., £z, SRS LE
BENEKT 5. ARCBNTITHRFERE  ErRBEEET, HEERERCP40%O
BENHEMNL TR, BlRLESHAOE  BEETEHCIID, BYRSRITEETS
MECDOESHEDOURAZ ELTOKRE FENDZbNTNVSEA, EEREOREX
IPEEHINTNWS, BREERIIHZo DIz,
TIEERICINA, BLE (ADL) WEET, BEY) 1) SEEELEREOBEEL
B ZHfF T EENEENS, GA (Bl WBEEBZRHETENTRIC. SHEslk
TR EHEEEE) OBEESEBEHMINTY  IEEOBRBEOLER T ERNO%RS
5, BHERE (FEER) ICTHIEL7ZBNPMESE. RIICDOWTEHERE DEREBETLITHRE L
MERDBIER ST NIA ONA1F 7z, ADL, SBARED Z skl TREENT
R-H—DOBWHEEE L TOFERE. £6F VW5, BRERERVCEMTREOERZE

65




T B, 2) MmBEIIBISPFSIUR
WA OBIGWEE, EHEE, EHEFOKR
BREEZRAT D,

B. &C. HEAELER

1) BEEEMAEBRRIEOERKEONE
SR R T BN SR OO £ ERSE KV ke B
SEE Uk, A1EER BB T 52
12 oE#FEbE (N NE, 15RE
WAL ZBER) ZHLICBE 40 Wk D,
PFERRIEERAE 4014 A, THHERESERE302 AL
fitt D IR IR TR B R E R ICE DR WIE
WILKEE 1121 4, G5 5437 2B L T,
TO7 4 = IVIdRERFBE TS ER
67.2+9. 0 5%, T 65 LA LAY 60. 4% 2 L DTz,
Bk 1012, BERR YR #8 BE 1E 22 I IR i b
159.4+52. Tmg/d1, HbAICT.23+1.12, # 3
VA5 1 — )b {E 203.1436.5mg/dl,
TG140. 6+108. 3mg/dl,

HDL-C55. 8+18. Omg/d1, BP136. 5+17. 1,

75. 1+11. 1 nuHg TH o 7z. FERWERIIE
BAROE/ 1AM 18.9/70.5/
19. 9% Tdh o 7z mlRIMAESHFE 75. 9%, T\

BIRIME A HFE 2798 & LIEGPEE 1216 4
LA L. &afE. EafE TR
IV A58 — )b EIE 209.6438. 1,
186.3+22.1, TG 163.2+126.6, 85.6+29.4,
LDL-C128.2430.1, 95.1417.2mg/dl T&H >
7. GHEOBARBIRELFSIEEEREE
TR 32.7% T, mlgIMIESIT 68.2%
RS INTWE. TONERITERS AR
BB, KEERASZF > 30%. Aty
A F11%. BBHEAYF 2 10%, T4
TI—F%R 9% THL OBEMEERET
45%. 54%,53%. 42% DIETH > /=, FHK
AOEBEHEO T T 4 =)L T, Bieed

66

60 S LAREVE TC 1 200mg./d1 Rif#, TG, HDL
EBEBREEHED RN DTz, HDAIC 135
ZEBMBEEDIETTHHEMNDHD 6
0/T17.0,7.2, 80/XTIL6.6. 6.9 &7z
27,

W —ER D1 X MIBZER 0. 63, FEHK
FERY 2.94% 51 3.57% . DB RAY 1. 85 %,
I R A 0. 96% . 2 Dt 5 BE A HHIE
Y 0.55% T, WERDAA NS MIE LR R
FREVLMERFE Y AT BNEho Tz,
2) BERIE, Al GREiR), Repl&E#E
BAT—L, BEERIIBWTEERE O
EIRE., N1 A< —h—. DR, SEH1E A
L & JERIEMICEHME T E /= 176 O E
#(81.8+1.4 4%, 65-103 1%)) 2 &8k L 7=,
DEHYZBFNI%, 12 & (83.5+2.6
) IR INTWE, BRIIOAE O
R 10% 25 ) &UEMBINE < 51%
LRBETHD, MEROEHD HRTK
ATE. PERZIHTREESED 41. 5%, P/
I 22.6%. FIRIE 22.6%. ACE FHEH
21.3%. ARB19.8%, FHRHMEZE 48%, ¥i
REENREE 6. 6%, B OFERIFE 8. 8% ¥
F 29. %5 ThH oz, REHEH, B
ZS5¥y R (AFNITFT ) 0.05mg
DTFMEEAETH 2, mMAFRERNEIT
R LhENTWENo 2, 1.0 BLEAH
18%BITEBD 5NN, mMF 7L T7F= |1
PAEWEFRD 5Nz Tz,
FHREIRCEEREERIRRET., &
BIZER. BHRRIEZBEL TWaho k.
Bz, BRICPBDW T EA SBERER
INTWaholk, DFFUAEREICS
W T — M A2 AR I VR I A PR
R tEAL, FEIEMEAT RS S B N ah o
7. BNP{EIZ201.8mg dl CTLIEEBENTHI



KD HEEZ -7, Angiotensin IR,
IL-6, TNFafElZWThdLD B, cGMP,
NOXIBEEGMICEETH o7z, MHNERED
BETH o= DREEEE. BRERE
HERESTAINIC BV B ADLICIZ A Lo 7.

(HEEE A DOEE)
AHBRFEEGHEZESTHRORZ
Wik 2R URRE A .

D. &E. Z8 LR
HRBEEI VAT O—)VIMGED T

BEREICBVWTOERGEERETFTH D,

o DEWRITEL . Z0HAOEEIME
EHEEEZRBEWERHS M
Tro Fiz. WOKETIIEZN, WERE
PHEREROERTHHENHBHALDDH
%, BEMEBRECBWTHEIBIES R
RIF OB EEEIIKE LD BAENELL
TWBHHAREMEN D 5. FElnE IEER B
REOK T A VER EOMME I ho—)b
MR & 755 =0 B IMIETBRDOBENEI
DNTHEREIRFT BEN D S EE A
55, ITEOHKDKBRERER TH
i 35 R Mg IfUAE O SR IR 1T K B B & BHE
FHPRIBRFEIN TS, BT LB+
DIRIEDE SN TR, RLTEEHRE
ElEUEREZEICBWT, BREGHEBEIC
H A Y F HENIN R EENCRET
LNBEARE L TWARNETH. BHE
H/KEOKRNEEIEDBRETHD EE
ATW3, BEELAZOBERNET. R
FEPEY A N A1 > (biomaker) DFFFERY -
B, RSO BT S OHERFNEFITHD
DODENRBINE, OFFUAEHTE
BEANOREIIBVWTHEEITREEIND

67

HHITHD., TORGEEVHSNTE-
7o SEIOAETIIRGEDBEREINTW
BEFNT & o 728, F&HK i AR B E O
HHEOFEICRNT D2HENE S, SEO
FENSIEL, IFF) RAFETLAEDD
WIEEDEMEIOL— a2 bo—)UZEH
N, BiFE TR, ACEHERISFREE D)
5 27 MER OMRERIGE T T
DR T & 70 LRIV EAE BE O 8 W
HE3NTHo., BESHEBAOMHALNZ
W, EBIAFZF 2P LDHELTELD
GRS ZERH INTBO, CYP450 (=344 R
TOMEERZEOSE, BEIREDOHE
EHMATRHL T DENH D EEZ
57z,

F. BEERER
HEODEZIAERDR N,

G. BFEHRRE

1. FER

1) Hayashi T, Juliet PA, Matsui-HiraiH,
Mivazaki A, Fukatsu A, Funami J, Iguchi
A, Ignarro LJ.1-Citrulline and 1-
arginine supplementation retards the
progression of high-cholesterol -diet

-induced atherosclerosis in rabbits.
Proc Natl Acad Sci U S A. 2005; 102:
13681-13686.

2) Hayashi T, NomuraH, Esaki T, Hattori
A, Kano-Hayashi H, Iguchi A. The
treadmill exercise-tolerance test is
useful for the prediction and prevention
of ischemic coronary events in elderly
diabetics. J Diabetes

2005;19:264-268.

Complicatlions.



3)
H, Tsunekawa T, Dingqunfang D, Sumi D,

Hayashi T, Juliet PA, Kano-Hayashi

Matsui-Hirai H, Fukatsu A, Iguchi A.
NADPH oxidase inhibitor, apocynin,
restores the impaired endothelial

—-dependent and -independent responses
and scavenges superoxide anion in rats
with type 2 diabetes complicated by NO
dysfunction.

Diabetes Obes Metab. 2005;7:334-43.

4) .SunY, Hayashi T, . Kumagai Y. et al.
inhibits

synthase

2,4,6-Trinitrotoluene

endothelial nitric oxide
activity and elevates blood pressure in
rats. Arch Toxicol. 2005; 16:1-6

5) NomuraH, Hayashi H, Hayashi T., Endo
H, Miura H, Satake S, Iguchi A "Bowel
incontinence is related to improvement
in basic activities of daily living
(BADL) in residents of long-term care
health facilities for the elderly in
Japan”. Geriatrics Gerontology
International. 2005; 5:48-52
2. PRFER

# Annual of the
Society of Cardiology (ESC)

1)
A.

cardiac failure in elderly, however IL-6

Congress European
Nomura H, Hayashi T, Osawa M, Iguchi
BNP is a useful marker of latent

and TNFarufa are more important in bed
ridden and NO in renal failure status.
2) Hayashi T, Mivazaki-Akita A, Iguchi

A Estrogen improves the eNOS
dysfunction in hyperglycemia -
Implication for anti-atherosclerotic

effect of estrogen in diabetes.

68

#5537 | H ABIRE(LF 5

ayhonN——1 HoOSIRILE
M OBRER KEORIFIVE 50
EYRREDH D TF

HE 69 E HABRBARFWESR
Featured Research Session

1 ) Hayashi T, Iguchi A.

Estrogen improves the eNOS dysfunction

Osawa M,

in Hyperglycemia- Implication for

Anti-atherosclerotic Effect of Estrogne
in Diabetes
— i RE

2) Hayashi T, Osawa M, Iguchi A. The
Effect and Meaning of Estirogen on
Telomerase Activity in Cultured

Endothelial Cells-Implication of Effect
of Aging on Atherosclerosis.

3) Kishimoto N, Sakuma I, Kano H, Osawa
M, Nagai K, Sohma T, Hayashi T, Iguchi A,
Tsutsui  H.
Endothelial Function Due to Its Effects

in

Simvastatin  Improves
on Lipids and Pleiotropic Effects
Patients with Chronic Hemodialysis
#EESE HAE N ERFENER

1) FHEFT.
Juliet AR, H-TIHB/A Hyperglycemia down
the number

%, Packiasamy

regulate of caveolae in
monocytes through oxidative stress from
NADPH oxidase

2) RERET, 0 BEHE AR O H
CIBA/A  BNP is a useful marker of latent
cardiac failure in elderly, however IL-6
and TNFarufa are more important in
bed-ridden and NO in renal failure status
3) GHEHIET. M BEHE. Packiasamy

Juliet AR, FHFHTF. AR #M. FOEA



BB EZSICLD N EEIIHT 50
[N p} -7

4) BHE EH. & BE#E. T OB
Packiasamy Juliet AR, EHFHFTF. Wi
. AR . BAE5AE, HFOEA T
2 kb s OE MR BT S M E N R
JZD eNOS & BH4 DEHIER

#5442 E HAZEEZPRFNES

1) REMET, #RBEH, HOBEA =k
o)y Uitz BT S N0 EiEEEESR
DUBARAR—Z

2) th BEHE, KEHT. HOBA 1
b TARITVA-INVIEEMEICL DN
FHE N0 SREROEBERE ZHET S
—LHERIVE S OHEIRELIER L LT
AIREME

3) RERT. #wEEME, FOBEA =ik
FIRE ARG -5 1T B 3B DR E I A
FORF-MHNA 7 — T — DBERIZD
T

H. HIWIBAEEMED LR - ZERIRIT
1. Krads

1AQ

2. RRERE

IAQ Y

3. ZOfh

IAQW,

69



. ERREDOTITICET 5 —FE%



HIRE 4

MERROTHTICREYT 5 -5k

Proteins in the
Pathogenesis of

Parkinson’ s Disease

Sciences

FERERA WA NV FREES BE R—2 | HRE
Yamada H. A Randomized|JAMDA February 79-83 12006
Tateishi M. Clinical Study of Tea

Harada K. Catechin Inhalation

Ohashi T. Effects on

Shimizu T. Methicillin-Resista

Atsumi T. nt  Staphylococcus

Komagata Y. aureus in Disabled

Iijima H. Elderly Patients

Komiyama K.

Watanabe H.

Hara Y.

Ohashi K.

MAOER AVZT Y RICL 5 | RESEH 36 (Suppl)  |S263 2005
HE #iE JFHsRElEE & NAT2 &

mH FF ZFLE L DBH

BE Ez

Ak K

—=E ¥

IE

Kl B

NH Fib

RiE H—

Nomoto M. Proteasome Function|Journal of |97 455-456 (2005
Nagai M. and Pathological |Pharmacological

70




Nakatsuka A. Effect of{Journal of | 100 09-64  [2006
Nagai M. clarithromycin  on|Pharmacological
Yabe H. the Pharmacokinetics|Sciences
Nishikawa N. of cabergoline in
Nomura T. healthy controls and
Moritoyo H. in patients with
Moritoyo T. Parkinson’ s Disease
Nomoto M.
Ishizawa Y. The effect of aging|Clin 44(11) 1179-89 [2005
Yasui-Furukori N. on the relationship|Pharmacokinet
Takahata T. between the
Sasaki M. cyiochrome P450 2C19
Tateishi T. genotype and
omeprazole
pharmacokinetics
Vi S ST N—=F 2 29/ FR PRI 36 (6) 273-276 (2005
Bt IE5A
ot 1E5h IS—F 2 IR TR IR | R 45-11 §95-898 12005
i RT DENZE &3 EhEE
XkH A
K BA
HREERT
i
PR BT MR RIT L 2R AAESHW (4225 23-25 2005
Bt IEAA wF
KHIFEA BZOEY LS AN AREEHR 4251 18-20  [2005
BT 1EBA — & — & IR
Vi SR SN N—3F V) 29I B|Parkinson’ s 7 12-13 {2005
'R B F5~)V T Rig#|Disease Today
BT 1E5A E TR DB AR

71




Naito T. Relationship between|Journal of |97 (suppl 1) 256 2005
Uchida S. plasma mycophenolic|Pharmacological
Shinno K. acid and its|Sciences
Miyamoto Y. glucuronide
Takamaya T. concenirations, and
Suzuki K. adverse effects in
Ozono S. renal transplant
Nakano M. patients
Ohashi K.
Hashimoto H.
P B EBHEBEICB 5 | Kk 36 (Suppl) [S168  |2005
L a7/ -IVEB
gifH  Flk LBEQT Ny
Bl gz RIS EO KNS
Ba AR CERIET mMIREN O
RiE BE A
£ A"
AR ok
REE—ER
Naito T. Effects of [Biol. Pharm. {29(2) 275-280 12006
Shinno K. calcineurin Bull.
Maeda T. inhibitors on
Kagawa Y. pharmacokinetics of
Hashimoto H. mycophenolic  acid
Otsuka A. and its glucuronide
Takayama T. metabolite  during
Ushimyama T. the maintenacne
Suzuki K. period following
Ozomo S. renal
transplantation
i A B4 Z RO |4 125 Fx HAZE| 2 181 2005
WH Eh RPRELBRARE 22ES
i N EB I LERE L
SFH =
EE #RE
® g
K& H—
WA AFR

72




Havashi T.
Juliet PA.

Kano-Hayashi H.

Tsunekawa T.
Dingqunfang D.

Sumi D.

Matsui-Hirai H.

NADPH oxidase
inhibitor, apocynin,
restores the
impaired

endothelial-depende
nt and ~independent

responses and

Diabetes Obes
Metab

334-43

2005

Fukatsu A. scavenges superoxide
Iguchi A. anion in rats with
type 2 diabetes
complicated by NO
dysfunction
Hayashi T. The ireadmill ] Diabetes|19 264-268 2005
Nomura H. exercise-tolerance |Complications
Esaki T. test is useful for
Hattori A. the prediction and

Kano-Hayashi H.

[guchi A.

prevention of
ischemic  coronary
events in elderly
diabetics

73




V. BIFERROHTY - R



A Randomized Clinical Study of Tea
Catechin Inhalation Effects on
Methicillin-Resistant Staphylococcus
aureus in Disabled Elderly Patients

Hiroshi Yamada, MD, Masato Tateishi, MD, Kaxuhiro Harada, MD, Toshihiko Ohashi, MD, Takako Shimizu, MD,
Tetsushi Atsumi, MD, Yasuko Komagata, PhD, Hajime Lijima, PhD, Kanki Komiyama, PhD, Hiroshi Watanabe, MD,

Yukihiko Hara, PhD, and Kyoichi Ohashi, MD

Objectives: To evaluate the effects of tea catechin inha-
lation on methicillin-resistant Staphylococcus aureus
(MRSA) in disabled elderly patients.

Design: Seven days, randomized, prospective study.
Setting: Three hospitals in Japan.

Participants: Seventy-two patients aged 78 = 11 years
(mean age * standard deviation) with cerebrovascular

diseases, classified as disabled according to the activity .

of daily living and were either bedridden or required
assistance for standing, and showing presence of MRSA
in sputum.

Interventions: Inhalation of 2 mL tea catechin extract
solution along with saline (3.7 mg/mL catechins, 43% of
catechins are composed of epigallocatechin gallate), or
saline alone, 3 times daily using a handheid nebuhzer
for 7 days.

Measurements: The endpoint of efficacy was the re-
duction rates of MRSA in sputum. The safety measure
was the adverse events observed during the 7 days of
inhalation.

Results: The reduction rates calculated as the summa-
tion of decrease and disappearance of MRSA in sputum
at 7 days-were 47% (17 of 36 patients) in the catechin
group and 15% (5 of 33 patients) in the control group;
the difference in the reduction rates between the 2
groups was statistically significant (P = .014). The disap-
pearance rate of MRSA in sputum was higher in the
catechin group (31%; 11 patients) when compared with
the control group (12%; 4 patients), however the differ-
ence in the disappearance rate between the 2 groups
was not statistically significant (P = .091). No adverse
events, such as respiratory tract obstruction, allergic
bronchial spasm, or skin eruption, including laboratory
changes, were observed during the study.

Conclusion: The catechin inhalation appeared to reduce
the MRSA count in sputum. However, the application of
tea catechin inhalation as a supplementary treatment
for controlling MRSA infection remains controversial. (J
Am Med Dir Assoc 2006; 7: 79-83)

Keywords: Methicillin-resistant Staphylococcus aureus
(MRSA); catechin; elderly; disabled
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Methicillin-resistant Staphylococcus aureus (MRSA) is a multi-
drug-résistant pathogen and is often responsible for serious nos-
ocomial infections associated with significant mortality and
morbidity. MRSA often causes life-threatening infections, such
as pneumonia or sepsis, in some susceptible patients using im-
munosuppressant drugs or in the disabled elderly." Patients
who are colonized or infected with MRSA can cause serious
social implications such as hospital-acquired infections or pro-
longed hospitalization. Moreover, patients with MRSA, partic-
ularly elderly patients, are usually isolated, depressed, and suffer
from anxiety, which in turn decreases their quality of life.?
Therefore, control of MRSA is essential for social benefits as
well as for the improvement in the health and quality of life of
the elderly patients.

Catechins are the major components of tea flavonoids and
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