HAERKFEFSF

£10& 2014%2R %15
B &

o fERIZKD
BARERKZE HMEIORA
e JSKEY
BEBLEEZE/I\vF ISV TE
o iR Ei
112 DIEA & BREARR O 2814
o SEGIFRE
E ROFTH)VIIZ RICKD TRRERED 14
o ERBFENSESR - EEZRD
IEREBEN, #HEDEAS
o FEMIU—-X
HMEREREOBEPROLE - BHEROEZR :
BEOEBCK > CGREF4ARDTRICE o 18541
% &
TEREZEOE LS
o BhEREERIEKRD
TR ZESH S LT
o JNMSDONX—Y
Journal of Nippon Medical School Vol. 80, No. 3 Summary
Journal of Nippon Medical Schoal Val. 80, No. 4 Summary
o ERFLE
BAERMAKZEZSGHEES#HEE S

o=

=]

3

L)

VALY Y

Bt =& o

BREETF

e &E

e %

n . _ _

n
~N

@
n

nEn
[(oly Jeq]

(0]
w



o

Frk 26 £E BAEMKZEZRZERBELSE

= R & L

TRIC & ) HARERRZEZZEAE M E 2 "5 L 7.

. ICERE

(1) BEFAOERHFG T MBI IE L FOEBUERICHER L, HROBERLZEIFRFL ) 2205 L L
9. LAadoT, BZOMNREZHH7EL, IGHEBEH IR L, FATLHZEICHRY 5.
(2) IWHEHE (FV— 7 TIREET A ICIIAEAERR) &, IS5 HBE, ASXBE3EDLE, b

BEPTEL, HAFRLZIV—T"ELET.

HIAT %
Fi‘}%%‘bi, KR DIMERLF - IR - FRRES B X O E i O SE0HER (BREBIZ - SHE
at) 75*%0)%%%%7‘71 g O BT ISR EFHEZLAD ) 2, BHLAAT S W, 2B,
EHE%% HepE, BEEEY, EEESCGRUN) oARE 1 (L) LHEF7—% (PDF) Zff
B TITEMT S\,

WUIHAR  ERR 26 E5 8158 (K)

BHHAS : T113-8602 REMXEAXTEAITE1ES S
BRERAZEXSEHR (BAERKZEHRFERKERERN)

BOEZL, KEFENICEEZRBRYRITITITWET.

(1) —WEEZL, FHICIDHEEAL, 5HUNEERETS.

(2) ZWEZIZ, —KBEEBED T LEY T = a Y270, WBREZREALRKELZZT 5.

(3) WEMIZ2HDANET S,

BENEYH S FK 2647 H FAOTFE

BENZ, 882 HHAERKFEFAEBIZIBLTITVWE Y. SEHH I, BR BIEB I OREEN
PEOLNET. T/, HH, ZEMRENETZHEHL CW2EFT.

R 26 AEFEICRIBE D N THEN OO ENGEE SN TV S HIF THRE T S,

LB B ZE S NY41E, Journal of Nippon Medical School I2# & 7- L 9. E#ERAETOR
o R OE S E L Rl 7]‘34 YR BZHMEXBHEBLTT S W,

"I AR EFR L %), B @ HUN) #WstkiE JRAIE UCi 45 A T) & 3556 TT.
IHMMIIAREF— 2 R=I S HTLTFE v, (http://college.nms.ac.jp/individual/ma_nms/)
eI SR L TTF 3w,

VI D BUERNC 58K U 720 FE i B 9 % i

*FEZOLE T HARER R RPN 2 BEASFHER (RERRN) (2B03) ~BHEH T 3.

BilWwEbEk | EEAHEER A (EEERE © 03-5814-6183 IR : 5111 #F
Fax : 03-3822-3759 E-mail : manms@nms.ac.jp)




— B k) —

BRELEES =
H AR R R A S
KFBE R FERE /R #d% (g NEF #5515 )

FH25 AR XY, 1302 RZ BELRDOH L HRRH KR FOEABELFEMLE Lz, AP, RUELEE
AT FNT [THT7IXALOHB] OBFEORT, [FEMBLEHETIEOECEM, EFZFOFR] 2 80F
MaE LTI, M EHMAERE S, 2L e AlEZ RO ERAOFER LK), TNETIZIHA
2 HEIREE, RFEE, BRBREHFHEZHENLCE T L.

wF, BUEHEEZ DI TEATYE ) 58S, S TAERFERER LZOFHIIEETHY, Thrbid, £
DA R S A OB KL Eilk L2 FMABRBEEPLEL B> TWET. Z0720I121E, ZOEHE KF¥D
HHEZTHIRET HZEDVEETH ), HADP R THERL TV ELEHE2 T 0 VESRME LY ET. F72,
EDREORFEHE L, WA LR, BETLZ7 I T LU, KR¥AM, FAEME I, REeMELNEL T
52 LiE, YRS ESNAMmENTY. KL, [EFHEOEBIEE ] 258 L 0B W 2 LH 2 Y- THED L)
MTHEATHET. ZORREMHEILDDICT B0, [HHORER - e EFRERIC B 2 IREE | 0%EBl%
E, 7ra—rOULR RO EBATROBRSAED b o TnET

ZOEH)BRIKWTT, TN o0HE, HARERRKZZ, [HEoORKR] 2402 %7, £9, 7723y 7 IV
HEDOLNLPT, FMTREVNRESEICRY, HAREAGRPRFERELZLHICTLI IRV ET. 2
KFFEOUAM, TERDOMIEHEEHE M THEORK T LHmbEOHEE, % { OREFER, BIRREIR DT 4 DM 2
E, ZL OBEPFREICHFE L2 BICEEOIENZMZ L)L LTwET. 2o X)) ], Z{ol#ErFHINE
T, FREMEL, Bk LD, NEEDETEIYo T ELVEREVE T, HRNTOREBREOKE 2
HEN, BERSOER, PROBLZZENENEILZ, BUG, TR, BEFERZ2ECHSOEELEE AT, RO
ZADPECWPLVERBEZRIENTLFTE2THILELEZTVET

R NE, HEEL 2L, Z2EOMRERESEZEZONET. T, o, TAEO EoHigE b %
BEFRTY. FHOBVERRT S —BRICHER RN OBMA T 2 RER SN T ET. ZoRRICHEL
T, ZOMEZRIRNZ Y B2 UL, THAROEZED X v | IS 5 HARERFKZEE, 243X, FTIEIRTR &
EhaifizEoohs e BnEd

(%A 12013412 H 3 H)




HIEKE A7 2014; 10(1)

WEBEEZENYF IS T

At AT il #mr &l WY
VHARBRM KRR (V27 24
FEINRSEF Y NE Y T — Y a vk vy — BT R R R T FE T B S e R S B R 2
P AARBERFR K2 B B 2 SE R AL AR} 22 20 0
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Antidepressant Action and Hippocampal Neuronal Plasticity

Katsunori Kobayashi
Department of Pharmacology, Graduate School of Medicine, Nippon Medical School

Abstract

Antidepressant drugs are widely used to treat mood and anxiety disorders. However, the
cellular mechanisms underlying their therapeutic effects and adverse reactions are not well
understood. We have shown that chronic treatment with the serotonergic antidepressant
fluoxetine causes various changes in physiological functions of granule cells in the hippocampal
dentate gyrus in mice. A lower dose of fluoxetine can stabilize serotonergic modulation at the
synapse formed by the mossy fiber axon of the granule cell onto the pyramidal cell in the CA3
region. A higher dose of fluoxetine markedly enhances both serotonergic and dopaminergic
modulations at the mossy fiber synapse. In addition, higher-dose fluoxetine reverses the state
of maturation of the dentate granule cells in adult mice. After treatment with fluoxetine, the
granule cell shows immature physiological properties, including higher somatic excitability and
reduced frequency facilitation at the mossy fiber synapse. This “dematuration” is induced in a
large population of the dentate neurons and is maintained for at least 1 month after
withdrawal of fluoxetine. In a mouse model of neuroendocrine dysregulation of mood disorders
produced through chronic treatment with corticosterone, the fluoxetine-induced plastic
changes in the dentate gyrus are facilitated, and the granule cell dematuration can be induced
at a fluoxetine dose producing blood levels comparable to those in patients receiving chronic
fluoxetine treatment. Our findings suggest that the fluoxetine-induced plastic changes in the
hippocampal dentate gyrus are candidate cellular bases involved in mechanisms of action of

antidepressant drugs.

(HARERFRZER SRS 2014; 10: 6-12)

Key words: hippocampus, antidepressant, neuronal plasticity, maturation, synaptic
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A Case of Leg Ulcers due to Hydroxycarbamide

Nao Tamura, Takashi Ueno, Tokuya Omi and Seiji Kawana

Department of Dermatology, Nippon Medical School

Abstract

Hydroxycarbamide, also known as hydroxyurea, is a nucleic-acid metabolic antagonist

used to treat myeloproliferative disorders, such as chronic myelocytic leukemia, polycythemia

vera, and essential thrombocythemia. We present an 85-year-old woman in whom skin ulcers

developed on the posterior aspect of the calcaneal region bilaterally after she was treated with

hydroxycarbamide for essential thrombocythemia. The ulcers were resistant to conventional

therapy but healed 1 month after the discontinuation of hydroxyurea and the application of a

steroid ointment. Clinicians should therefore be aware of this potential adverse effect of

hydroxycarbamide.
(HARRERRZARA MRS 2014; 10: 13-15)

Key words: skin ulcer, hydroxycarbamide, Hydrea, essential thrombocythemia
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Fig. 1. Irregularly shaped skin ulcers with surrounding erythema on the posterior
aspect of the calcaneal region bilaterally.
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Normal Population, Estimations

Mariko Giga
Department of Mathematics, Nippon Medical School

Abstract

The main part of the statistics is an investigating of the population by using samples. In

this issue we state about a normal population first. In statistics we assume that a population

follows a normal distribution in most cases. It is rational practically and theoretically. Another

subject is the idea and methods of estimation (point estimation and interval estimation). We

understand that point estimation itself is seldom used in the medical scene. However, the

maximum likelihood estimation that is considered under the claims in point estimations is used

as a value in several statistical methods. In interval estimations we can discuss the accuracy

also.
(HARER KRS 2014; 10: 16-20)

Key words: normal population, central limit theorem, point estimations, maximum likelihood

estimation, interval estimations
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An Utstein-style Examination of Out-of-hospital
Cardiac Arrest Patients in Saga Prefecture,
Japan

(J Nippon Med Sch 2013; 80: 184-191)

EERICE T RN VFIEFDIY 21 2 HERADS
DIRE

ANEE S BRAKE—R FAHE PREL
Wrky FERE— Nl SRAmE

NIEFHF RN
PR AR i e dr f B > 7 —

Ta vy A4 opkig, BRALEILBICE S % dhig o
EERY AT L2 EFMT 20T LTS, EEEOH
PRI & H OO AT L~ OB 2 X L 72,

FiE 0 20104E7 H 1 HA S VAEMISHGEH T2k
s N7y & 4 B 800 . %T@%Yﬁ[ﬁiigﬂ%l’i
WEIZ L D ST, OAFRAREERET (G -
PR - R - AT - BBEOFH - WL - WAERREE -
WEBERTEEBAT A - IGANE - DI E oA - 1 R CPR
DAL % T

BRLHEREE, D (242%) - E (268%) HIX A
ARIR, ISERIZA 8:25) -D (8:07) -E (8:
12) WX CTHBIE . HEFERIZE (421%) WX T
AHEICKL TRICX 2CPRE T A (440%) - D
(419%) - E (379%) WX THEIK .

HBEEE BB 2 0RO ESH LN LR,
ey AT L OWHEIE T - 72, HETREOE ol
Vi~ = 2 7 VO RE LSE. B BEasEn
PO OMPHENOYEH Y FIa—VHEE EBELKOAT
17  EBICHUSICAE N T 20 0 OER D EE.
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Improving in the Fasting, but Not the
Postprandial, Glucose Level is Associated with
Reduction of Plasma d-ROMs Level in Patients
with Type 2 Diabetes

(J Nippon Med Sch 2013; 80: 200-210)

2RIBERRBEICH T 5 1IME d-ROMs DA (3 B M
BEOHETII AL, BEFMEORECEET S

ANEE S EREERER SaARsEm BRIk
ANEsE fdk— ERES R
REEE= KEFH—

HAERRFWEEY: (IE5E - IFIE - B4E - RaiiEiem)

Bo:EIL A b L 2 & L T diacron-Reactive
Oxygen Metabolities (d-ROMs) Z H\T, 2 BHE R B
FZBT B EERLARIE D Y PO —VEEED 5 VI
MBS B o 3% B & 1% d-ROMs D IR A EE & o> B 1k % 1]
LMITHZERHME L.

Fik o ARSI AT OB RIR RS & U“ﬁ%ﬁ&“(“ﬁﬁﬁﬁ'
MEB2FHMBICOR, 3k, 6Kk X UOHEY KOOI
Pid L OBILA M LR & LTy dROMs Z il 5E L 1 Jul
HoHNEBE L Citsk. ZOBBERMBIHRSEZ B L
By bu—veEHI, 2 H MBS X U dROMs H
WEB) Z 5tk BT~ ba—)vdah EBbR L REYGE
OB % A H A BIEEE S & OF d-ROMs % B i #2 T 1i
i (AUCarons) % FIVTHRES L 72,

#R 2 H »FPG, AUCw, AUCr, MAGE B X O
AUCuroms (& 1 BIEICH LA BICWA L72AS, CVec lCAH
LIRS T o 7z NS H NEBIREESGEE & AUCaroms
W OME TlE, FPG B & U AUCh % & AUCaronms
WEEIIAERIEHBE 28D 7225, AUCw, CVeieB LY
MAGE 3% & AUCaroms L5 BEIZ A E 2 AHBIIZ R0 72
o7z

EER 2 BB IR 1B W T, i d-ROMs B3 ¥ 1%
BRINBETIE R, RIS L B 5 2 L &R
L7.
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What  Characteristics at Baseline Are
Associated with the Glucose-lowering Effect of
Colestimide in Patients with Type 2 Diabetes
and Hypercholesterolemia  According to
Response to Treatment?

(J Nippon Med Sch 2013; 80: 211-217)

2EERBR S LUOEALATFO—JVNEEAF T B HEEIC
1T 5 colestimide DMAEEKTHRDORICIE, HERIG
BOWHhEZERIPESET D

fAEl ARH-fEHEET  FHiMl
HM-TRET AR A
PCRREAREE ARG SRLigua|

HARER R R B SR

RE#E=

Colestimide %, A A+ Y WHFEO1>THY, 28
PERFHEEOMBED Y PO — Va2 YHBTH I EBMESN
Twa. L2L%255, colestimide DIMBEE TR R %2 L
ARV F—, I Y VARV F—IZOWTHE LBk
AR AN

W& - Fik AR T, colestimide iR F @ 2 B R
wBEE (B59%) KBTIy Fu— VIR, JRESL
X U body-mass index (BMI) % iRIEEBALEA S 24 JA M I
BT L7z

EHBREIC I L 24 BRICBW T ) anErynE v
(HbAw) #515% BA EARTF 3 % %, MUREAE 20% UL RAK T
T5h, HIZVIELOMFERTIDEL ARy —L L
(40 %), HBIZHIRIC HbAw & 5 IR ILEE [ (FPG)
WENZEN115%, 250 mg/dL & ) K7, HbA. DT H
15% KA, @ B\, 22 R O T A% 20% A,
HEVEEDOW T ERTODE ) Y VARY =L LT

BR: VARV —BIIBWT, colestimide IR 24 A
#ICFPG B X U HbA X, ZNZEN 19691 mg/dL » 5
125+47 mg/dL, 91%20% 25 70£09% & H =T
L7z (P<0001). —J, /Y VARV F—=FIIBWTIZX
HbA2377229% 75 76+12% (P<0.05) & A &F K
T LAUAAE B RZEIE#RD % %5 72, colestimide i
DVARY =% HWERE LS ERBIITHE VT,
T, 4, BIZEBERE O T ERRRfE, BMI & X OHRIE AT
DAFFETHIIE S b BIE B R O HbA L B X OIRARE D1
EVEERHHERTH - 72,

WS O HbALB X O © FAE D,
colestimide O LB FRYFAZ K Lk Sy, oMz L 725
BEG25.
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Developmental Changes in Left and Right
Ventricular Function Evaluated with Color
Tissue Doppler Imaging and Strain
Echocardiography

(J Nippon Med Sch 2013; 80: 260-267)
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Clinical Significance of Blood Coagulation
Factor XIII Activity in Adult Henoch-Schénlein
Purpura

(J Nippon Med Sch 2013; 80: 268-278)

EX A Henoch-Schonlein %8 5 |+ 5 MRS ESE X B
FOBKHER

JGEROE RAMR
H A BE R B2 B

BRI I4akE]

/N2 Henoch-Schénlein $83E (HSP) Gl I e[ 45 XTIT
W7 (FXID) {GHAKT & EREEORESME Lz o
I v ¥ AU G ST 525, B A HSP IC
LTCREPRIEF Y ARV, 22 TRIHETIE, 4
Bl N HSP (2B 5 i FXIIT G &, BRI O B,
B REAER, EHREAR, BEERAEAR, BOEREIR & oo Bk & REl
SMICHES L, i FXTIL 3 P 58 Ak 25 B 5 o 389 T
WIZHEHTH 20O TEHiL7z. £72, £z <
FXIIL i Feft i o BRI Rh A 2 452 U 7.

Z ORGSR, M FXIT BT, A 3 71k L7z R
PO TESE B, BEERREIR, BIEREIR D Z h2h & ik M L 72,
L 7% b AEIRASHIAE T 2 W IR SIS S IR FXTIL 36 P o KT
BHRON, ZOBRFERIIAL L7ER S R L7 2L
T FXOI G EFERICEAABIC LA T2 L 2R
L7z, —7, M FXID &P BHE RO 2 2 7 & i3
Ladol L7zdo T, Ml FXIL AT L Tw
ZIEFNITHILEIRZE H 5 WV IZBIETHRZE 2RSS LTV 2 i fE
AT E, ZLTINSORERD BT K
FXIIEWEMESHFHTH S PN o7 —
Ji, SRBEOFPH, MMM ERE, M IgA EIXE -
LEREDORE LML RD L h o7

W, BIFEEAT A FIEROREGA T TH -7
BN HSP 7 B FXIL M e i 2 470 72 & 2 A, 7THIA
Blo B, BEEREIRDSEE L22s, 3BIOFREIRICD
WCTIHERITH o7z, ZOREN S, FXIIT i FSsE s
N HSP oM, BEIERICETH 2 L W 24, BIE
RIS T BRI OVTRBEWN E # 2 7.

Efficacy of Steroid Pulse Therapy in

Combination  with  Mizoribine  Following

Tonsillectomy for Immunoglobulin A
Nephropathy in Renally Impaired Patients

(J Nippon Med Sch 2013: 80: 279-286)

BEREEEZE TS GBABEICHT 2RIHEEEREZ T
O4 K/NIVZ+ IV ERAFEDREDR

SRR K
Fr =gy

AR BRI EE R B 2R TR B I L 2
PHARBER R AT A B

H AR BB R R B R 2B JER A P L 2

whA— SN

BEY : B0 IgA BHEICH 3 2 Rk A 7o 4 F
POV (@t SV R) FEEOHE NG SN TW B
EEERE IR TGN K 3 2 A RIIAECH 5. Bk
BEEx fhv, WEIMREZ AT 5 IgA BHEICH L, Wi
PVAHBIZI VY E Y (MZR) 2L, AFuAf F
AP G 2RISR L2270 s a vV TiEEE T 7.

Xt & - H ik 70 % K i A D eGFR %320 LA F 60 mL/
min/1.73 m* K O IgA BHIEBH 18 Flzxt g & L7z (&
JEFIC RASHIHIBEME ). B 1EBBICATaA F
2NVA 3 HB ZATV, ke LTROATa A FEITM
A MZR ZBEAIEE L, VA1 Z—LVOAhE LT,

BRI IFRCIAZBREEAROBIZRD, 389%
DIEFITHR L7z, MRIZTRTORER T L, 61.1%
DOIEBTHI L7, TR TeGFR OWFE % LD 72
(424 +11.9—50.1 =159 mL/min/1.73 m?).

RIS BB A LB LT D TgA
BHEWZKT LT, RITROYEL &b ICEREIRE RS
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Efficacy of Therapeutic Hypothermia for
Neurological Salvage in Patients with
Cardiogenic Sudden Cardiac Arrest :
The Importance of Prehospital Return of
Spontaneous Circulation

(J Nippon Med Sch 2013; 80: 287-295)
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SONERAERSE, B OO, RARSRERS, HEME
TER F TICK A B LRI W TR, BRRATR, O
EILDERE, RARBER O/ VA ¥ LRI
BOBRIZOWTHHE 21T - 72

R R R0 15 % 1578 CIE AR ai o
MLE, AiiasEs <, B OO B & AR L I AT R 2 o
72, ZAERSENT TR BEET B CoOHAT B AT BT 2 fli 21 7
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Chromatin Remodeling and Histone Modifications
in Thyroid Hormone-dependent Adult Intestinal
Stem Cell Development

Yun-Bo Shi

Section on Molecular Morphogenesis

Program on Cell Regulation and Metabolism

National Institute of Child Health and Human Development
National Institutes of Health, Bethesda, MD, USA

Thyroid hormone (Ts;) plays important roles in
regulating multiple cellular and metabolic processes in
vertebrates. Dysregulation of T; signaling results in
developmental anomalies and pathogenesis. We have
been studying the Tsidependent postembryonic
development of the small intestine during Xenopus

HEKRESES 2014; 10(1)

Bl

\;E

Y

metamorphosis as a model to clarify how T; regulates
gene transcription during the formation of adult organ-
specific stem cells, which are essential for organ
homeostasis, tissue repair, and organ regeneration
throughout adult life. T:; is known to exert its
metamorphic effects through T; receptors (TRs). TRs
recruit, in a Ts;-dependent manner, cofactor complexes
for chromatin remodeling and/or histone modifications.
We demonstrated for the first time in wvivo during
vertebrate development that TRs induce the removal of
core histones at the promoter regions of T; target genes
and the recruitment of RNA polymerase. Furthermore,
analyses of a number of histone activation and repression
marks indicate that tissue and developmental context
influences the roles of histone acetylation and
methylation in target gene transcription during Xenopus
intestinal remodeling. Our findings provide important
mechanistic insights on how chromatin remodeling
affects developmental gene regulation in vivo.

(L3 0 B #H7)
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