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A Tiny Vesicle Called Exosome Is a Key Cellular Compartment

for MicroRNA Secretion from Cells
Osamu Ishibashi’, Toshiyuki Takeshita’ and Toshihiro Takizawa'

"Department of Molecular Medicine and Anatomy, Graduate School of Medicine, Nippon Medical School

*Division of Reproductive Medicine, Perinatology and Gynecologic Oncology, Graduate School of Medicine, Nippon Medical School

T2 —2 (exosome) &, HIMLA S5 E N5/
Thb L7V V—niF, HMBNOLELA (multivesicular
body) W CHIKL, ZRAEFHMKE@METLZLICLD
MR/ (27 v V' —2a) Mgyt sng. <4
70 RNA 3% 22 SR S5 K5 1 RgEDIEa— F RNA T
HY, BEHOBMRTIHRHFE IS5 5 RNA &

[21 BeWo M2 31F 5 CD63 D fEilaitas.

BeWo ez /85 7+ VA7 V7 FCTREER, —kiiik
(2P CD63 Pifk, —wk¥ifkiZ Alexa Fluor 488 HEikbufk,
DAPLIC X BBt () ZRERIITV, F U »s 2408

LTHEHZED TS, b MNEETIE, WERERE ThE
BRI~ A 72 RNAPELEASR, =729V —4%H4LT
FHRME AR S s L RBREROE TV TH S
akk BeWo I2B W T, CDE3 #iEE LTy VY —28
T ULtk AL L 7.

HOGBAMEE BX60 T L7z, A @ BeWo Mg DRA5 4R
B: w5 MmNz CD63 (WE M CD63 : &%) ®RTE
ERT RKAO/PBIRDFNG S 7 F VB S5 (KRHD).
A —l/3— A 1100 um, B 10 um.

HARNG © WEERRIE T113-8602 WRUARSCHIX T-BRA 1-1-5

E-mail: t-takizawa@nms.ac.jp
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42 EGFP-CD63 53 BeWo Mg % Fl w7284 F £ X —
TV TIRAT.

% Wk~ — % — TdH % CD63IC enhanced green
fluorescent protein (EGFP) #% & L 72 EGFP-CD63 38
Hl BeWo flllig 2 /E#L 12, Alexa Fluor 594 ik L7z~ A 2
O RNA (MIRLET7B ; #%) %8 AL, * Y s 24kl
5% 9 % 8% IX71-TIRFM-SP THi % L 72. A : EGFP-CD63

X Wk
1. Luo S-S, Ishibashi O, Ishikawa G, Ishikawa T,
Katayama A, Mishima T, Takizawa T, Shigihara T,
Goto T, Izumi A, Ohkuchi A, Matsubara S,
Takeshita T, Takizawa T : Human villous

DOFEB 2R THGE ). K1 oFREYE CD63 & FAkLS,

INIRDBSEY 7 F VBRSNS, B MIEPIIHLY A
I/~ 4 70 RNA OREZRTELES OR). C:A L
B O & Hif%. EGFP-CD63 bzt o /MNafitErs () 12HLY
hE N2 MIRLET7B (FR) »"@Big2sh s (&REH). A% —
V23— 10 pm.

trophoblasts express and secrete placenta-specific
microRNAs into maternal circulation via exosomes.
Biol Reprod 2009 ; 81: 717-729.

2. Amano T, Furuno T, Hirashima N, Ohyama N,
Nakanishi M: Dynamics of intracellular granules
with CD63-GFP in rat basophilic leukemia cells. J
Biochem 2001; 129: 739-744.
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6. High Resolution Manometry (C & % B&EEE) D FE4i
fit s L mEEEREEOEEES (1)
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H A BE R 275 Bt [ 2 92575 e ) A 5 P e 2
6. The Evaluation of Esophageal Motility Using High Resolution Manometry
Esophageal Motility in Healthy Subjects and Patients with Reflux Esophagitis (I)

Katsuhiko Iwakiri and Yuriko Tanaka
Department of Pathophysiological Management/Medical Oncology, Graduate School of Medicine, Nippon Medical School

T RERERN (lower esophageal sphincter: LES) 3 T ICAHAET 58 3em OFEHHTH Y, TOEE
e BEHE TN L AR T B, LES I3ME T2 X 2 BB OWME R HIGERNC L 2 E V0720, @HE#H S0
BEX Y —TIRLESfEZ & 5252 LIdTE AW, LESHMRAZFMMIT A 720121, VI rysnN"—0567%5%
6cm DEZEWHEATHA) =TV —DPRETH LY, AV =Tty —TOHE - BB Z ET 2 2
L5, LES bk o 3l 2 FEM 1 — FBHiF IR SN2 O BIRTH 5. 13 hDF BB\ T LES Ak % 5Fili 3 %
72012, lem HROE L v =325 b THUEAET A2 A7 —T V&4 E$5. LES% 1lcm HEOE
LY —OHRRICERET S I LKD), WETET), MPUGEDICE ) LESHELETHLTIARES 1 ATOEL
Y —ALES EEfil L TWA 20, LESHEZ & 5252 LA TE L. AEEIIEERE T3 LES b - IUH 12
Iz AEAREREE) S I3 2 LB D 555, AEFE SNEIZ Scm LT OMBOE =12 CHlET 52 L
PRI NDEZEDD, 2OV AT AL 2 LEEHEEOTFMICIIA 2L D I6HOEL Y —%2FTDHT—
FNPLEE RS, BAETIEHEMIE2SWEE T 1em BFEO 36 MOE £ > —I1CTEANCHIET 2 b
HbH. INOLDOEF ¥ v RIVEL VY —I2 X 5 % B BB AE O FFAM /7131 high  resolution  manometry
(HRM) (IEEN T3, HRM TREBOEF X Y AVEFTLIEND, FX VANV ERERERITT 50
EHEETHY, 7= % AhT—7ay MIEHL D ERE LTERLFT LTS, (ERORA) —THI2L S
FERTIC AT S & T 0 T 5.

REEOKET ICf#> — RIES)K

HEFHOKET Gml) %O HRMICX 2 EBENENREZRLISRT. KAEEZXTmE L, HNEL IR
FORL TS, REICRT AT —N—ZEEZRL, HPEE, FEBEEZRLELRSIHEVBESEL TV,
WIZHE, B, R, BICRDIHCHBEOREIMEMNT 5. KETH, A8 ERL ) —KESEI B, TR
LES OitiE v 6 E 5. WEBHEAS LES \f5# L LES ObiEAHE 73 5. WEWE T %0 LES g HIL 5~8 B Th 5.

Correspondence to Katsuhiko Iwakiri, Department of Pathophysiological Management/Medical Oncology, Graduate
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B2 fEFEITBT S22 20 mL EARICIMI L 72 ZRIEE) %K.

BEEOESEAICHED ZRIEBK

IEBIEIEHE T RICHBLT 2 —KIFEE &, HET & IXBIMR % < B2 O BENNOBARS TR EROFTICL ) &
EOMES WIS 2 ZRIBSE S 5. B2 1TEERHICER20mL ZHEA LBIHB L ZKIESETH
L. EEIRALICRI L ICABNG &) REETOH A4 VA SNE WS, ZBRIBEABRICEDESHIL TS, 20
ZRIEEN L, RO B ~OPE,  F - SRR ISR S S —KIRE R L ) SENICE T o B Bk
W 20ICEETH L. HHMEAEEREETIIHERED ZRIEBHEOHBEIMET LTV 5.
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HEEEEA & EHEOWFPERE I T, HE T RO —UIRBI B R AME T L H BRI o H BRPE B IE O JHIN & 72 5.
31213 Los Angeles /)8, grade C OHEM MM AIE S 2 A § 5 8B OKHE T ROENET R 2R3, Wk
(2 EE O FEEEIRIE T A IEEE AR SN BN, PSS TRABE ORI 30 mmHg Kl L EKETHY, A
W —RKIEBE & T2 v, BENE, SRR E PN T 57291213 30 mmHg ML EOE %2 6§ 2GR P As w5 &
ENTWwAb. 72, LESED# 5 mmHg Kilf & ETH 5.
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Current Status of Gastroduodenal Ulcers

Kazumasa Miyake, Masafumi Kusunoki, Tomotaka Shindo, Nobue Ueki,

Tetsuro Kawagoe, Seiji Futagami, Taku Tsukui and Choitsu Sakamoto
Department of Pathophysiological Management/Medical Oncology, Graduate School of Medicine, Nippon Medical School

Abstract

Nonsteroidal anti-inflammatory drugs (NSAIDs) and Helicobacter pylori infection are the
two major causes of peptic ulcers. At present, H. pylori eradication is widely recommended as
the most effective treatment for preventing the recurrence of peptic ulcer. In Japan, the first-
line regimen for H. pylori eradication, which consists of a proton pump inhibitors (PPI),
amoxicillin, and clarithromycin (CAM), was approved in December 2000. However, the number
of CAM-resistant strains causing eradication failure by triple therapy including CAM has been
increasing. Previous studies have demonstrated that both misoprostol and PPIs are effective
for preventing and curing NSAID-associated mucosal injuries. Proton-pump inhibitors have
been reported to be better tolerated than misoprostol. In addition, histamine-H2 receptor
antagonists (H2RA), when administered at high doses, have preventive effects. However,
Japanese patients are expected that not high-dose but even standard-dose H2RAs are
effective, because Japanese originally intend to be lower acidity than Westernaers, and have
often severe corpus atrophy. For users of NSAIDs, H. pylori infection may additively or
synergistically increase the risk of peptic ulcers or serious ulcer complications. H. pylori
eradication has been shown to substantially decrease the recurrence rate of peptic ulcers in

new NSAID users, but the efficacy in patients with chronic NSAID ulcers is controversial.

(HARERFRZR2ZESHERE  2010; 6: 7-12)

Key words: peptic ulcers, Helicobacter pylori, nonsteroidal anti-inflammatory drugs

T&7-.
ZU®IC 1983 4F Wallen & Marshall 12 & 9 3R - iy s h
=, BPICHHEG S % Helicobacter Pylori (H. pylori)
B+ iR E L, 1910 48 © Schwarts O 5 3 Wi, NV ADOAYHEE ST HRENE LT
“No acid, No ulcer” IZ£BIN5 L HIZ, B+ HHESN, HIbEEEEZII U0 T2 HIREOMMRIC
M, X7 VIZEXBHAUERICE s TERINDE LW REGERZD26 L7z, BUETIE, H. pylori &Y,
IBEH, S, HLMESE (Peptic ulcer) &SN AT a4 FM¥H%EHE (Non-steroidal anti-

Correspondence to Kazumasa Miyake, MD, PhD, Department of Internal Medicine Division of Gastroenterology,
Nippon Medical School, 1-1-5 Sendagi, Bunkyo-ku, Tokyo 113-8603, Japan

E-mail: km366@nms.ac.jp

Journal Website (http:;//www.nms.ac.jp/jmanms/)
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inflammatory drugs: NSAID) BX 'R F L 22 &
B R R EBERE DB BE DS, RIBHREDO TR EEZEZ 5N
TWwW5.

CDL) HEBEICHET LEROEFEICOEDLT,
7a bR THESE (PPD) 2L ET 50D %
W2 EGEEEL, OBV EE TR
REeRBETL2HEOSI L 2 EMIE, BEWREBICBY
LEBOBEEN L HRRIE LY

A TR OBIRIZOWT, HED 2 KE
KTdh 5, H. pylori &Gt & NSAID % HLIZHEH T 5.

BHREE R L HEEEEORE

1. FEEEBAEEIEIE & (3

BHBIIZB®Z0 TR, RIY Y, TiEEY
i (BB - B 2 CoNMEENR TS, &E
T A=), EH R ENWGEERT»H . ZOHE
KTt U BRI o E % % MRS 2 72 o RRBG#1IA
FHMAET B KRB 1%, wr BEe O - &
BB W), LR (HIuiESE - Aianliz) B X Ok
T (Mg - MUNESR) o 3 BRECREE S, R
B EIEIEIN TS, NSRS FEERY AL bAA
v, RVEY, —BRALER, BN ES s
PRI L D HAE - BRE S 5.

R EB RS \C B B k4 AR E o T
7Ry S5V (PG) BEbOTEELRME
#HT A TOPGEAICBIIAIHERETH LV
ot F I —¥ (COX) WKi2MEioT7 4 viHA
LADPFEL, FNENERL S R BRRfEERT L
AEEHSPIZINTE A BHEIZEB W T COX1
ZEERIZFEBL L, Cytoprotection ® Ffk% %4 & %
ZHENTWAD . —J, COX-2 3k~ 2il#ehEic
LD RIETMBIICHEESNL. B1LIRT LIS,
TAEY YR AL VY FXF T v #IZLHET S NSAID
X, BLICCOX1HEEZNLT, FBHENOWNRKME
PG ORZ, HREEEGWMET, HREIMEOEKT 2 &%
W& MBEGELERET L EHMRINTE .

COX-1 &I=T /v 2777 b~<7 A (COX-1IKO ~ v
) AE, HALERBE O EE MR B 5 COX-1 @
HENAWGET 22 L2 HWO—D2 L L2BIWE TV
Thb. L2L%rs, PRICKL, COX-IKO~wv
2BV THBEEGEsER SN o7z BkD 5
T L, IR COX-1 MESE (SCH60) HMTIdHy
B E A2 & 72 39, EIRNW COX-1 BHEH & EIRW
COX-2 HEHR 2 MG L7256 o ARG & %
X727 INSORERIE, COX1 7 TR < COX2
b F-HHBEOE MR CERE R Rk
ORI LT A, R, EIRW COX-2 FEHIE, K
AE7 A1) v (COX-1EIRMEDEHW) 12X 5HAL

HEERE SR 2010; 6(1)

Arachidonic acid
[ ' ' ]
COX-1 ] ' cox-2
(constitutive) (inducible)

selective COX-2 iNNIDItOrS jee—

S Non-selective NSAIDs ==

Prostaglandins Prostaglandins

* Gastrointestinal cytoprotection * Inflammation

1 COX 74 vH#4 & (COX-1, COX-2) & NSAID
Xk 45a

PEEDO) A #EDDL I EIRENTVDS

YRR Tl AB I OEBREWICBNT, BHESR
Z O T, MEHESE R R 8 M & b S
COX2HABHRIULTWLI EARRLE. 2L C
no oML T, MMEFMIEHEEKE 7 (bFGF) < i
EN ALK - (VEGF) %4 LT COX-2 2%,
M5 A & BB BIC mE R EH 2 Ry 2 & 2y
L7z 512, BFERETVEHWT, Bt
% 7 —)v (60% ethanol in 015M HCl) 015mL %
RS LCRB S COX2 & 11T, HilEoksE
BRI EE R RE 2 R LTV BIED ) TR, COX-
1Bk, RO EEH Ofs 2 2 & 2R L 72"
SF D, BN COX-2 LEANE, RKIEHEBIZBW
TEAK% %3 PGE21X2 Y T% <, PGI®R PGJ & &
135D PGEOEAZIHT S Z &2 X D IBREBED
BIECHIEZR L - 5T WEEMEAH 5. in vitro DG
2B T PGE2 % EIRAYICHIHI$ % PGE2 A Wil F b
EH ARG COX-2 FLEANIC N, S SIHLER
BN, REVEOEIISIER R AT 5 50
MDD D, SHOEMSHES N TnE S

2. H. pylori &%

H. pylori B3\ 5 72 A BRI B § 5 &
RENCFRBLEG L, KB O SIEMERIRE & & b
(0 bR, BECRAINE S & ONMAE BRI 2 O Bk 4 7
FIEET A DA U EASED. Ly —ufFy
(IL)-8  ZD—2T, MVAFHIREER T TH . b
b, H. pylori &42HB1F % IL-8 *° VEGF D%
EB L OZOREMICOWT, H. pylori Hi#WB L O
M AR MKN28 % B 7 SRR o v b B AR
Mk Z W BRIMG Z28 L TR L TW B MY,

X502, H. pylori S ORI e < B B 0> 1 2
SAIZ COX2 AFHBIL TWBHZ L ZRLS. 2D
FHEA COX-2 X, H. pylori OFFEIEFC & b4 9
BEERIZHFS LTS, L LedS, H pylori B
FIZBT B COX-2 FEBLAY NSAIDs B FERE", B &
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O H. pylori Br 4 0 BRI FIC5- 2 5 B ¥
bbb oOBEE, COX-2 AMEMEJAKE D A7 721
T KO R PEMERR R MBI & L Cofkdlz
HoTWBIERZRLTWVAS.

¥ L ORI REFRIC XD H. pylori&Gx, s
EORIEZRGIER T TRL, e BRI OKE
BLEBEELTVWLZEPHLN LR TEL™, &
I, H. pylori i OBRWHE X 2 HALMEES O3
F iRy BN BRI A ASE <, H. pylori WATKIZS
B FEIEN OB D ) AL S L7z RIBTH, 2000
EPPI+T7EFXFT Y Y (AMPC) +27 51 Au~A
v (CAM) 2 X Z2Bwskr iR HE s h/z. L
PLADS, HRF PR L OVNERMEEIC B
7% CAM O FHBEORIME & b 12 CAM it 2
WMz7:720, 2 bha=%v—) (MNZ) #HW72
KR L VA v OLEWDE L HEi% Tk MNZ
ZHV 2 KEBHIZBT S CAM ORI 2 %05 %
FES % 729012, HARTHREGEH S 1z 3HIO 2 RERH
LY A TdHAHPPI+ AMPC+MNZ &, ZHIZ CAM
BMATZAFKIL Y X 2K BERETR & 242 R
L7 CAMZMAZZ4HIC X 5 2 KEBEHIZ, 3#]
DLIRA VRN, X)EVERRELAFEOREEE
MEFFT 2L 2RL2E WY ZIFL 2 EVRRER
B2V 2KRBHEICBWT, HilhL I ARV
BRHFEOS LR L0 ESHFINS.

NSAID EZHEEE

1. NSAID i2HEM&BNDRE

AL o M43, AGML & B2 0, X b
R R EIBNEMEEE 2 2L, B2 R34
BEAET D, —i, HEEREIEC O X9 2R
M, FRCAEOHE (Wi, ZIBLOAE) 2 &L
WAL A, & QICHIMZFED L, BR EREET
»H 55,

NSAID &, f## - sk & LT Thd, O
EREBICHNT AR T A ¥ ¥ & 22K
W ERA S HH S Twa. KETIE, NSAID
IRAZ DS B, 4ER 10~20 /5 A A5 EERIALE i %
HIL, 205D 1~-2ADPHLET S L v ) Bl
BZIRMTIEH D, KRB THLEEOEmMILICED
NSAID BXOMEHET A YY) >~ ORI SHE AN L
TBY, 4%, L) RSGHASHEICHEET 2 TN
A B

My v <F (RA) REBMEMEE (OA) %1%
F T HEMESIENRB TRk G 2 L e $
572, LIZLIZNSAIDs 12 & 2 1L ok o 21
MEOWNGF LD, ZOL) Rk -z EL T
NSAID ## O b1 NSAID 50 ) 2 7 W1 (5

# 1  NSAIDs ERPEHALTER S & 0fHE O fa bk

(OR =+ v R}t)
- AL A O E O BEAE (OR 135)
- NSAID o #ifii H (OR9)
- O NSAIDS IR (OR7)
- YLt RO PR (OR 6.4)
- THAL PR 0 A (OR 6.1)
- B (65 Ll E) (OR 5.6)
* H. pylori J&3e (OR 35)
CBIERE AT O, ROt (OR 2.2)

1) RTFHBHEOVLEEAITER SN TE 5

NSAID &K P EIIEERE L, BIEBEED VS
Ao BN O EEREEAHE (MiEl) 249
LR T TSR TH S, A TITbh KL
I nA, 191 EICHAY v FHEHIZE W
THrbn7z 3 7 AL Eo R NSAID IR 3 % B %
HBE 1008 NEtg e LEeiacid, LERmies
WWEN622% A LN, Z09) bHEER LU+
BEEEIZNEN, 155%, 19% THh- 72" 4E
BIZBWT, 200342 H225 2006 4E 6 H £ TIZ, Y
< F 8 3 4 A LL RS @RS % B NSAID 1 B
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FNIIEEEELEICL 2 TR TEIGEZ 272372
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(S
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NSAID 8 1S § 5 W PR RS A Tw
50—, H2¥EPiSEE, H. pylori G BIE L 7274
AL I LEN 2 PRI R 2 /R 4%, NSAID &
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B LTI, BHEOAFHRIEIREN TS,
HHETOTPHRIEGEH SN TR WA, BHARANZ
WORIZHAREBOWRSS &b &% <, H. pylori
Y2 X ERBUEBRPLVOT, FHETH FURIE
AT AR D 5.

FERE, MUPBEICBIT 5 R NSAID IR o BHEi Y &
RTRBEERRE LERBHAICENTD, H2HEHR
g (HHRD) BEE 7213 PPL/PG BEIC B 2 WHLER I
LSS OA L, T P u— VL IRE IR
< (p<005), HHED H2 PRI EmE TR %
BEELD B EEZ LN

(3) H. pylori BT

Huang 5%, 2002 4E case-control study @ * % fi#
Hrz H T, H. pylorii&3s, NSAID Ilj ¥ 738 55 76 he
BIUZoAME (FiHim) 2L, FhFilig
L72fellFTdH 5 Z & 2R L72" NSAID # K 1
WMVEE S B3 %, Yligk % &4 S it n o —
A ay ha— VRTINS A E
fE (B DV A7 2RO LI ERREShTw
5% D%, H pylorif&gt& NSAID £ h{H{b
B L BN O/ LGN T Th o L L
b2, H. pylori f&Gi3 NSAID {5 & O %
BRI EEZLNS.

NSAIDs 12 & ZEBEFIEFIE, U A7 OEIER]H
T ENDFHBGHDS, B SENI T, L) Ew.
L7:%-> T, NSAIDEEOTHiZHE L7, H
pylori BRI O B 1%, NSAID #r#l¥ 5-61 & & Wk
BEEIEXH LTl 5 L5 51

DF Y, EHE) A7 OFBWHBEGHFITIE, BREHS
NSAID &35 PR R 2 5685 5 Z & A AR 2 Lk
BRZX o TREN TV B D™, RHFEGHITIE, K
WL BHEEFHRRIEED ST R, —J, [
U NSAID THHHET AEY v, EMHEHFATD
PERTINSAIDs L #7420, BRWIZX 2HE TR
ARENTVEY, 512, ZORF IR %O PPI
BHIZIDERIIHRH EN LY. 2F ), KHET X
YY) Y oORBERAITIE, BRSPS —EORRE BT
LN, AT ETIIPPIZ T A LR FEFNEY,

WA, 84 OFEFINZ BT A NSAID EEFED V) A
ZI\ZEbE7z, X mREEISRD b, Y
TV AN FED MAREHR O LEESFRIBE N T WS,

BHUIC

H. pylori B OFER L PPLOBY; L v ) K& 28
% 372 5 TN YR AU A 2 LR R IR O fF
HEBHED LRIZDOWT, H. pylori &Gt & NSAID %
LRI SV A

SR, SHITHINT % L FEE NS NSAID & <
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Fetal Heart Rate Monitoring in Midwifery Maternity Care during Labor
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Abstract

Midwifery care for “low-risk” pregnant women during labor is associated with high
maternal satisfaction. However, low-risk pregnant women are sometimes referred from
midwives to obstetricians due to a shift to the “high-risk” status. Recently, cardiotocogram
(CTQG) is used for standard delivery care in several Japanese maternity care units. Therefore,
we retrospectively examined the influence of CTG management on perinatal outcomes among
low-risk pregnant women who preferred maternity care from a midwife during labor.

During the study period, from April to September 2008, 247 pregnant women chose
midwifery maternity care during labor at Katsushika Red Cross maternity hospital. Of the 247
cases, 113 (45.8%) were referred from midwives to obstetricians. CTG abnormality was the
main reason for referral and accounted for approximately 30% of referrals; weak labor pain
was also a main reason for referral. Variable deceleration was observed in more than half of
the women referred with CTG abnormality. Among the referred cases with CTG abnormality,
the rate of spontaneous delivery was lower and the rate of cesarean section was higher than
in referred cases without CTG abnormality. Umbilical arterial pH of cases with CTG
abnormality was significantly lower than the low-risk group.

Abnormal CTG findings considerably influenced referrals from midwives to obstetricians.
Because of the low umbilical arterial pH in the group with CTG abnormality, our decision for
operative delivery might have been correct. We conclude that evaluation and improvement of
CTG management is needed in order to achieve high maternal satisfaction and safety in

perinatal care.
(HARRERIR RS SMER  2010; 6: 13-16)
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B R

SEGIDOBEEE % Table 1 12/R3F. EMioZbE&W%
HLELZVwE =Y 27 ER24TH O 5 B, 1134
(458%) BNA VAT BATL ol NA VAT E
ITHETIE, WD Z <, BT EIIRIN pH AMRAH %2 7R
LCw7, LaL, BRimE=e b4 RKE, 145%
BIOSHBEOT IH—AaT7IL, 2HMTEESES
Do,

BEHEBID EDONA Y A7 BITOELRBEE LTI,
CTG #% 36 ] (31.9%), 55k 35 %1 (31.0%),
FOKWEHE 14 61 (124%), WKEEE 136 (115%),
ZLCEESA 768 (62%) THo7-.

NAY AT BIATORKE % - 72 CTG £H L1k
NG = VIZOWTHETT A &, BB —#EPEEIR AT 21
Bl (583%) & PHLLEALEDTEY, Hild CTHki—
BWYERMR A OB (25.0%), ESHE—EEEIRIELSF
(139%)THh-o72. Y D 161(28%)1%, non-reactive
pattern ICE O NA VR BATE B 57z,
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AL L (36 B 22 61 : 61.1%), % YIRS Eh -
72 (5B :139%). FEWEIARIL pH 122w TiE, CTG
REFTORPRNMEINEZ R L. TONA Y A7 BT
HNTORIEE TR o720, u—1 A7 LK
§ % & CTG FE RO BRI pH 134T A H
BIKMETH -7 (CTGEEDH DA ) A7 BAT
B, 7229+0013: N4 Y R 7 BAT B, 7277+
0.072).

E -

S OMET RO b EbR WA Z2HES
NIRRT, ERiOMAZLEE LERTIE
s BRI pH 23 Bl P Fili D & 0> 43 12 B TR Al
ERLTWD, BT DICHS PR FHARERIZ
RBOONLEho7z. FEYRHRICOWTY, g
ADOSW e TR EINT- B THRD L 24% (247 Flh 6
Bl) LWIHEETHY, SHOEFRNS ADHBIZOWN
TIERREIECTH o2 Bbh s,

ZOH—=YATPHNA ) AT NDOBITIZONT,
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Table 1 Perinatal outcomes of “low-risk” pregnant women who hoped for midwifery maternity care during labor

midwifery care Referred to doctor Total
(n=134) (n=113) (n=247)

Maternal age (years) 324£45 325*£45 325+45
Primiparous 45 (33.6%) 84 (74.3%)* 129 (52.2%)
Gestational age at delivery (weeks) 39.68 £0.91 39.91 £0.99 38.78 £0.96
Postpartum hemorrhage (mL) 4155+302.2 431.9+269.3 423.0=287.1
Birth weight (g) 3,050.0 = 314.6 3,004.7 +£297.8 3,029.3 +307.2
Apgar score (1 minutes) <7 2 (1.8%) 2 (0.8%)
Apgar score (5 minutes) <7 0 (0%) 0 (0%)
Umbilical arterial blood pH 7.277+0.072 7.240£0.076%* 7.260+0.076

Values are presented as mean * standard deviations or number (percentage)
*p<0.05: analysed by chi square test, **p<0.05: analysed by Student's t-test.

Table 2 Influence of abnormal cardiotocogram findings on perinatal outcome in

referred “low-risk” pregnant women

Abnomal CTG normal CTG
(n=36) (n=77)
Maternal age (years) 323+4.0 322+47
Primiparous 22 (61.1%) 62 (80.5%)
Gestational age at delivery (weeks) 40.01+097 39.69+1.02
Delivery mode
Normal delivery 22 (61.1%)* 64 (83.1%)

Assisted (vacuum/forceps) delivery
Cesarean section
Postpartum hemorrhage (mL)
Birth weight (g)
Apgar score (1 minutes) <7
Apgar score (5 minutes) <7
Umbilical arterial blood pH

9 (25.0%) 12 (15.6%)

5 (13.9%)** 1 (1.3%)
3638 +163.6 463.8 +302.2
2,928.3 +320.3 30404 £281.8
0 (0%) 2 (2.6%)

0 (0%) 0 (0%)
7.229+0.013 7.245+0.009

Values are presented as mean * standard deviations or number (percentage)
*p<0.05: analysed by chi square test, **p<0.05; analysed by Fisher's exact test.

CTG means cardiotocogram.

SR & & HICKRE B LTV -0» CTG 2%
Thorz. HPETldu—1) 2745 LT CTG %
W—F VEHLTnD, — BRI, SiREREEIC
X2 HEIIBEESE L, BROKREIRIFCTH Y
HOEZEIE VD, WHOLBIEKERETH- T
BLTLHIRORKBEIAERTEEVWEEZ LN TW
5% L oT, WS OhDHA FIFL4 Tk, u—
A7 BEEIIRT 5 CTGCEEZE RN TOFHEED T4
BRIETUVAPHVWELTBY, TOZERLKERED
] BRI RO 2 BRI 2 3Pl & L CHESE T & B &
DERANBH A, ZNIH LT, B—Y AT HRICE
WTH CTGIC X 2 AR ZEE L EZ 2EALD
H5. BESIL BNV ATZHFORVT—)
A7 FEIRTH o> TS 05% DI TABERE S 7L
WSy — v &KL, ZORE/NY — V%R LA

DB, 8% MRHEMFET, 25% HSHAPERRIF O S
oz WME LT A ABREHIARER D S 55011
LT RCOMTOFGTH % 720 Hfli 2 LI T
Ehwds, CTGEFHHEBE LT ) R 7 EFHIC
BAT L7296 COBWENIRM pH 23 CTG RBHE D 72\
HRo—Y A7 IR ZRoTBY, BREAOK
BEMIEDOHENRH W EARB I, EoT, §
b b PR, FRCHE LU ORITIEH 2 RENE
ENBLDOTHY, CTGIZ & B E®RLDH 5 &
Ezohi, LaL, a—1) A7 BIT 5 HRD
WD — X% EZ 5L, R RiE FLTEES
H&725, WoraetkE iHmoR Lo THRPAIIE S
BOWEHYBEELRFIOHERESND EEZ 5.

2009 4E 7 HIC H AR m AR F 2B ENZH &
X, CTGATRIZDWT, A E) % H & o EHIH
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Management of Hypertension in Patients with Chronic Kidney Disease

Kouichi Utsumi, Akio Hirama, Kae Ueda, Akiko Mii,
Tomohiro Kaneko, Yasuhiko Iino and Yasuo Katayama

Department of Neurological, Nephrological, and Rheumatological Science, Graduate School of Medicine, Nippon Medical School

Abstract

Chronic kidney disease (CKD) is defined by two criteria. One criterion is abnormal renal
function or morphology, especially proteinuria. A second criterion is an estimated glomerular
filtration rate (eGFR) less than 60 mL/min/1.73 m’ calculated with the serum creatinine
concentration. CKD is classified on the basis of eGFR from stage 1 to stage 5. CKD is a
common cause of cardiovascular disease (CVD). CVD is a major cause of morbidity and
mortality in patients with CKD. Management of hypertension in patients with CKD aims to
prevent CVD and provide renoprotection. First-line agents for controlling blood pressure are
inhibitors of the renin-angiotensin system: angiotensin-converting enzyme inhibitors and
angiotensin II receptor blockers. These agents are superior to other classes of
antihypertensive agents in reducing the amount of urinary protein and in preserving renal
function. In CKD, the target blood pressure is less than 130/80 mmHg, and 125/75 mmHg, if
the amount of urinary protein is more than 1 g/day. To achieve the target blood pressure,
other classes of antihypertensive agents, such as diuretics and calcium channel blockers,

should also be administered.
(HARERRFEESHEE  2010; 6: 17-22)

Key words: chronic kidney disease, cardiovascular disease, renin-angiotensin system,
angiotensin-converting enzyme inhibitors, angiotensin II receptor blockers

CKD & LTCEHFL-DDOTH B, 2002427 AY A

CKD OEE D K/DOQL (7 A A BEHME) oF 14 Fo4 &
LTHFEENS. CKDIZR1I TEZRENS. F0D—
12V hE% (CKD : chronic kidney disease) & \» DIIMEEN R BY REE, WREYE, HEN

IBESAEAARIBENT WS, Ziud, YRR IS B R BE) THY, ZOEPTHET VT I VIREEDT:
CEELREIFRAT T2 RICERREERELD READHEWOPFFICHEETHHEEZLNT VD, b
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xf%y AR O B GFR
mL/min/1.73 m?
N =90(CKD®Y A7 77
NAYATE D 5 — % AF HIRET)
] WHEEELET 575 200
GFRIZIEH F 72130
2 BP9 L, GFR 60 ~ 89
BEREE T
3 GFR W& LT 30 ~ 59
4 GFR & ST 15~ 29
5 ARG <15

X T %275,
CHK2.X D51

9 —21d eGFR (HEFRERANE M=) 25<60 mL/min/
173m* TH 5. BkHlZET2L, D MET VT3
VREEGEARRCIR 2 EOREE 1) K%
FEUENE 2 COBEGEE D HARL V) B
BEOKTZEOMERE L ETHL. HEMIKT
1, BB R & <60 mL/min/1.73 m* T CKD @ # I %
T5.

CKD O34

CKD o i /-2 13, BB oTiliEETH %
eGFR ZHW5a. WA T -1 0565 FTD5D
DATF—=VIZHHENTWE (R2). ¥V T IVITH
MPBAA—=DTEL LI, AT =YW eGFR D 15
BLUONoBEHTEESRTWES, $hbh, 25—
JV1TIEeGFRAOLE, 2255 F TideGFR D
90, 60, 30, 15< mL/min/173m*TH 5. A7 —7
S5TMMENREEEN 2T TVBEHE51ED
(dialysis) Z21F, BHEBAETHLLEIZDART —
T2 T (transplantation) % 21 4. CKD 2 & #Hr &
HZORBHMEZEDZDMETHS. CKDFEIED) A
77725 —=LTC, & (i), CKD ORIKIE
BEOMZIIBIT 2 REFELEHREBRE D L O E
By, WRERWE SRERIIAE NSAIDs © & oH M

BT UEENT, TEBLENT) DaI2id D B OYAIC

3, DEBEAZOBEAL, FIE, THHERE 5 R IR,
BB EOASRY) v 7 vy Fu—La, BEHE, &4
fE, RERAZRENDHLD. Thb CKD N ) AR
TId, CKD FEJERT & V) WML, HEIRIE % & OBEHER
AHEBEOYHEZITV, CKD ORIETHICED 5 Z
EDEETH 5.

CKD & CVD

CKD IZIBAENDOHETDO)V AT T 775 —Th5
EHh 0 T, LMEEE (CVD : cardiovascular
disease) DV A2 7725 —ThHhbI LD, bHHE
REKDIFRETRENT VDY, BHESE T2 &
CVDRIEDY A7 BEEBHH, RAREZMEI L Z2D
fEbidms 4 (B 1" HERRER ST % &0 &
HEFRO R V—RERIZBWTHEE D GFR DT
RTNVTIVREZRZILDETIREOEHRZ LD
CKD O AE23 CVD DFEbK 7T 5 Z & 3 & H»
IZENTWwAYL CKD O HE#H TiE, KB4 (ESKD)
DI=HENEAEINL LD, B#EPIZCVDIZLD
HETEIVAZDIETINRENEEZLNTVWES. §
by, CKD BEIZBWTIE, CVD &PFizohlcd
ETALENH . $72, CVD BB OBFHEITKT
LTWBIZ EPMEEINTWS. B212CKD & CVD



HERESES 2010; 6(1)

19

) -~

300

30
' ' ; ' ; T o0 RPILI=V
0 ' GFgo(mUmin)so % (mglg2LFPF=2)
SRS LD 51
1 EREREREE & OO AR
% VEE ] EES
=IE ]
NafitE8, Ca, P{BIESE
AR EE —- B fREE{L
WIE, ATRAHENERETTESE,
CKD 4_" L=y - PUIFTIIIR 4_' CVvD
BitAMURA, SEEIMAE

mIE, U R
FIfR, BUE, EHFE
IWEVRAF, ADMA

4

> &l
ADMA @ JEMFRE S A F LTI FZ
k2. L0 51
B2 OB
[N T e 2 ] 7 S N IO N N 1] = o 3

F“i%%ﬁ_%@“lﬁ% GHENTWA, EEB Y, B
REL AT 2 2 & &, MIRRANEGBREIC X 2.0
ANDORAMIZOLNBEHDTHS. CKDIZEHT 5
BEMIX, CVDOMN. L2V AT 77 05— h.
CKDIZxf LA AW RE 2 fEIR T Om#EEITH 2 &
X, CKDO#EZHIET 22 &7217 TR, T
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L. FRICIER R, MBS AT CVD O FREICEET
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CKD ¢&EMmERE
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IEIMEEAPFL, BIEIX GFR O TR &HKRO
GHREZEELBDICCKDETOBRD B AT 777
¥ —THsHY. F7-, EILEIX CVD HBEMAEDHRS
BRYVA2 7725 —TbdHb. CKD TId CKD AT
O & CVD F8HE A RPN D 7212, MLE O E B2
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- BEAT T2 SFIRE, CarEinmo

- [RERBOEM

AR BiesE. MEWARE, FREH, RO Alb/Cr oRE""
- EFEB/W|OEIE

ACEBAERDH 3 L IZARB™

#HE, RRBE, {ROHA

WiesE, WRH, ROEEORE
No ‘
-Scr30%Ll Eo ER
B - M;MWK 5.5 mEq/L DA E EHE;‘—_*EF
-4 - b A -
MEE : 130/80 mmHg3 BURUSIRE Voe RERR

ERAIb/Cr : 30 mg/g5#
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Mm:/o L PF - 2 mg/dL EIBA S CKD BE(CHEVEOHIBSI/FICTETDS

*1RPILTSVORMEGRBEMLE, MREABEEERV) TOMRBIUSNTNDS., FEE
ANBEEB CREEOENETD

2 Mo L FF oAl (Scr) 2 mg/dL Bl ETEA@E DRSS

¥3 =G BEARINAE, NSAIDs, DAL, Bk, REBR®ELE
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L EE )

SCHRL7. & 0D 51

3 CKD z&0F9 2 mlilE DG HEEH

PREOEITE L HITWAL, SEROLRIREEER %
MEFET 2720102, BRAET 5 1IEH R ERAOIEB 2 13 8
M 5. ZHAISRIREBREEBDOIRETH 5. SRIRE
OEFIEE % MRS 5 7201213, SRERERNEZ 5 M
T ALENH L. INFRREEIMTETHS. KBk
IR % MRS 2 720102, WAMBIRIZIEEL,
HAIEIR GG L C\wb. 2Rk b, REMKFER
HEFRERE L LV, @FIMEERAEEE 25, SRERIRN
JED EAESREREN OMBIS LR (X 4 > F 7 2 8H)
oM, WLRE~NOREZTIZRIL, KAETAHIE
FHREEKICHTHEEEZ D6 L, SHICERELE
L3¢5 LV)BREEIMESL NS, —RBRICERRERE
RO M %, Na PRSI X 2 A0 &R AE M = i
ETHY, TOHPEL L TEERZETHD, non-
dipper BB IMLERE & 72 5. BERB OIMFIZEM X
DRSS, ZOTEN10% K TH 5 b D% non-
dipper f & Ifil £ fE E MO, CVDO Y A7 7 7 2
¥ —ThbI EDPHESINTWASY non-dipper El &
MERE T EREREL ERIELZ LML TY
52 F 7z MEFEBWIEERMEAREICE LRI
WZ EAURENTE Y, MDRD TI, Bt 2 i E
Iy M- USEREREIKT OET 2T 52 L 2B
LI L72R 7, YU ME A% 110~119 mmHg
OBFEIZH L, 130 mmHg ML Lo BE TIEEEED
HEATICH T B ARERED LA L, FFICREAPEE R
BN1HIL g LoBEICHETH- 72"

CKD tREEE

CKD IZ BT 5 BT DL, CKD # g ol &
CVD SEMEOMFNCDH 5. BIERED %2 R§
(X3). 1) BHEZILF 1 130/80 mmHg RiiTH ),
EHARM 1 g/day L ELOBEITIE, & 514K 125/75
mmHg Kz BEEHREE T2, 2) BEFREIERE
FEEEHL, BEICTS. KBESIME (non-dipper)
L HREIEIME X, CKD #EBAL S 5720, ZOFBH
WCRFEMTEDSREETH 5. GIREHEE 1 FEE LN THE
REWIERT B L OB OFREMTEZNET 5. BT
F2~3 A AN TREZBIZE L 2085, &IRICKEE
HEMZERTA L9129 5. 3) FHAIL LT, BE
HIL=v7ryIvF57vv % (RAS) HEHETDH
% ACE [HESEH) ARB # il 9 5. RAS [HEIE I
JERIRIZT T% C, SRERAENIEOKTIER & Zhi2y]
&ife CIREEIRA RN AR, SRERAAALIRZE O AL 3] 72
EERHEEEH A G LTS, BIEHEISER TE v
EXITIEE 2 BINIE E L CHIURZE D Ca FibiE 0 B
*ERT 5 (BF4). BRIEHEISETZ7201213%<
DYty LRGBS LETH 5. BMEWIEE, ol
Wigg, PR E S R AR T 36 22 &3 CKD 12 B 5 =
EF Y A %ngs, INHRBEERERS BEEICE 5 CKD
HEATHIRIS R TE 5. 4) ANEE oS, I
WIS EETH ), 1 HAEREIE% 6 g/day A
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70uuF7 I R6HBmg ezl A, EHI22H
A, IiE 120/76 mmHg & BIF iz /R L7 #%
K08 g/gCr AL NREHIE, 7Ty y#h
B HhRD LN, 65 A%IZIZ02meg/eCr THh -
7z KB 2 L7 F = SEICRERIIEA S Lk
o7z,

CKD &ML CVD DIRKDYV AT 7 77 5 —
THY, ZOHMGTFHEREFOBEIIKEEETS.
CKD IZB) 5 BEE#FEo HEX, CVD o&0:% T
L, G PreEiliogdsyHmdsibilbsEz
bis.

X ®

1. National Kidney Foundation: K/DOQI clinical
practice guidelines for chronic kidney disease:
evaluation, classification, and stratification. Am ]
Kidney Dis 2002; 39: S1-S266.

2. HAEMWY4  CKD #3374 F. 2009; HOLEE4H:
B

3. Go AS, Chertow GM, Fan D, McCulloch CE, Hsu CY:
Chronic kidney disease and the risk of death,
cardiovascular events, and hospitalization. N Engl ]
Med 2004; 351: 1296-1305.

4. Nakayama M, Metoki H, Terawaki H, Ohkubo T,
Kikuya M, Sato T, Nakayama K, Asayama K, Inoue
R, Hashimoto J, Totsune K, Hoshi H, Ito S, Imai Y:
Kidney dysfunction as a risk factor for first
symptomatic stroke events in a general Japanese
population—the Ohasama study. Nephrol Dial
transplant 2007; 22: 1910-1915.

5. National Kidney Foundation: K/DOQI Clinical
practice guideline on hypertension and
antihypertensive agents in chronic kidney disease.
Am J kidney Dis 2004; 43: S1-S290.

6. Keith DS, Nichols GA, Gullion CM, Brown ]JB, Smith
DH: Longitudinal follow-up and outcomes among a
population with chronic kidney disease in a large
managed care organization. Arch intern Med 2004;
164: 659-663.

7. Anavekar NS, McMurray JJ, Velazquez EJ, Solomon
SD, Kober L, Rouleau JL, White HD, Nordlander R,
Maggioni A, Dickstein K, Zelenkofske S, Leimberger
JD, Califf RM, Pfeffer MA: Relation between renal
dysfunction and cardiovascular outcomes after

10.

11.

12.

13.

14.

15.

16.

17.

HEERE SR 2010; 6(1)

myocardial infarction. N Engl J Med 2004; 351: 1285~
1295.

Yamagata K, Ishida K, Sairenchi T, Takahashi H,
Ohba S, Shiigai T, Narita M, Koyama A: Risk factor
for chronic kidney disease in a community-based
population: a 10-year follow-up study. Kidney Int
2007; 71: 159-166.

Bakris GL, Williams M, Dworkin L, Elliott W],
Epstein M, Toto R, Tuttle K, Douglas J, Hsueh W,
Sowers J: Preserving renal function in adult with
hypertension a d diabetes: a consensus approach.
National kidney Foundation Hypertension and
Diabetes Executive Committees Working Group. Am
J Kidney Dis 2000; 36: 646-661.

O'Brien E, Sheridan ], O'Malley K: Dippers and non-
dippers. Lancet 1988; 2: 397.

Metoki H, Ohkubo T, Kikuya M, Asayama K, Obara
T, Hashimoto ], Totsune K, Hoshi H, Satoh H, Imai
Y: Prognostic significance for stroke of a morning
presser surge and a nocturnal blood pressure
decline: the Ohasama study. Hypertension 2006; 47:
149-154.

Timio M, Vananzi S, Lolli S, Lippi G, Verdura C,
Monarca C, Guerrini E: “Non-dipper” hypertensive
patients and progressive renal insufficiency: a 3-year
longitudinal study. Clin Nephrol 1995; 43: 382-387.
Klag M]J, Whelton PK, Randall BL, Neaton JD,
Brancati FL, Ford CE, Shulman NB, Stamler J: Blood
pressure and end-stage renal disease in men. N Engl
J med 1996; 334: 13-18.

Tozawa M, Iseki K, Iseki C, Kinjo K, Ikemiya Y,
Takishita S: Blood pressure predicts risk of
developing end-stage renal disease in men and
women. Hypertension 2003; 41: 1341-1345.

Peterson JC, Adler S, Burkart JM, Greene T, Hebert
LA, Hunsicker LG, King A], Klahr S, Massry SG,
Seifter JL: Blood pressure control, proteinuria, and
the progressive of renal disease. The Modification of
Diet in Renal Disease Study. Ann Intern Med 1995;
123: 754-762.

Jafar TH, Stark PC, Schmid CH, Landa M, Maschio
G, de Jong PE, de Zeeuw D, Shahinfar S, Toto R,
Levey AS; AIPRD Study Group: Progression of
chronic kidney disease: the role of blood pressure
control, proteinuria, and angiotensin-converting
enzyme inhibition: a patient-level meta-analysis. Ann
Intern Med 2003; 139: 244-252.

H AR S - HRBIMESS : CKD (1294 )
TN A FEIEM. 2008; WREEZAE B

(%AF 2 200946 1 24 H)
(% 200948 H 7 H)




H B KB 452k 20105 6(1) 23
—ERBHAR D 5 FS—
2. Mgtz ) —X (B FHEREADEZ )
IERSH R e F AR, 7 1 — 7 % F W72 in situ hybridization # (4)

=G dntt B BRSO B WE BRI
U ABER R BRI R 5 TR
DN BRKENIR S - IRRERAR,
AR AR B 0 e B M R R B

2. Histocytochemistry Series
In Situ Hybridization Using Non-radioisotope labeled RNA Probes (4)
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Abstract

In situ hybridization is a powerful method directed toward obtaining spatial and temporal
information concerning the expression and distribution of RNA molecules (e.g., messenger
RNA and microRNA) in vivo. In this technical note, we describe procedures for in situ
hybridization with non-radioisotope labeled RNA probes, especially a digoxigenin-labeled RNA
probe.

(HARERFRZERZESHERE  2010; 6: 23-29)

Key words: in situ hybridization, digoxigenin, RNA

G, FEHLOREZ TS, M7 o—7 iﬂ‘%)fiﬁ?{

IFC&IC NEWEEZ N5 RNA7U—7>$:)EHw RIS
FERGFERM TEERIY TX V75 =
HARN O ARG F O JRAEMRAT 1L SRIE R L= (digoxigenin, DIG) #=ik] # W%, MR

MTIH, BFLS, Ak \ﬁ%‘ﬁﬁ:bfwén‘lﬂﬁ’@# B OVER D S BULE TOHEMIIOWT, “HTFHi%

PEAEMINE £ XY A (B RV E V). ﬂ—‘ FHEADL U L LTEFOREABMICOWTHSIL T
ZHILL TV LHHM0E - HHHK - s 2 iR 570102 T mfRIC, REEH 2 ED TWAKST RNA TH
messenger RNA (mRNA) @%iﬁﬁﬁﬁﬂ?ﬁ‘?&ﬂ?éﬂ % microRNA @ ISH Mt IZ oW Tl F 3.

%9, In situ hybridization (ISH) %1%, #Hfk - N&es
TORMLTFHERZTHT MLk TT. 207k
DI, MR TV ke, Be i Hwi)
% Ok—n~=v» MISHE) O 2HEIFIELET.
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T—AN—ZAMER #HBHELESETB
BIEFOYTFIVEFALTHD

(1) National Center for Biotechnology Information
¥4 +H® UniGene 7 — % NX— 2 (http://www.ncbi.
nlm.nih.gov/unigene) 2T, MM L &9 & ¥ % #E =
FEBELET.

(2) Kl ICB T 2B TFRBBEELRT K
(EST Profile) &V, MR LT 2EETOIRE, R
T4 T7ayba— s T o7 L — MERE
® RT-PCR I T % total RNA 7 &% & THE
LET.

(3) WG THrO—= v FHHE (yu—=v
¥/ Fer v —= > 7 SRIMOBLIC% ) 7.
7R, Ahwrua—= v SHETH-TH, FFED
MBI FEBASBE LT 2341213 ISH THt o 1)
REMEDH D F9.

70O0—7OEH

(1) 7u—7OfH : mRNA (235 % ISH Tl
THREM LB T o — 7L LTk, DNA, RNA,
locked nucleic acid (LNA) 3% ) £3. RNA £ ®
WA J11E, LNA>RNA>DNADINE & & ) F 5.
mRNA%# % —4v b L72¥A1E, cRNA 7u—7
ZHWIIZE2SEEIC% <, microRNA % #H 8 &
L7zsmall RNA # % —7%7 v b & L7258E1E, LNA 28
B—EIRE 2D 3. LNAL, U REBBO 246 0k
REF L ANORFERTFVAFL 2 LTHFL
2O0RKEEEZ DO AT T, LNAZ &G4 Y
TX 7 L4 F FIdMEIRNZ DNA R RNA 2R WS
BHEERLET.

(2) 7u—7OER : 71— T OB
THIEME W E onRD E#WE & L T
horseradish peroxidase (HRP) 7 & OEEEMGRILF
W, Alexa 7% EOH#OGMFE, biotin, DIG % T-T
dimer 7 EORIZMMALFZNHEHMON TV E T
DIG (Ji) % 7 u— 72w L, $LDIGHKZ H
WCEOPURICER L 72R (T )T+ X7 7
¥ —¥, HRP % &) OUs (GEth) TZORAEL W
BALLET. DIGIRYFZ Y AMHE D OAFELN
LZWET, B LICmwIKEE R L (B
222C), " 7VFA L= a YRIBICFH S Tw
F3 (Roche Applied Science DIG FiPIE4 ; http://
www.roche-applied-science.com/DIG). 1 & ¥ ¥ &

HEERE SR 2010; 6(1)

(RD) HE B & U OB ERfz 3% (RI: 35S, 32P-
UTP % &) O#BIREAH D £9. Non-RIFE#KIE, RI
k& LT, MENPERTHET. T, P
Wiz, ZE L CRIMOFHARETT.
(3) 7u— 7 ORFIPE R L 72w EI{E T o
mRNA FEt5 @ reference sequence (RefSeq) % NCBI
T—=F R=Z2 LWL, & 57 B IEFFREH
(5'3-untranslated region, 5,3-UTR), % ¥ /37 &Hl
FEH, ORI F Y -y VESEEIEREL
9. HEOEEWE TR (transcript variant) A7
T3 561, AR ET L0 MIBICEMICHEBL
TWAHERMAKEZ RTPCRIETHIELTBEEYT. 7
O —7®IROME & LTiE, 53-UTR ThNITFER
BTG S AW E W EE R ST, BFHE
WICRET H%6, EAENOWE &) BRTORE
EDEL 5 —)T, FURS % b DI OBMLETFH
FAETHUREDESZDET. /2, =%y -z
FVUBAEHRE ELCRIIREDTTVRRNE VI E R
LHDFT, FICH—Z 7Y VOARTHEINS
mRNA D H D FT. WIThOEF2LERL 2GS
%, NCBI/BLAST (http://blast.ncbinlm.nih.gov/Blast.
cgi) T =7 v PN OBEETF THEURSZH LT
WLV RE) PR T AHIEETY. F
7o, EOREO—FHEL > THULTLINICELT
FHHE, THUTORPZFHFAHA L EZ T
.2 2L, BlziE, ERE L TTHO—FHRERD
500 ¥i#E (nt) ® 71 —712100 nt L Lo 100% —3K
REATEERELTTEIC > TWABEIR, Ta—
TORFEMEMERDH Y, AT LI LTwE
¥, Fo, Tu—TROBRER, WIRFEICE o THA
TY. B, EYARRMEE, MBREEEOBINEA S
200~300 nt, ¥ 7" FIVIEE L DINT ¥ A5 400~800
nt, O T WA Y OIS B A 5, SRR
3% (150~3000 nt%2 2 5 b 0) T THWENRH Y T,
(4) RNAEGEHT 7L — O : =% v b
BARFAREIL T bR, FEMBZE XD RT-
PCRICTF ¥4 ¥ 71— 7T 2 DNA & ik %
(DNA polymerase) THIEL, NWHTI A I PR
% — (pBlueScript, pcDNA3 7% &) & % W ix, TA
ru—=rvZ7H~XZ7 % — (pGEM, TOPO % &) ~
WA, Z70—=Vr7%fTo7- 1T, HIREZELE (Y
=794 X), RNA &K% (RNA polymerase) JX
BT, Tu—T72ERL 7. BHIENERTH S
Taq #f # W Thermus aquaticus 1 k) 5% DNA
polymerase T 1%, # B L 05~1% 2 & @ # K T
RefSeq, 7 5 TNIZ Single Nucleotide Polymorphism
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(SNP) F—=% RX—2& b —FH L RVitlifiE, &5
IIREFKSNP & BbN LB BRDOHLNFE T, IEfE
M 2% 4 % T » 5 JFETag & DNA polymerase
(Pyrococcus sp. KOD1 Hi3k7z &) TiE, Ref Seq &
DIHIZRV—HEHITH, T/ <v—DT7=—1)
YIURREMRNZEICX B EEbNE I A TN
YR, HBEVEARXAT REFIKBFRERE LD LD
A HNFERA. L2L, TIAIFIZO—UPTE
BZ27E, EBRT LEMED ) FHA. T, 2
N5 0IE Tag % DNA polymerase Tl&, TA 72—
ZUYTWTERWIEIERLTLZS ., Ju—=
YORFBEICHELTEEZELET.

(5) RNA polymerase ®ER : £ DYPLHXRY ¥ —
i, vV Frua—=rvrH 4 b (MCS) #¥AT,
T7, T3, Sp6 D3> @ 5 H ® \» § i 7 D RNA
polymerase #& A EH A G ENF F. 45 513 T7 RNA
polymerase 27 v Ft vy AHO 70— 7EEIZH W
TWwET. EFXCOMAKBRTIE, Spbl3EE, H5
WIEDIG 7N Y FRRED £ 3 (42T TORIE
ZEDLZ 7O I=NEHD T T, WTRIZLT
b, T3, T7 LT 5 &K 3ELL LIRS HED
F9). F£72, TIRFHOB, Ny 277790 K
%25 Ed3HY), EEILETT.

6) 7u—TOEHEK ERLETIZAIFEHW
T, 1) HIREERLE (V=751 X), 2) fFH# 3
DIG XY Y7, 4) HMEEZTVwEST. 79 X3
FIZBRIRO DNA TH Y, A L7 PCREEHNIZ I
WA E S A HIREEETT Y Ay L2 D, K
fIZAriE 35 RNA polymerase & DIG-7Y ¥V 5=
) VB (DIG-UTP) #& ARV RXZ VLAY FZEY
Y (NTP) # W<, LEAASIORNA &L
F¥. 2OV =T A4 A%V EIEFITEV RNA A
AR INDZ LR 7. HBEICALATIZ, T8k
WL CTwabZ L 2BXIKEIITHERT A2 L5KYT
9. DIG X1 7 inid DIG RNA labeling Kit
(Roche f1) ZMHLTVET.

(7) DIG BB AIFEOMRE 1) = bt a— 2R R
Y7L yRFAmR YA YT L IZ100 484, 1,000 fF,
10,000 fEICA R L 72 RNA 7 u—T7 ks hi-a v
@ — VI RNA O&BRIZ 1uL i T, 2) N—F
YZRUV IR I8, HTFLAETu—T%
EE, 3) 7av ¥ 7ok, PURIG, 4) nitro-blue
tetrazolium chloride / 5-Bromo-4-Chloro-3-
Indolylphosphatase p-Toluidine salt (NBT/BCIP) %&
o (S0, —Wh [# 12 R 247w E 5. T8k,
I D BIMREORWLERLE v, EIRER TR

25

52 A TEETH, ISH TEBIHIET 25025
(anti-DIG $ifk, BN v 77—, NBT/BCIP) %%
HALKRET AR MR T AERTY, TALEHV
F3. NBT/BCIP %faloBWVTh, —HOKIETO.1
pg I TOMMIILEMICTRETYT L, BEMI/ER
L7278 —7%310 ng/uL BLE (1,000 f5%% T 10 pg)
TR ENLWEES, Tu— 7 OB LETYT.

BIE &E/NT 7 1 U R OER

4% 857 VAT IVFk F (PFA) TZiR, —H#
e L7z, @EOBKBLONT 7 4 VA EZITW
9. 4%PFA L, MEHLHICERL T hweiEE
WIS EERN ARG L £ 9)". 50 mL @ 4%PFA-PBS
OVERPIE, 2g D PFAMEKEZ ¥ — 7 —ICHEHEETD
Y, 50mL ®PBS %Mz, 70C O+ —%—I3R
(HERAAE) T L 2280 Wm L 3. @HIE, 10
SREET, 7)) TIOHRIEETY. Bk, ZERET
WELHHLEST. ERG, 70C DLRICREL 1
% &, PFADRIE LEE R LbIET. /2,
ERMO70C TOREDEELIDHY THA. PBS
THIERZERT 2556 (PFA 2BRIE246),
KEALF MU ZAOFRMELED ) FHA. [EERFH
F—BATVWE T, RERGHORB KM & L Tl
FLRD TTH (FEHSITEMR, 2 N EE 2 i E
EELTwET), MU N RNA OfRFE, 512
13 ISH O ETFH L TUHED THTH 5 proteinase K
WMIRORE, BEEDGHN &, MR AN IS S R
720, AFA T ITRAIDHIPNIS T & &RET BT
DI, HIBRETHREELIT) L RYWTT
BEICBE LT, K& LM - BEromaix, BEiic
VX TEITTHIERL, WIVIHTRAIAALT
2~3mm D) RiEREE, T, #EREEL:
%, AI4 AL TCREBEOEBMEIT, H—IZEE
T5ZEHRYTT

NG 74 YR EE O I 710 b —A1%, RNase I2
HREINTVRVWEI IR EDITET. HidTcadhud
TAARD DEZH, HoPLOWHLTBL L &
WTY. BYEEE (Y ey b, AT AH) R
HWCLEY. 72, WHE R4 FICHSELSHIREH
WHZ L72d oz v, KiZEEKEHEWTT. 5~10
um EOY R 2 ER L 5. M) 37280k ouzigh
Aoo%e, BIEETTATA F75 2964 N
TLEIHENTDD T3, FRISHOHAEITIE, A
T FA X L7 0 T 5B OMFER LY 7 i
THWEH LD TH2HENHDEITOT, A4 Fa—



26

TAYITHICERETILENIHY . FEXLII,
YWHEZRNTHAT4 FITMAS 22— AF54 F (7
I/ VI EN OMNREAENH Y, BB, TV
VFEAOWEICENTVET) AL TVET.

ISHZ7’B F3—JL1: mRNA O#H

(1) gifLE
1) Phosphate buffered saline (PBS) ki
543 %3\
2) Proteinase K (10 ng/mL) JL#f
1543 x1 M|, 37C

3) PBS i 5753 [nl
4) 4%PFA-PBS Pl & 54 %1 [l
5) PBS i 5753 [ul
6) 7T AL 10 3% 1 [ml
7) PBS i 5753 ul

VIAS VR & & - E
1) 7L\ T)FA4 ¥ -2 gy
2) N TNVFALX¥—T g

1 K¢, 60T
—Hf, 60C

(3) #&
1) 4 xstandard saline citrate (SSC)
5% x4 [\, 60T
2) Y KRXZ7L7—+¥ A (RNase A, 20 ug/mL) L8
3041, 37C

3) 1xSSC 548 %3\, 60T
4) 05xSSC 15432 [ml, 60T
5) 05%xSSC 548 x11H, 60T

(4) DIG #®ERE (RIRDOFHRIL)
1) PBS ¥k 543 %3 [H
2) Tuy ks 30 20 x 1 |
3) TNAYET + A7 7 & — DL DIG Fab $iU
& (Roche 1) : 100 mU/mL OFLARHEE TG
304, 37C F7-13 1 5lH, i
4) PBST (PBS+02% Tween20) #if
5% x3 [l
5) FE %RV S A T 10 43 1 [l
6) NBT/BCIP St : WA CHUR I 2 5 — i, =i
THRIBEEET. BPTHREL 2O RBEASZHER
LEd.
i. Roche #: BM Purple (NBT/BCIP ready-to-use
solution) IBEAZ AL ET. 254 FdH72h 200~
300uL i FLET. RIDEWILX, HREOWLEYL

HEERE SR 2010; 6(1)

) ET.

ii. i® £ 4 U 12 Roche #: DIG Nucleic Acid
Detection Kit #3562, dHYFT. Fv b
D NBT/BCIP A b v 7 i % BB T /ML,
A5 4 K7z 200~300 uL i F L 5. B
X, REEORBEmE LD £

EANRET VAT + AT 7 7 —E O AL
FRBE, SUGHELS levamisole (1 mM) Z#ML T
FHLET.

7RIV Y MRITHAL, AN
FATHAL, ¥=Fa7%ETHEY—VLET
NBT/BCIP ® s #EWIX, ¥ Ly 2&5LHAHT
HAT B LML ST 5 720 0GR B AK 2 i
HLET.

JOMIA—=ILDERAL B

(1) #AFE1L RNase free idFEZMHH L 975, dietyl
pyrocarbonate (DEPC) MLEE/KZ HWTHEMIZL T
WIgA.

(2) Proteinase K ¥ (100 mM Tris-HCI, 50 mM
EDTA, pH 80) : MlliNOBEEZ B Y Bt &L %
HILLT, 7e—T70RELERIITHHNTITVWE
¥. 1~30pg/mL, 1~30%, =it ¥ 7213 37C THr
WET. FPhiFEEE LT, proteinase K O, F7-
FROGKZ 5D, BEBEZRELENS, BHI 7S
VBT HBOND G EHRET L T

(3) IEERALER : NMEHIRRZ W & L2BE, IR
R AAET ) TAUA VT + 27 7 & —¥if
WP T 572012, TEFVALLBE ORI, L
# (02N HCD ZArwvE3°

4) 7 & F v AL AL B :01M triethanolamine
(TEA)-025% acetic anhydride IR&HHICAT A4 F
FIAREL, Tu—7 LMY R oERIEEY O
RS OMH GEFRRMUSHE) 2w E T

5) T NATYFLE¥=vay YR ENALTY
FAX—Ya VIEWICHIRTZ e HWTIbRET.

6) NATVFAE—Y a3y HBIIMTOIEL
T7.

A b 2O (-20C £RAF) TSR
A+ A E VAT IR 25 mL 50%
50% TREETF A b~ 10 mL 10%
50 X Denhardt i 1mL 1x
20xSSC (pH 7.0) 10 mL 4x
ARK 15 mL

&EF 475 mL
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NATNFTAX =T a VORI HofCREE

EiA My 2 95 uL
B RNA 2 b v 7 (10 mg/mL)

5uL 500 ug/mL
10~30 ng/uL 7 @ — 753

1uL 100~300 ng/mL
&t 101uL/Z 54 F

7a—71%, 100~300 ng/mL f2JEDEECTHH L
TWwF9. 1,000nt ® RNA 71— 7%, 100 ng/mL
DT, 100uL DN, T F AL ¥ =2 3 VICH
3/ LET. 7= 207, 100 ul il
F30X10“DHFAHFIET A LICRY ET. 45F
— 255D B BEWOEREIIH L5um* 20 3. —
A RNA OIEEM O % 034nm & L £ 3 &,
1,000nt ® RNA 1, EX23034um 2% 0 £3. H
FlE2mmeE 2 ET. Az 2L, HBE170cm
DAD, T5m’ DZEMZ HRL T, WEkRL A A—T
WHIZBZENRTETT. 10T EHFE BY A
I NI T X ZHEEECT.

RNA ICHEKEEZ & bR wE 51, B+ 1t
L72hVAT I FEAHTLZE2RYTY. Hik
DAF MEL7aAR VAT I FIEBAZFTTET.
Dextran Sulfate iZ, Chemicon #:? 50% i (‘F¥
5T >500000) 2EHLTCWET. ZhiE, A
TNFAX—Ya Y ORIGHEEEZ RO 9. RN
EA O D 72912 Denhardt #i, B2F: RNA (transfer
RNA) 2z 3. WEETF A MT V3R ITHMA
EAFE 20, 65C OERAKETRO T2 5EL
9. AFGA FZFAI, "M TVFA¥E—Ya Uil
BT, AIN=FTTAENTT, FOHN=F
7 AF P % DPX ¥ 7 ~ M&WK (BioChemika #t) T
Y=WLET. Y-ATHIEICLY, BHEIAREIC
BOFET. NIRRT T ANV LA INDGE
&, AT, $72, 28T 7 4V A DTt EMEZ 60T
TIDT, "M TIVFAL ¥ - a3 v SEBRERFN
WKHREINET.

(1) "A 7V ¥ A4 E—Y 3 YOlJE : RNA 7o —
T % W24 O melting I (Tm) DT o H»
SAMENET’. ISH ORMRER, 2 k)b 16~
RCTENEZAHPWYUTHEEINTVET

Tm = 798 + 185log (molarity of monovalent
cations) +0.58 (%GC) +0.0012 (%GC)*— 820/ (length
of probe) —0.35 (%formamide)

(8) RNase ¥ : Nv 7 75 v REEDORGMW Y
TFNVORMMOMPEII ) 5.

O NATNVFAE—Ya VY EOEE: Z0HE
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T, MFRICHEBENEA LTV Tu—T%24# L,
BOWEONy 7 75 v Rz 572912, RNase
AZfEHLCTwE9. RNase ARFZELTIHE,
TRINATIVFA X = a VRIS L2RED
SSC L, HAHWVIE, TN LD HRRBEOHKN
SSC T MIC T O, TV F AL ¥ = 3 Vil
Y BE 9. RNase AMHEIT-72H DT,
SSC¥REICA NV AT I FEMRZ EWTITo T E
3. RNase A ZHWARWEAE, %5 ER T
ATV T4 ¥ - a r&frv, SSCHEFZHO (I
WA VEREE) 12, pOoRDIITVET. IS,
ATV FAE¥— 3 VilE L SSC PR3 F —i
ETITVwE9.

(10) DIG# H I J& : NBT/BCIP X & X, BM
Purple (Roche#t), ¥ 7 12 DIG Nucleic Acid
Detection Kit (Roche f1) #HWTWE 3. HUAKIE
HBOVEITIEPBST 2 fEH L TWwE 9. PBST % 1#
HAT5E, BEEOVRI~DOFYFEI LD T

MicroRNA Oi&H

MicroRNA %, #2233k DIET— FRNATH D
LV RER RN L LTEE2ED T
WY, i, bhvbhid, b MEBICEHLTWS
microRNA I[ZEIRZ 3¢5, ¢ ME#EO small RNA 7
A 77 ) —FAT S BRI microRNA O &E &
ZOFRBEAT 2D T E T JRBWEMMRE, &+
DSOS IREER RO BE T H A5G/, B,
GIRIME L VA EE, FNEE ) FEFHKO LY
B (FEEEZ A LR BT 5 R REME & kR
THRHMRIMLICE R T 2 RERGTAE) LR h
TWETE EOMIAEIZ E D microRNA 255 L Tw
Lh, LNA 7u—7%H\T, MEMHEkEz -1~
v Y ME®in situ  hybridization (& T L E L7z
(Fa ha—VIETiRBR)>.

113, MARBEORBLE TR S A L )R
L 7= 1 e i #8012 33 1) 5 microRNA, MIR122A O3
H %, ISHTHAHN L72HEE TF. 46-Diamidino-2-
phenylindole, dihydrochloride (DAPI) o 4% 3 #% e
ol A A bE 5720, NBT/BCIP 2RO 5 —
TERLTHY FT. MIRIZ2ADREERRT ¥ 7 F
Vo (RED 1, BMEREEZTTRL, WENOBE
Ml B REMEICBIgE S E T, ISHICK 52moTEkE
FHFENTIZ X D microRNA 253 L T 5 flid % [F
ETHZ EiE, X512 microRNA O FEFEMRNT % 1
%) RIZBWT, FEIHHARBHNT 70 —FETH
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1 Insituhybridization 2 & % & MBIz ##ICHB1F % microRNA, MIR122A
DOFEBUFNT. DAPI #OGYt (5) AR DLEL 20, MIRI22A OJRFE
%789 NBT/BCIP JGEW Z R O#EMA 5 —TRLTHH T3, HMBAE
BB ahkRE (STB) & F v 7y ZlE (CTB) OZBIZEAKT
RLTHY E§. *IIMERHIME. MIRI22A ORAEZRT 7 F VORI, #
EHRFERE (STB,CTB) 72 Th <, MENOME (VS) OMIKEIZ b Iz
BiggsnEd (KA. A7 —/3— 10 um.

LLEEZOLNET. FHIENSLLAN 70— 7@ Tmfi & ) 20~25TC
BWIRETN, 7Y F 4 ¥ =T a v &2iT0nE T,
ISH7B ha—=2: K=y MEERWE NATNFA Y= a il (HB) 13 H7782 (V7
microRNA O1&H <4 AMHLTWET.
2) WA TNVFAL =Y a v —M, 55T
(1) BEErliEd (RicliE2mL~47A0F21—7 DIG-labeled LNA probe (=¥ a2 %) ORE :
TITWET) 10 nM
1) 4%PFA-PBS [H % —Hf, 4C
2) A& 2 — VK : BiK#, —20C CHRAFTRE T (3) #k&
25% 4 2 # 2 — )V (MeOH) in PBST (PBS+0.1% 1) HBIZ & % #c# 1543 %1 |, 55C
Tween20) 305 x1 M|, ik 2) 75% HB/25% 2xSSCT (SSC+0.1% Tween-20)
50% MeOH in PBST 304 x1 I, =ik 1543 %1 M|, 55C
75% MeOH in PBST 304 <1, ZHii 3) 50% HB/50% 2xSSCT 1543 x1 |, 55C
100% MeOH 30 <1, =ik 4) 25% HB/75% 2xSSCT 1543 x1 |, 55C
3) AL 5) 2xSSCT 1543 x1 |, 55C
75% MeOH in PBST 54rx1 I, =ik 6) 02xSSCT 1543 x2 |, 55C
50% MeOH in PBST 54 %1, i 7) 75% 02xSSCT/25% PBST 1043x1 ], =i
25% MeOH in PBST 54rx1 I, =ik 8) 50% 0.2xSSCT/50% PBST 104rx1 M, i
100% PBST 54 x4, FHiR 9) 25% 02xSSCT/75% PBST 10431 ], =it
4) Proteinase K (10 pg/mL) ALEH 10) PBST 1043 x1 [\, ik
4545 x1 [, 37C
5) 4% PFA-PBS H[H % 20 43 % 1[5 (4) DIG #®ERE (RIRDOFHRIL)
6) PBST ki 543 x 3 [a] 1) 7ay o7 60 7 x 1 [ol, i
7) AERKILE 5451 [l 2) TOMANVEET + AT 75 —E
8) 7T AL 10 231 [l TLAPL DIG Fab $ifk (Roche #t) :
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A Case of Cardiac Sarcoidosis with Complete Atrioventricular Block Revealed by Gastric Biopsy

Kenji Yodogawa', Masanori Yamamoto', Yoshihiko Seino',

Yoshiharu Ohaki* and Kyoichi Mizuno®
'Cardiovascular Center, Nippon Medical School Chiba Hokusoh Hospital

*Division of Surgical Pathology, Nippon Medical School Chiba Hokusoh Hospital
*Division of Cardiology, Hepatology, Geriatrics, and Integrated Medicine, Department of Internal Medicine,
Graduate School of Medicine, Nippon Medical School

Abstract

A 67-year old woman was emergently admitted because of fainting spells.
Electrocardiography showed complete atrioventricular block, and echocardiography
demonstrated reduced left ventricular systolic function. Decreased uptake was observed in
multiple areas on thallium myocardial scintigraphy; however, coronary angiography showed no
significant stenosis. Diffuse left ventricular hypokinesis and complete AV block strongly
suggested cardiac sarcoidosis or amyloidosis, but a definitive diagnosis could not be established
because histological evidence was lacking. Giant multinucleated cells were incidentally

detected on gastric biopsy, and the diagnosis of sarcoidosis was made.

(HARERRFEZEZMRE  2010; 6: 30-33)

Key words: cardiac sarcoidosis, complete atrioventricular block, gastric biopsy
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GPT 144 /1U/L
LDH 257 TU/L
CK 83 IU/L
Troponin T < 0.01 ng/mL
BNP 1,182.7 pg/mL
ACE 11.3 U/L
CRP 0.32 mg/dL
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The Role of Pharmaceutical Care in Intractable Epilepsy
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Abstract

Intractable epilepsy can be divided into the following categories: epilepsy refractory to
optimal treatment and epilepsy considered refractory but actually inadequately treated. It is
important to assess the individual factors that contribute to making epilepsy refractory,
because these factors differ between patients. We report on representative pharmaceutical
care, in which a pharmacist assists an epileptologist at an outpatient clinic, to demonstrate the
importance of pharmaceutical care in epilepsy treatment. The patient, a 29-year-old woman
with a history of forceps delivery, first had a generalized tonic-clonic seizure (GTCS) at the age
of 26 years. Several months before this first GTCS, she had had frequent sensory seizures
characterized by numbness of the left arm. Magnetic resonance imaging revealed mild atrophy
and broad degenerative changes in the white matter. Symptomatic localization-related epilepsy
was diagnosed, but we had difficulty administering carbamazepine, zonisamide or valproate
because they were poorly tolerated. We started treatment with phenytoin. The GTCSs were

not controlled at a serum phenytoin level of 20 ug/mL but were controlled at serum levels of

Correspondence to Ichiro Takumi, Department of Neurosurgery, Nippon Medical School Musashi Kosugi Hospital, 1-
396 Kosugi-cho, Nakahara-ku, Kawasaki, Kanagawa 211-8533, Japan
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25 to 30 ug/mL (275 mg/day). However, the patient continued to have sensory seizures twice a

month. As a result of consultation between the physician and a pharmacist, gabapentin was

also prescribed. Although severe drowsiness developed in the first week after gabapentin was

started, the patient could continue treatment by self-tapering the gabapentin dose as the

pharmacist had instructed. This pharmaceutical care approach has greatly reduced the

frequency of sensory seizures. Thus, it is critically important for pharmacists to administer

pharmaceutical care in epilepsy treatment, particularly considering that drug administration is

a core element of epilepsy treatment.

(HARERFRZER SRS 2010; 6: 34-39)

Key words: antiepileptic drug, pharmaceutical care, tolerability, intractable epilepsy
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Fig. 1 Clinical illustration is shown in the figure 1. The axial MRI scan shows mild
atrophy of cerebral cortex as well as the broad degenerative change in the white
matter in the right fronto-temporo-occipital lobe. Slight asymmetric shape and
volume of both the skull and the brain is also noted. (Upper left; T2 weighted
image, upper right flair image). Chronological change of the serum PHT level and
the process of PHT dosage adjustment are shown in the lower panel.
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Detection of Arrhythmogenic Substrates in Prior
Myocardial Infarction Patients with Complete
Right Bundle Branch Block QRS Using Wavelet-
Transformed ECG

(J Nippon Med Sch 2009; 76: 291-299)
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Clinical Features of Antinuclear Antibody-positive
Patients with Atopic Dermatitis

(J Nippon Med Sch 2009; 76: 300-307)

REHREGET b E—HEERBEOBEKRIMFBICOVWT
DIEF

W®OEAT? BRIV HFARRES INAME
A AR EERL R AR R B 2 A JE R 2 F R RS R 2
*H AR BB RS B 1L B BE Rk

BEY: 7 FE—HEE R (AD) BEF oW, ik
(ANA) BptEfE (+) EBERE (-) 122w T, BRI
% IR

Fik A5 AD 100 BT, REEEEE X3 T7EL,
HYtE o A O MZ % 3. WBC, WBC 4], /MK
%, ¥ IgEfii, LDHMH, $F% W IgEMH, ANA % il 2.
ANA (+) BT, $ids-DNA Ab, $iSS-A Ab, PSS
B Ab, #itkoflE b FEli.

BER:D ADEHE D 19% 2 ANA (+) (40~640 1)
O, WA ANA G 68% (1,004 F1H 68 1) 12
HUAEIZER (p=00001, +v X1 28). 2) ANA (+)
AD T, HidsDNA Ab 7% L340 HOHUES B2 5
EEFIZZ L. 3) ANA (+) OB AD T3, Hit#Eske
D Y (p=00346). 4) ANA (+) ADIF, ANA (-)
AD &ML, AFFEE IgE A I8l (p =0.0232).
5) ANA (+)AD &, FEREEE & KMIFEIEERE (r=0513,
p=00344), T JE B & LDHME (r=0741, p=00056) 7%
HEWZIEOMED Y. AD TI&, —MRMICTERERE & KA
BEEREL DS IEOM B 2 77345, ANA (+) AD TidZ L.

¥ ANA (+) ADIZ, ADOFTlonHiEH%
WL TW5SZ EATRE SN,



42
—JNMS O~N——
Journal of Nippon Medical School

Vol. 77, No. 1 (2010 4 2 H 34T

Summary

Journal of Nippon Medical School iZ## L T L 72
Original #iX D3I [Abstract] % HARER KFEES LM
ERIZAIC [Summary| & LTHEZHEHRBICT LD
LDOTY.

A New Look at Criteria for Damage Control
Surgery

(J Nippon Med Sch 2010; 77: 13-20)
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One-Year Evaluation of Combined Treatment
Intranasal Corticosteroid and
Montelukast for
Associated with Asthma
(J Nippon Med Sch 2010; 77: 21-28)
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L ZT = VEANTEA#EED THL T 7 VAV IVE

oY U F oy Ssoven) VB EDAL VTV
4 FomEAEZIH L, Ras, Rho, Rab, Rap 7 £ small
GTP HEHADOIREBHIi 2 M T 5 2 L Z 0 E L F
EEZONTWAS, A¥F IR, Filgt,
PLRSE, 77— 7 Reft, P, A PR aibRlT
O, EREL ORI MEINTED, KRR T
VIR ZE DI BRAE, 2 58RI LiE~ OIS R S
TWwW5h.

AR, BRAEILOYOr — b~ —F— & L CHBIREY
BRI X B IERRNBEIER L2205 5. SHBIRNIEK
AR (IMT) (&R0 OEZER 2R oM L
FHRTTHAL I ERHLNIZEN, bbb ikl
e oL E S XY PN YR BEEFRE L
OSACA2 W7 ¢, IMT 2SBERHF o.LME A4 XY b
WAL L 72 TR TH 5 Z & & #Hi L7z (Cerebrovasc Dis
2007). EBICAYF L OHEBIRT T — 7 OR@WHR, &
FAEHZBELTCVS. 750 —L07 55— O%HE, #
B, Weisth S SER AT A B L, i © b R
CRP R EDRIEX — N —HZDOIIEIZ % 5 2 EHVHE S
NTwb. A7 F > OBSRIEIER M O & & E CRP
W TR E LCAMi 2 2 e RECTH 5. MIEIRE
fEASITITIE H #PH C &% CRP 29 ¥ L5 L -8 % % 4
& L7 JUPITER RE& T, X% F »28iE LDL & &
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LICEEE CRPIRER KT S8, L%E KEhoR
SEZPIR LTz, MERE L NUVHPIEH TS 77 a—24
T =7 DR L7, EEE CRPREN LA LTS
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BITIRR S F > ORI 2RI X )OI A x> b A
HENBWREEZRL TS,

3. RIMVECIRBD TP & iEH

KE H—
HARERFKZENEE (DB - TN - B4E - RATREERRM)

BIRBEALIC & 0 5T 2 B 7R E oF B 3@ H S i b
HWF &b TWBIRERFRE ST, FERE Eio
RIEB L UM EHPEECTH L. FEHITREXEDYET
PR ERE, A, THAERESRAHEZ TB e LEMET
5. B CRBOT & EHE, SRR T 2 EIET 2
ZEITE D, R OHEEAEIH S B 2 & Aok THERR
ENTVEDS, DBETOREIIOWTIZEALLZINT
Whhporz, LAL, BEbMRETY, SRIE SIE
HEDBEHIZATF R ARBEHHT LI EICLY, —
RBLOZRTHATRETH 22 LRV THE S
72, BRI BO TR O 7- O3RN O BrE )3 H
BTHHZ EDHER SN, FFIZT MEGA Study TR
DEBORBOLZVEIEIZL RS F Y OMELBDTH
D, —RTFHOEEMNEZRLTWAS, HILF 2 &t ik
DIREDO—KTFHICIETKTHO 4155 ORRPH 5 L v
bhTwbd, —F, ZKFHibEET, ARBX EPA %
L7z 2Kk T Bish R A b 03 Ty S i

—J7, AT B CRBIC % o 72 Oh# b Bl %
LABERBLTWS, FIZIE, S OMEETARLETO
BEPAETEERAS 20 4ERTIE 20% 12 H BA TW22S, MK EHR
WEOHW & L HICH T —F IV E R L2 H i &
D BEBETEHRIL 5% BT & CIKT L7z, Bkl % N
= ¥ TIRVF % R (8 i O BRI IS — KAy T

Hoz.

WERIEZE 2 R 52 LX), Rt OEBOREIR
ThHAOERHLL, QOL OYFEEHDL Z ENRNTE .
LaL, —EIRA 5 72BERATTOHRAEICD EoTLEH
WA A 7T — 7 ViR # [Percutaneous Coronary
Intervention (PCD 1O 7 F L A b Twh, Nb—
YO YIZ, —EIET BRI 2 B RN & D L
FHTEAT Y VADAT Y M RMHALTY, #30% 25H
ORzE%RRZLTLE) (Bk%). LaL, mETE,
AT Y MIRYR—%a—7 14 7L, SRERIHHIR B
K& ATE S HANEMEA TV MR CTHHATE 5 &
IICRY, AL 10% U FICAh o7z 83k, PCIEE
IR N A S AT & OHRAA TN, TR OHEER ED
FHERBIIRIEZDS, HERENPCLICE W2, HIEH
APCLIZEWE VWb TWA. 7225 HABHERAT ~
FOWMBIZEY, HERIFAFTHL L OMEDMTE
72,

IR LE BT L, M, ORI ERRIS
MaEnsEHhof BE £ ORI EHEHNIEE
FEHLTWwS2% FRIZESHES [PsMfa il T& 5
HAEL 29b Lw., Thbaffiz X, EEROED R
MEED AL 53, —EHIE L - O b AT E %
HElbhs.

4. WBEZED T B & G
B

AARERRZNES (FifE -

B, DRI IR W TR O 3 ik Ko 575,
& T 5 HVAROBE R TIIERMNICEM O 5
BTW5D. WEFOI L, KHEMIEEERROMESE &3
IR LT E72%, INEERZBUIBMLTETWA.,

SEFEEREICLINZ, 7T —AMBREDD B, i
FEHRHFIL 150~180 ST A, LR E X 70~80 T AWV S
EHERTENTR Y, MEEREILOHHEERE O 2 50
HHELTWADONRHEROKHTH 5.

oL BERERTZ, BEMECESCREEDO TR L
BROBLRZ ST 5.

1. MR O—RTFFh

(1) e

B - B v = M)

BILEBRZEANOMARBDO A 77+ 1) Y AT, B
EHRBEIZ DO THEMTHAZERHLNERY), MET
BEEATKE VI ERET ORI A 7K TELRKEVWI L
PIREINTW D, WEHFEESNA FFA4 2 TEI7L—F
ADH oL VLNV CTHREERENERI LTS,
W E ORI HA%1Z 140/90 mmHg R & &, FHAE - h
EFHTIFE ST L v 130/85 mmHg RiiAREE HIZE L
TSI N TN 5,

(2) BEIRIF

PER B O TR IR 2 > o —vidd b
AATHHH, FRFICMEDT Y b—=VPBEETHLI L
AR S 7z, BERRE R TIZ 130/80 mmHg i DRk L
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WIEE HEEASER ST 5.

(3) mRILAE

IRFETIf bR Y F v ORISR * 7 7
FU YA ENE, 25~30% DEFERA S F LI L BN
FHRTPERIRDIFED LN TWEA, AT F U REHOR)
RIFFEH STV,

(4) LS

I 7 51T OB O R AT LA U O VRN AR
JEQ VAR T WL NLE>TETVS. f&
MRTOWT N2 FT 2.0EMEBEZTIEIIVT 7)) ¥
PRI N, BRERTB2VLTIVT 70 Y HRQOLE
MIENBREICDAT A UHERIN TV,

(5) mm

BTN AR L OEIED ) A 2 & 2R S TR AT
»Y, ZOMRREIPOBHMHAFIIHT S, LDk Rk
HOBFEE Y KRENZ EDPHPE SN TS,
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2. WZErp 2R O WG

HATYH 20054E 10 HIZtPA (F V575 —¥) 2%
SEFR 3 R LAN O IR\ ARRR S, B AR o i
BRI Re L T o7z, LA LAASS, BURCIRxmgE
BHED2~3% 1ZEL2 PABHOREZZITONTES
I, KR E LT, Bl RORE, Pk, PUBT IR
3, MR Lo nE TOAMERO BT
bHo TR\,
3. ORI

JibiA% 2 O P56 T B oo SR I S B I 1 0 8 B & B b e I
5% 5. fERHNFOEIIEARMIIE KT EFAKTH
D, BILE, FERM, SEIRMUE, W72 Loa L C g
W, GEE, B, EMEEEIT) LIk A, —K
TEHE DB SRS 25, PUIEHREICE LT
W, IR E RN I BUI MO R, OB I S AR 12
EPUBRFEFRE D TbN TV 5.

5. BB ER (CKD) OB & B
&F Wk

AARERRZNES (FifE -

CKD O3 EHM 0 9 HiZhpE % 1k Uit FIZIA
FNFL ZOFFELT, 1) BNCLBHZLEL T
5 R EA 2B A RAM R I 2R L, BE#E
BFELOKEZAETH L L, 2) BNEZOLEGTHR
BEDLOTEL, FENEOEIREL PRV E, 3)
CKD " KHBEAL~OHEITY R THBIE» ) TS,
DA N FORAEY A7 kTS5 L, 4) CKD D
HESTRUEICE L, SBRJMATRERLZE, &
LoRHsPEmE oI EPBFLNET. CKD BEH T
B LD HOMBEIEDY 27 DIE) BENZ ERMET IV
T IV ULNRVTOREATHDMEA XY+ OERKNFIC
HAHZEBHLNIIENTEY, CKD DT, FHI%A
EEDSEEREINDS Z LIIMROBRE VT

CKDOFBiZZDY A2 7725 —Thsb1) Hi
JE, 2) BERIR, 3) A FZ ARV v ZAEEEE, 4) W 5) M
BACHEE, 6) B, 7) mAHEI ) Hatko ¥k
A, 9) IREMA, 10) REEG Rt Lonh Ty
7L, BEEBEOYUEENLZETY. R ROZDIC
BBIRDSEHET, BRTRT VT I VRO E S E 3%
ENTVET. bPETIEIRBTIVT I v EmIIERmE
BHE D B TIRBSER & 7 o TW b 728, SR, JRH Cre
EEWEIC X 2 IREH ML (g/eCre) ZMAAGDE T
Mg 2BEIHY 3. T/, Md CreitEEMEL,
A & PR 2 S HEE SR IR R E R (eGFR) 25 L 5

CKD OEHFIZB W T FERBEORENSLETY. MR

B - B = M)

D B DAL TR LSRR B OBV E TS, LT
OARIMERFIE DA TR O R ERIKET I8 FFI2 1gA
BHE) OBEVLH Y, HEMERFT2LEIH ) 7.
PR ERAE B RCME 28, BOREWRBL ETIEAT
O A4 RHERLRPEPHISE, RIS IgA BHEE 1 il 025 Rk
T AT o D M L E 3

BIIR ALY O CKD 124 L Tl ARG B B o g & 2 2
T, ) MEEHE, 2) FREEHE, 3) AiMEHE 4) Mmpks
BH, REPEBELRY I, FFICEIMER CKD BET
FRICEHT 2 L FEIC, BIE A CVD FHE - R
OMNBEBRTTIHD . 20k REERZHD
YB72012H, CKDOBZRICBITAEMESEHIZ L R
e, FRMATOLESIH Y Y. CKDICBIT LMK
JEO B D) 130/80 (AR 1 gl L Tix125/75) % H
B 2) |AROWMH, 3) L=V - T UrXFT I UFRD
HNCH Y 9. SO HARRIME S MEEET A
FIA UDBUFTENFE LD, CKDOTRTDAT—Y
ZBWT, JBHIE LT ARB $7213 ACE FEMRME —2
WL ENTWET. ZHIE RAS BHESRIC X 2 B )
ReffFLCodbod, Rido.LImEE A X b OFHIzIH
EHIRFLCODOTT. BREESHEIT LT — A TSR
ZORNRVEZE L EWMEINTEY, SEhSEEIC
PGS B BN H ) T3, 27250, MBIz H%,
iKW 2 &k 2odiZe GFRIK T 2 & 23 -0 IIHER 5
~NETY.
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Immunohistochemistry in bone marrow trephine
biopsy pathology: A practical approach

Pongsak Wannakrairot

Chairman of Department of Pathology,

Faculty of Medicine, Chulalongkorn University,
Bangkok, Thailand

Immunohistochemical study can provide valuable
information adding on morphological data. First of all, the
specimen should be carefully prepared to get excellent
morphology and antigen preservation. With H&E stain,
all cellular elements in the marrow are assessed and the
lineages of all cells should be determined. The first panel
of antibodies aims to determine whether they are
lymphoid or non-lymphoid cells. These antibodies can be
CD3 (for T-cell), CD20 (for B-cell), myeloperoxidase (for
myeloid cell), and glycophorin C (for erythroid cell). The
next panels depend on the lineages of the cells detected.
The myeloid series blasts can be detected by using CD34
or HLA-DR. Many antibodies are applied for more
specific lymphoid differentiation, for example, Tdt for
blasts, CD79a, CD10, CD5, cyclin-D1 and bcl2 for B cell
lineage neoplasm, CD30, ALK and CDI15 for anaplastic
lymphoma and Reed-Sternberg cells. For plasma cells,
CD138 and light chains are used to confirm plasma cell
neoplasm. For histiocytes, CD68 (PG-M1) is applied. In
addition, antibodies for metastasis are employed, for
example, pan-keratin (AE1/AE3) and other specific
antibodies for confirmation of carcinoma. Finally, a
careful morphological assessment with short list of

differential diagnosis is essential for logical approach.
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David G. Pennington
Former Head and Professor,
Department of Plastic & Reconstructive Surgery,

Royal Prince Alfred Hospital, Australia

AEHBRIMBEZ I o TR REEBIT A 7513 T
i, MREOWRRWEIRTH L. X512, HEhLAED
FRRKELZBHATHY, ZNOHIHISL TR A2
MR A BN D L. ME DL 13l TRAM (B
REE I TH 505, HikEI1ZE A LA L 72 muscle
sparing flap %, Fifh% ¥ X T T X 24 DIEP (I
B KR E WS Z LT, MiBOBEIOBER~
NoT S EDNTES. T2, EFRRHBAIE LT
EdE SICA (R B MBEgIR) K<, -GAP (T E)IR
) RADFHATE .

AT E T2 1,000 B fe SELEFEZ it LT & 72
B, EICKERABEEHET 286, TIESIEP I8
WD LEEIBVTO, ERNTOMEYA (internal
supercharging) Z Bi% L (1993), RIFZR#ERE2E8CE /2.
COFFERBATIAAZ G E R L, HLEEH
DEHEERoTWS.

MR EBAT 2 W) AR R I LIILBARTHY, &5
CEINAEFZARECO2IC LTIz E%217) 2
L) HEEICHRY 2 <ED LIS, 1#1Blx KRBl
TRAIBETRLTOL 2L, BENRIEOZRETHY Zh
BEELLT—=FTHLHEE). HEMIANEHEANTIE
ol RERHE) oMIRBELR Y, B ORWES
bHLMERID, WEANZENLZYVOHFERD L LR
. T — DL EF o THOIXHEIZFRT 50 EE L 5.

(B AR
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1. The Development of Animal Models and Gene
Therapy for Gaucher Disease

2. Development of a Novel Mouse Model for
Diamond Blackfan Anemia

Stefan Karlsson

Professor,

Molecular Medicine and Gene Therapy,

Lund Strategic Center for Stem Cell Biology and Cell Therapy,

Lund University, Sweden

1. Gaucher disease (GD) is an autosomal recessive
lysosomal storage disorder caused by mutations in the
GBA gene. Previous mouse models with GCase
deficiency have either been lethal in the perinatal period
or viable without displaying clinical features of GD. We
have generated viable mice with characteristic clinical
symptoms of type 1 GD, by conditionally deleting GCase
exons 9~11 upon induction postnatally. Gene therapy
through retroviral transduction of BM from GD mice
prevented development of disease as well as corrected
an already established GD phenotype. The findings
demonstrate for the first time the feasibility of gene
therapy for type 1 GD in vivo.

2. Diamond-Blackfan anemia (DBA) is a congenital
erythroid aplasia associated with physical malformations.
Ribosomal protein S19 (RPS19) is the most common
with mutations detected in 25% of the patients. We
designed miR-30 miRNA-styled shRNAs against RPS19
and introduced them into mouse ES-cells under the
control of a doxycycline-responsive promoter. These
mice are able to compensate the number of erythrocytes
upon doxycycline treatment, FACS analysis showed a
specific defect at the CFU-E/Proerythroblast transition.
These mice will serve as a good model for DBA, both to
determine the molecular mechanisms and to test
therapies for DBA.
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Biomarkers for Acute Cardiac Care

Alan Stewart Maisel
Professor of Medicine,

University of California San Diego, USA

P 21 4E 11 19 H OR), 7= vNiiaske ) L & 5,
TEBREREENA A= I — DR THHRES V71 T
DT TV - XA L NVHEBROFBEXVBRIETHES N
7z. WL, [Biomarkers for Acute Cardiac Care] &
L<irbi/z 9, BOORIT N, =S —-o>TM?"
LMY TSI E o7z WOHRTEEHITS BT,
BENTH BT (i) AT vy 72 vehirsd, *
LA RMFIIHONT. TOHEREICAYD, WHERERIC
BIF B4+ 3= — 0k & 2y O FIEEET bk
GNAFT =D —DUETHD I L 25 L, NGAL
(Neutrophilgelatinase-associated lipocalin), KIM-1 ( Kidney
injury molecule-l) &% HF72. Foduiid, mOEM
THBBEF F)TAXRTFF (BNP) IZ2WTTHY,
DAREHBTOIDT— D —DEHRFFRDL-ORETH
. NAF=—h—%, ZToOWEHR, W, B5#% Wk
2L, WEEHFKEZIE-ZYV L L)L) T U T MHPRA
2 5. BNP HEHEZX IILOFB~——& 5 FHM
AEbELI LT, LYERNICERDOD L PR EE
WEEPTELI LN, LX) HRMHEF Y b 2ERT
LWNEHOBETH 5.

WHED L OEMICTHEICHE L TWwizZE, K412
HEHRGHBHRI TH o2, B izl2wiziElB L OH
KEMRFEFSHAFSEZ I LORFEBZITOLLD
WAL L RIFE T

(OCF - Al A)
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2008 FEF 4 FFBEREBERRERS

HIE : 200949 H 16 H (OK) 16 I 40 45

(—2] BIzTFHRE
FES R (AR (i -
HALER - N ACHER))

ERE1) FD BE(ZH (T 3 13C-acetate FFRHAERED
FRAM S LV GNB-3 Bz FE B O#%ET
W R M A HE
fEEHE T Rl
WRF (M - HALER - NZ-IAEEER )

&= - BB : bbb iid Rome- Il 53 3H 12D W72
FD #¥ B X O non-erosive reflux disese (NERD)
HE R, “C-acetate FFR R % VT, HHEN
fe, MEZLY) ME(T M7 L) v, FAT Y vik
FLY) V), B BEHEEBRRE LERSELTE R
(Digestion, 2009, 79, 65-72). Z @ #& H 7 5 PDS %
NERD &# Tl B9 B E L % 11 5 B3 25 30~40%
MHOEGTHIET A D bholz. Kk, 7TtF
WAL Ty =R =3I VOZEKRLEGCE
HOBH 7=y b EEEL TW5 GNB3 D #EInT
LI FD BFE BV THE SN TS, 22 Thh
biL, FD BHEO—HFIZE VT GNB-3 D a1 %Al
& BB O LR 217 > 72O C, e THE T 5.

#i% : Rome-III ZE#EIZHE W LI ORKER O H 5
Fizxr L, B US - WS - iR R LIk
SRR & AL L 72 FD &% 58 44 (EPS 17 44, PDS
41%) ZRRE L AERIGE - b 00 % -
ZefERK - B EAPL - BRSSO - MBE 6 D O EERE
RERE - B - FRRiRFRIc X Y 2271k (0~30) L
72, HEBIREOFEMI 121 13C-acetate M5 R ER: 2 H
w7z,

BR: HEREZNELL-FDEZERLD) B,
GNB-3 2%/ 3 % SNP ®NFIE T/T 13 134, C/T 2
36 %, C/CH8%4TH 7. DWTPDS BETIXT/
Tx10%, C/TA323%4, C/CH8L4TH-72. PDS
HOFPMIEREHETIEC/CRPL VHITIZH > 72
(p=007).

R HERMBE O & GNB-3 D EET £ MMl
VX FD ¥, & <2 PDS 3 o RE R I <0 i 5 1,
BICHERHZEEEZ b7

B BARERRZEHEE 2 B ks 2

R 2) AMEEMRMRICETEFEREFELTO

CEBPA BzFXEE
The CEBPA gene mutations as a
prognostic factor in acute myeloid

leukemia
i HEMEMT - BRSLL
FEHE i e - SFE A - R EOR—RR
SHAEES - N - AR
I F—
ARk (I - LS - AR M)

By SEE#MEEE (AML) 122w Tidkk4
P HEETFIB SN TEY, HIMERER fe R w
DA, EEEEFIC L IS ER S Tw 5.
GEbhbh I THEFRTFLEHMESINA TS
CCAAT/enhancer binding protein o. gene (CEBPA)
WCAEHL, BERFI AML I2BWT CEBPA ZERDOF#
HWT-& L ToEFBEMET L7

FiE L 5 1986 EH S 2008 4E F T Y HERE F 72
13 ORI 5 AML 168 6 % £ 5 LAY 12 i
M L7z. CEBPA Z 5 & NPM1 2 %13 direct sequence
BICCTEROGEZ M3 L, subcloning #: (2 TER%
fEEL72. FLT3/ITD i PCR B TER 2 H B L /2.

FEE : CEBPA £ 543 19 61 (11.3%) 1238 H 7.
Z D 19 Bl gt R T A EEE 17 ER (895%) T,
Z0) HLIEWBANT 9ER (474%) TH-7-. FAB
SEETIE ML, M2 2818 4ER (947%) & KL% 5
¥ 72. CEBPA % % | insertion % deletion 2% % <
(926%), nucleotide position 63C T ® % % 35
(263%) LEHEICHRD LN, T2 8 %R (421%)
TIX CEBPA IZ 2 WATOZER 2B D72, CEBPA LR
%07z 19 fEFI 13 JE B (684%) (& CEBPA HLph
DERTH-72. CEBPALEE (+) AML 196105
AR (0S), SAAEMEEIHALFE (RFS) XD
2 CEBPA wild AML 2/ LT, P& EEFOMHIHEE
B 5Nz (54 0S 424% vs 206%, p=0.09, 54 RFS
375% vs 152%, p=014). 60 %L THMKTF 14
HRIBEDOATHEN TS &, CEBPAZROAZET S
JEBIBE (10%1) & NPM1Z#® % 4 L FLT3/ITD #
HLRWIERRE (13 61) (&, ZoiosEsI#E (Flt/ITD
B &) G0#)) 126 LT, SAEEFRIZBW
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T, FBICTHRENTH -7 (429% vs 53.3% vs
115%, p=003).

EE 60T TR TF RO AMLICE
WTC, CEBPA 2RI TFHENFHTTHL. FEH
# AML o3& M e B AL oIS 7 & % L3 5 B
2, CEBPAZROMFEIIHHTH S

(FE=2] ERER
MR R ORI

HE) BHREMXREECS T 2RBERROD
MDCT (& B & & 3Bf%
W EE R
fROHE - TH
TR 22

BEY : B A X MG EICB T ARl E o5 R
MOBNZ ZRITICHFT 2 2 L IIFH TR, 2
O DBEEFM & HERL S 2 IlER 12D W T OSARI AL iE B
BELOVEMLRT T 5729, MDCT @ volume
data % FI\V> TR, MRS L 72,

Fi% 1 64 %) MDCT (LightSpeed VCT) TIE®
DOIERER CT @ volume data ZJH\vy, 1.25mm DK
WA 5, 5 mm EORWE - KIRWR 2 /ER L,
JifE L 72 W% 7 — % % Photoshop CS3 Extended 12 &
) WRIENT L7z, WRERHILER & IS & o CT A%
LZ b 25 8REE L, HE®RIRY — V2 Hw
THEFHR A VR L 72

WEHERE U TR g2 & mElL.0al4% - B REIRS
Mo BFEERML - T ORERIRA A% - B KEIIRAE - B2 E) IR
W BEEHERR - BTEEG - RIEAM - RELB IO
Bk A, GRS U CRREMRD S 088% - KEhIR
&« TRERIRTRAR - IEIIRGE - AR - SUE S A T
L7z, CoMlT—% 2@ &2ty LTER
L, IETH R EE RaySum Mif%, 1 5 i 2 Rk
RaySum Wif4 & EhE b, DICOM HgE L THE
L7z #HEY) — X% REKICHERTE 5 DICOM
viewer & v, PEBL L7248 RaySum Wifg, BEWr% -
TERWHE - ARG % MR L, V77 LY AT
A VFERICEBMEBERT- 7. 2, ERHIG%
YA VAR N DA R R @ N A By A

R - ZE  CT W2 S LDk i % A
Wrig - EIRWT(G - JIRWT R E T35 2 & T, #HEbil
R O B SR B & SO AL E R O IR
Dotz Fiz, ZONREREEFUR N HAMIRE S
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B LMERAMBERBMEMPYUL Tz, ZOHFEE T
2, DERBERED LT HEREOD 2 BHITBVT
RO FIETHEE TS LT, MWEHM X M B
ORI R L VIRE L EEZ O

TERE4) BRAEEIRICK 5 C CH0OREF

W RS TR - BT - finl Bl
fRRHE -y - g B ORARE
M2

B R0 BERZO I [ErE,IEZ] [H
FED—MeAL] 72 & [IEREREMIEE | LI 2 B
HEERENED ON D, FERERENEZ O T TIZIRR
OB L L, RROBFBRERLTFE (BT
P) I2HEEERIFLTWS. —F, JEREmEL %
ENB) & 2 & 3 B RAATENRE &I 2 R
WY ) omAEEL & DI, BERIVEENRE
EETHIEPMOENTWEY, ZOHFIZOVWTIL
FKIFH 22 E 5 03% v, 2 T4, bivbhdkren
% & JL 18 % 1% ¥ (functional magnetic resonance
imaging, LLF fMRI) % H\WC, #EERZE DSRREENY D
L I FERERERY R AT B IR Z AT O RO BGH 12 B W
T, ZORFOME%2iT- 7.

FiE 32 Nofw B hifseic sl 72 CEE4E
0 251+44). #ERFEIZ1E, Dysfunctional Attitude
Scale (DAS) A7 —WMIZHDWTIERK S L7z JER%RE
WY 2R ATEEIRD 5 IZHERE 2 T B RIRNDEL S N
YAHBEEREN, Chooxx—hTik [AS] 12
HTEELHE) D% (S Self ), Ml TldEmR
SNALFEIINUTEESL MUA] PFET 20 E 9 »
% (O : Other §f) IZx3 2 - A EOH MW %
fib¥/l. 022050 S&EMHEO0EMH 275
VELREIA IV TTERL, BERAVSENRENIID
WCEHI 2 479 B ORMIES & IMRIIZ & » TR L
7z. MRI % & & Philips #1: # Achieva (15T), fMRI
57— & OFHTIZ1Z Statistical Parametric Mapping 5
V7 by TR L.

R LI LT, O 4T, WiERE,
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