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A study of clinical practice based on the questionnaire survey of medical

students

Nobuyuki KITA" | Takashi MURAKAMI" and Kentaro TAKAHASHI?

1) Departmernt of Obstetrics and Gynecology

2) Department of Community Perinatal Medicine

Abstract On the basis of the questionnaire survey of medical students, we examined the changes in the evaluation of medical

education, while presenting the efforts of our department. As before, we have implemented clinical experiences on a

one-to-one basis under the guidance physician, but the differences in the capacities and the technologies of them have had a

tremendous impact on fulfillment of the clinical practice for medical students. Therefore, first of all, we have made an effort in

the education of the guidance physician, then, established a novel educational system, for example, innovation of laparoscopic

simulation in the clinical practice and construction of a curriculum that can be participated actively in the surgery. It is believed

that efforts aimed to enhance clinical clerkships, is an effective means of not only improving the satisfaction of medical

students, but also raising a high level of outcome based education.
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Cancer Chemotherapy Regimen Registration System

at Shiga University of Medical Science Hospital
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Abstract

The use of anti-cancer drugs and their combinations are becoming complex, because various new regimens for treating different types of

cancer have been developed. In fact, a lot of regimens for cancer chemotherapy are being used by clinical departments in Shiga University of

Medical Science (SUMS) Hospital. Safe and appropriate use of cancer chemotherapy can be partly achieved by management of regimes

through standard rules and appropriate judgment by chemotherapy regimen committee. In this manuscript, we describe a review system

facilitating the appropriate choice of regimen in SUMS hospital. In addition, we evaluate the recent roles of chemotherapy regimen

committee by examining cancer chemotherapy regimen data from 2010 to 2014 in SUMS Hospital.

Keyword Chemotherapy, regimen
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Acute left ventricular thrombosis in a patient with dilated cardiomyopathy

Noriaki YAGI'’ , Masayuki YAMAJT"’ | Hideki ITOH"’

Takashi YAMAMOTO!’ ,Toru ASAI?’ , Minoru HORIE "’

1) Department of Cardiovascular and respiratory Medicine, Shiga University of Medical Science, Otsu,
Japan

2) Department of Cardiovascular Surgery, Shiga University of Medical Science, Otsu, Japan

Abstract

A 49-year-old male was admitted to our hospital for therapy of congestive heart failure. He underwent
echocardiography, which revealed severe systolic dysfunction of left ventricle as dilated
cardiomyopathy, while we were unable to detect thrombus in left ventricle on admission. Coagulation
values for D-dimer, congenital antithrombin III and protein C were within the normal range. He was
treated with continuous infusion of carperitide and furosemide.
Though he immediately started to receive both heparin sodium at a dose of 10,000 units/day and
warfarin potassium at a dose of 2 mg/day to avoid thrombus after admission, activated partial
thromboplastin (APTT) time and prothrombin time-International normalized ratio (PT-INR) failed to be
sufficiently prolonged. A few floating thrombi about 2 centimeters in diameter appeared around the
apex of the left ventricle when his left ventricle was assessed by echocardiography after only 3 days .
Emergency cardiotomy was performed and all thrombi were successfully removed. This is particularly
important because thrombi could fall onto the aortic valve, which could lead to sudden death .

Keyword
dilated cardiomyopathy, anticoagulation . thrombi, echocardiography, cardiotomy
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Influenza outbreak in a university hospital

Shinichi KINJO, Makoto OSAWA, Ayako KOBORI, Mitsuaki ISHIDA, Tetsuya OGUMA

Tomoharu SHIMIZU, Satoshi KUROYANAGI, Tetsunobu YAMANE, Toshihiro SAWAI

Jun HANAOKA, Shinya KOSHINUMA, Yusuke KOIZUMI, Masayo SHIGETA

Yoshihiro IKUNO, Masaki SUMI, Haruka OKAMOTO, Akiko FURUKAWA

Miwa TAKEMURA, Kanae KAWAI, Masumi KUROSE, Yasuyuki MINAMINO

and Yasutaka NAKANO

Infection Control Team, Shiga University of Medical Science Hospital

Abstract:

An outbreak of influenza(type A) occurred in a ward at a university hospital in February 2013. A total of 17

people (5 patients and 12 staffs) suffered and it took 8 days from the recognition to the end of the outbreak. We implemented
precautions for droplet infection including the wearing of surgical masks, restriction on working of the suffering staffs, and
isolation of the suffering patients. We also restricted the admission to the ward and the acceptance of patients on Emergency
Division for 7 days. We speculated that the reason for the early termination of the outbreak, even in the endemic season on
influenza, was the implementation of the aggressive detection of symptomatic individuals using virus-detection kits, the
thorough precautions including the restriction on working, isolation, and ward closure.

Keyword: outbreak, university hospital, influenza
XL ®IZ

A TNEPE, ATV P T AR ETHRR
LT 22O MEREREIE T, FE R P THATR
HHN TS, BRI REF TIE 1~4 A FHOER
M 28T, 22RICHEE (38CU Lo Esy), I,
BB, FAE - BEER R S AHBL, &K%

7o EOMERIRIER A T AT HE< . BE I 1 EE ATE O
R TR D8, Wbhwd e LR TEHE
KB\ NONERTH D, ERBRPEREIETL< L&,
S, BHETANORTHRIKICLHDRIEKELTHY,

filzgEfEE bbb Tnd V., F2, ST
NP ORBYPRTFEE LTI, REFEBEELFEELTD

Received: January 9, 2014.
Correspondence: 18 [ Bl K51 750 bt IR 9 Be
T 520-2192 JHE 7  HA d WT

Accepted: March 19, 2014.
0% 25 N BE - K
nakano@belle.shiga-med.ac.jp

Pextsfi F— o REp JeE



& B
BTy b, BEAMEERIRE L TOFRWEDOTFE
BAENBETHS. A 7NV TR, 778 2 /i
FEThHoTh, EERDORORBEMEBREML, KE
BIEROHZTA TN P4 N REREL TV D
TEEARNBERG KB DR ORI S A7 < A
78, KRl h— b MEOBRBEAE L, RIE B
DDLU, R, RERSOEHAEERRICE
WCTIHAREZRRVBELED TEAENZZTF 7 v b,
FHREELFITTIRETHD V. ZOX I ITEREN
NI, RWMRERPHE T 2EEIERT 7 h T LA
7 LTeaE, TEHMY RENICEmL, MY RIS
WMOMATHNS ZERLELRD. A, MR- K
BB (LLF, W) BT, f 7z PFick
570 NT AT EFHERBRLIZ-OTHETS.

ZwE (£1)

UEETIE, ABRBRELDZWVIIBENA v 7L W
THDEHW LGS, RGeS~k 5 2
LE, BRTHIR~=2T L TED TN D,

2013422 A 25 H, MERERANBIERM 1 4081 70
T HEBE (UTF, 17 rzrFegiani
LOFA IV U HBEBREICLDZ D) I2L-T
AVIZNECF ALBR SN EERD D, BEE
L7-MER g NEHERT 2 A A B AL Z I ELOFHENR
BEBLE. Z20%, BRHEANR TABRFORE 14
NoA 7N F AERBRBE L. ZoBEZ, il
MERZRNBHEMOM Y BE T, MAOY b REAE
BHTWE. 4 AWK (LT, $RE) AP TH-
722, HE~REELITo7-. FELEHFICHOVTITL,
FIREEMHKEO E, FPERISRANRER 2 A TRIEBIE L
MEG RSB S 1 4 IX AL Z I LD TFHINRAE W
WhL 7.

2H 26 B, FH#EM1ANA 7Y A LBEE
N, ZOFHEMIZ, AL TP AL DK
SHE-BEICEESEMLT W, ZORET, HEX
Xy TEBI, Y=V AN~ AT OERLEFERED
FEREEBTRLEDN, £ EALZIEALOTEENRIZEN
L7gmoiz.

2027 H, MRSRAREM I A8, 700 % A
LZWrsie. 3 HEnZ, gL o= o
BELOBREBESEMI L 77—, ZOEMIX, A 71T
Y E R S LDENT, B2 O ORI OBE
EEICHMLU TV D ATREEN SV, BIRE L MO L,
Mg ZR A BEABRRE 2B (174) A EBEALZIELD
THAREEB L. Z0%b, HEM3IARA T
NI ALBEEN, 2D HL0O 1 &4 EFRENKT
HHEL TN T, REHEMLZRESHEM2 4 & A
SERE 1AL IEALOTHRNREZFEHRL 2.

2H2H, BiBLEDVAEBAZIELD TEANREE
JE L TV MR RN B ABE R DRBENGA T
FARBRH I, ZOBFIX, 2422 HIZABEL 2
A 26 HIZF I (Fa eS8 T i 56 20 B BRIf ) &2 520 T

H

[ESN

2H2T HOKR LV MEREEZSHB L, #2 A 28 H
PR LK 40 IS RERRE N TRERGRER L oo 7= (I
R ORRIL, [MERMKEEZHIALTWS. JRA
ELTODBHRRObLDO LB bR, MEKEND
FEESNE. —F, A7 W A OGS H H
L, £ 7= FRE%E, FiikRECLYLAM—
ME R -BAMI 2~y F>2MWEMKER EDN
72). £, Bl E#M 1408470 AL
Zhrsin, 2 4288, WH~OMBEEFRH ORI %
WELZ., LML, 2H 2 BOX HFIZHMEHEY LT
WHDIRAIEI N A 7 A LB EN, HiE &
BRI EE, MERAEANR2EAER, WRERAR 2R
R, RABHARER, WHEEME L OWHEORR,
RO MAGREZ T ANRFIE L, KAHEIZL D BEK
ALED, RaAdz2hRAEZTTANLFILZRE L.
72720, UBEr»D o BRFICRTLEFEBICED
BN ZRIEE ER D Z AR, KAz kb
SN B LA BFICONVWTIEZT AR LW &

Lz, 0%k, BH#EM 1 ARSI 70 F AL
SWrEh. ZORRT, E 24, File 4, 3K

FAm 14, BE2ADOF 11ABA 7L ¥F A%
FIEL TWDE, R0 ORI ~HE L.
3ALR, EHICEH#ENDT 14 LMFERIHFNEER I
&, BAHBZE 1LBA 7o AZRELE.
TOBRFE, BRI BEONFEISRER (BT O
HTHOTZ. BREBIZARF THo R OEE~IR=EL,
FERZ 1AL TAEALZIELDTHANREE
ML, £, BB TLREHEMOL-F#HT
3T LTAEALZIELD FPEIRNIRE Efi L7-.
3A2 A, MESRABTARTOBENS ATV
TV ADBRBREHINE., RIEICART Th-o12720,
BlORELIR—FBEELTHEHAL, REELEHE 14
WZxt L TAHEALZ IV LD TFHANIREZF/2ICFEE L.
3H3H, A7 PHBBEIRR IR
wmLz.

3HA4H,FRE EASZBOIITIZOWTHEZITV,
3ASHOHET, BEORIEEZ kT 2F L o7z,
Fo, BAROWBIZH L THEBED S KEZ T AHIR
DBEBMHITo7=. LU, HIZHERIRARTAREF
DRENLAL TP ARKRE S, REIZARE
HCTHoltlmOEE~IEE L. R=EEE 14 I1TEEIC
FEALEZIELVDTFHNRBEME T (2 A 27
HEY PHANREZFEBEL TR RARORE). =
DR T, BHUBROHBAFGE T EIZ DN THEL,
M CABRESZ T ANEITS>HFE Lz, FHA, EAM 3
K, FBAERT T 4, AT 4, BRE S L DORE 16 4 (Hi
G L0 SAHEM) NA 7 AZFIELT
Wb E, REEFT~WREEITo .

3ASAH, BIBICEREFLABAS IV FALER
Wran/zZ LIy, HEToOXISIZ3 A 7o FE
T+ 02 Roln. ZOHBATORELFHEE
ATV, Y HHHOBEOREZ 2T X, BRNG

-15-



KFFBTOAL T NT I E BT 7 b T LA 7 OB

WA —7 3L et 7o, 2L, W~ MmB BEFH R s L 7.
K 9A%B| °A%H| 9A7B| °H®B| 3EB| @AH| 3AH| GsAB| 9FGE|  3E6H|  @A7H|  8ASE|  8AH|  aH0E|  aEME|  aAA
1 B gg
- ful A
A= -
ful &
3 AR o)
N fulh
~ ful &
5| &R G
A fulh
- ful &
7| s )
fuld
8| EEERe AT
~ fuld
| G T
- ful&
10| BEEEHEA (xm
fulf
11 EERC (xm
- ful&d
12|  EsERG i)
ful &
18] & (0%
y fuld
14 #5E VAR | Fh (é‘ﬁ)
fulh
15|  B#C YINR 10E%)
fulh
186 250 28GR ful-) ful(=) (ﬁﬁ)
fuld
17 BEE “ WM ful{=} 1B
%g%%g%%g 3 3 il 39 ] fi2 i3 i 65 65 65 65 i 65 i 65
FeEE ,E%EEE
FRAARER EEE [EETEG | ST G ﬁnﬁ‘lgvﬁ?ﬁ EbE|  EEE
(2597 Wioe
ARILBZENL
FEAMRRE 1 ] 18 i] fi 1 i] i] 0 0 0 ] i] ] i] 0
(EE
# 1. ZIWBICBIT A A v 7T v PIRRIERE
18
16
14 //
12 ‘/
10 //
8 mFTREBEK
}/ . REtEEY
6 //
4
2 |
0 1 T T l T T T T T T T 1
O N HNMELDLDI\OOO\OHQ
i i
A N G A
AN &N AN Mm M o
X 1. MEFHRBICBIT DA v 70 P IIEFIT R

3A6H, BIETICHHRA V7L U FRIEZ DR
Molofed, WMHMBILUOREANAKOZ T ANEZHRHL

-16 -

ZORHRETORIEE, REFT~HEEZT o (X

).

3A12H, FHA Y TINLNZUEREZILIRL, 4



& W
VINT UV ERIELEBELMALRD LD, H
ME7 VA= Lic, $RREMHE AN TR 2SE B
FThHoTmHREFIZSONTYH, 3A 1L HIZKESHh, B
U 75 %08 Al > T 7z

# 2.

HZWHRIC BT DMBEOA TN T ST
VHER R OEE, A2 I e TRINRIRDG

H

S 12/12 4 2 4, 24
v 714 1 4 34
e A 8 8/8 4 0 4 2 4
F i fil 41,/ 42 4 E 0 4
Z Dy 3/ 4 4 24 2 4
B 71,73 4 12 4 9 4,
! 97.2% 16.4% 12.3%

WAL v 7BT DA TN P T 7 F U
FX 97.2% (71/73 4) ThHYH, A 7= FRb
FIL 16.4% (12/73 £4) Thoie. £iz, AL F I
EVTRINIREIT 12.3% (9/734) Tho7z (R 2).

Z 8
1. BRPR

BANTIE, A7V TOERRESINTEDY,

THCORPOBSSLHFT 2 ELB L TRNICED
AENDHEEND Y, BYR, BRERKIIRAHTH-
7.

WIFEIZEM A & ABREBE A Thovo. [ER A X3
JEAT 2 A, WMFEABERE & OEMIIR -T2, 2O
BECE#T 7T CRESMU-FEMEL DA T
TV ERELZERbNS. BEIIABRT TEBRD
RIEL Do &6, WMPEFRIIRHTH- -

2. BRYERK

AVTNVEZUFOEMIT2A25BHTHY, B2 A
26 BICIERHERAY vy 7R LT =V hr~Ry

DERMEMELZ. UL, A& v 7 DRKEYN 124 T
Hol-Z L, KEEREOY—U L~ A7 24T

REET, RIKCBERETLEEBHY, AF v T AT —
arNTORERH-TZEEZLNT. £72, R
REDODAL L TNVZUTFIERPZ Lo b h, A
YT AT = a VNTOERERIER - ZEHRNEEZD
.

BEICELTE, AN FERELEZAY Y

(EF/D

TEORMbL b EEBbRDEN, REELBOES
FZOHANV o, AV TN FEEHENES I
TWB7%0, FFbHARICL VBB L-ARERELEZD
no.

3. FEALZIEALFHAREK

AR TlEAEALZ I EAMICL D THNRIZ, &L
ZXIENTsmgZxE 1A 17N, 7TEMARTS. £
fo, A v 7 s PRYSRE R A b FE MR I E L7z
FEALEZIELTHNRERIL, 2 25H~3 A2
AClRE-BEEbbE 5S4 THoT. A7
PIIEL & IREICHEMA D > - ABREREIT 454,95
264 (57.7%) AN EZIELOTEENRE £t L

7. BB, ToORMTHEITIMESELE AN
720, A IEALOTFHHRREZERLZOZ 94

(123%) DHTHoT-. AL EZIELDTFHARR
EIToTWEEBEN L 14 DA 7 V= U OFRIE
BdHV, bolRENLEBHICAELZ IELDT
iR 2R+ 2 2 & T, BRI KEHSHEND -
ARESE L H D .

4. BYR

AH sy 7B LTI, 2 H 26 B2 5K HRF — L
LBV =V hHNL~R2 7 DFERFEBIOTFHRVDIE
HMLEBOMELITo7-. =LA~ R TDOERT
FIZOWTHE, HEMICOPIRTLTEEDAF Y
TDPEZRROAL v 7 AT —3a VRIZHR R Z — TR
(M 2) b47oF, AV INT U EEIELERAZ v
7%, ME% 2 BMOBERRBELITY, BEIZOWVWT

FE=EREE, SEICX o Tidas— MElEls X ORI
THIREAT o1,
NRD
- NADFEULLDIFE L&D

< OEBMVRIDBHTVENESE!

B 2. ELW~RZ DERKFIE

RO, 2 H 28 B 10 B i Bl B FE R &2 k.
FWHI9RXVFHHRARZTANEZR L. 2, KAaHE
WCEHBEMADE D, AR REZTANE T
L7, 3 A 6 H9KELD, MFEE LIS O H AR
ZANEHEREL, 3 RBXVEEIALL—T L
L.

FBR A~ O BB 32 1T A e IR 7 R, T

17 -



KFHETOA Y TN PR DT 7 8T LA 7 OFBR

=7 FETITN I3 HETH - 7=,

FEo

AN FORTRHI ChoTeZ b, A7
NI UYWIERNZ Lo TzZ &b, BEAMNOHER
WA 7= o P REGERER A A i L, RIS
(BLERIROMEIRBE/AR L) 2R L7z, BEOEH
WETHKTE D LEITIR Y02 0o 7208, 4
NHDOFELIALL, HAM~OREGEIEREIET 5729
W, ABEZ P ANGIRRE 2R L2 &T, A7
NEUHFRATHICG D 63 (X 3), HB R RERH
TINHAEZDZDZ ENTE .

4 ™
A7 LI ORERTERRIFEERR
50 - (20125536 ~201345F59:E, H24.9.3~H25.33, HER)

40 b———

2 — KM
530__+ﬁi$
we B
g-% _ﬁﬁd__
e B 2
i —o— Rk
WO/ , =
0 e o x T T T T T T S N B B
.|ﬂﬂ4behhhr¢m$i
L J 18 | 28 | 38 "

X 3. WMBENICZBITAA 7 FORERFTE N
BUZEAMRIL (2013 4245 9 )

Bbvic

B 7V FOT T T LA 70, 1FIF
TRCOMBMBEOFRHMTRAELTEY, BF LHEEICHE
KR, T, BLO®=aA b2 bb6 LTS, B
b b BE, EEEEE, BIURBEDREENORK
SZHEFELA L TINZ P EBEHE LD 20, BT
FHTHDLZENZ . BRNEREA TV FOT
ThT LA IHEICLY, BREFEORE, ILRDAE
BORET, BLXOEoR2T7T U NI bA7ICHTE
L72BEOREBEOHRIICEE T 2 Mk oW mIZ BN 5139
Thd. L2L, TOXHIRTU NI LA 7 DKM E
WHEEIBZELLFHICEFfTOATELT, Z0dix
BREOBHEEHATERNEEL 2> TS Y,

A TNV HE, BRNEZTLT U NT LA T %
EZTAREMERDH D, HIHERL2 L OXIGNEETH
D, HBERBEZEHIEALLIRZHFLDLIZLETLD
Ah, FHEELEOBESY, W Fry ek, EETH
KRB ENICITZD Z ENERIEREE Y, BA
REBFOHEE, ERIEHDHEMGEL TITH>IFLEETDH
5.

3 iR

[1] B 3 & 4« € F %8 3 & — & X — ¥
http://www.nih.go.jp/niid/ja/diseases/a/flu.htm : 2013
FOAT I EX

2] EHERBEREFRE > ¥ — K — b5 X =

http://www.pref.shiga.lg.jp/e/ef45/kansen-c/index.ht
ml :20134FE 6 H7 7 &=

[3] Hospital-acquired influenza: a synthesis using the
Outbreak Reports and Intervention Studies of
Nosocomial Infection (ORION) statement. N. Voirin",
B. Barret, M.-H. Metzger, P. Vanhems. *Universite de
Lyon, France. Journal of Hospital Infection (2009) 71,
1-14

[4] #HEAN

‘ HARREQUIE £ 248 5 2012~A » 7 /LT
> Y B N kG

TOEZFIZOWNWT~. HARK
YuiE #2
IR &Y

20134F 2 H, KERHRFETOA I NV U PFILE DT
T hNT AT ERBRLT.

S HITA VI N U YRIEFHRIL, R¥ 7 124,
BESHDODRFF 17TLTH-oT-.

BB T CIEY— AN R OEREHBIEL,
BMEIY, A VINZ UV ERIELEZRAY v 7%, Bt
EHIREZITV, BEIZOV TIIEERER L ORIET
[ 5K D U & FEhE L 7z .

FEHUGE E 1L, BIRARZ T ANOFIEEE L.
Fo, RBHEIZL2BEMALE D, HaH<ZERE
T ANERIEL 7. WA~ OHBABES AL IR
WM 7 M, 7vdA—7FTIER 13 BRI TH -
7.

A TNVEUYORITHEM ThoZ &, £ 7
TUPIERNZ Lol Z &b, BN SHIERNIC
AT NT PR R A A E R L, Bk RO
EfRMER RIS EEB L. £, AEFE2LD
FHIALRR, MB~DEGIEREZH LT 272012, A
2T ANMBREEEEBE LI ET, A7z
PWATHNIC B 67, A E VIR TR 438 2
DI EMTET.

X—U—K T NT LAY, KFEFHBE
AR

A7)

-18 -



BEREREE  27(1), 19-22, 2014

EFN 7 72 L0 RHAOE iR &
FERRRY TR OB 2 U 2 7= e o — 1)

TH wRDY, HE DY,
A, W S D

B, R

D Upkk iEY, kE e

1) BEEERRZFELIMERE 77 F— L
2) BEEERIRT: FEANES
3) WHERRT BRI R - BEENA - I v 2 —

4) BHERRF

THIEENR

5) WIERRE KRR

A Case of Pancreatic Cancer Patient Whose Mental Pain Was Well Relieved

After Prompt Pain Control
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Abstract

It is important to relieve promptly physical pain of cancer patient, because it is likely to affect the mental and/or spiritual

problems for patients. We here report a case of 50 years old male patient with advanced pancreatic cancer who had adequate

pain relief after intervention of Palliative Care Team.

Keyword

Pancreatic cancer, Palliative care, Pain control, Mental pain, Spiritual pain
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Abstract

We studied the mortality and mobility about patients with cardiac arrest (CA) at our hospital between January 1st 2010 and
December 31th 2012. The conditions of patients were evaluated at the time of the hospital leaving. We defined the patients
who could survive with some partial supports or without any supports as good outcome patients, and the patients who needed
all supports or were dead as poor outcome patients using Glasgow outcome scale.

The average time to chest compression was about 9 minutes. The time to chest compression of the group with return of
spontaneous circulation (ROSC) was shorter than those of the group without ROSC (6.5 v.s.10.4 min). The time to chest
compression and the time to ROSC of the good outcome group were also shorter than those of the bad outcome group after
ROSC. The patients treated with brain hypothermia therapy (brain HT) were younger than the patients treated without it after
ROSC. There was no significant difference of time to chest compression and to ROSC between the patients with and without
brain HT. About 30% of the patients with brain HT were good outcome, but there was no good outcome patient without brain
HT except 4 patients that did not have the indication of brain HT because those consciousnesses had immediately recovered
after ROSC.

In conclusion, the oral direction at emergency call and the ordinary education of resuscitation after CA are important for
citizen to do chest compression immediately. The connection between prehospital care and hospital cure is also important to
reduce time to ROSC. Brain HT is effective to improve outcome after ROSC. The aggressive operation of brain HT seems to

be most important. Thus, the communication among hospitals may also be important for the treatment after ROSC.

Keyword cardiac arrest, brain hypothermia therapy, return of spontaneous circulation, Glasgow outcome scale
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Effective pain relief of uncontrollable multiple bone metastases treated with
palliative care and strontium (*’Sr) in a pancreatic endocrine tumor patient.
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Abstract

Pancreatic endocrine tumors are rare malignancies originating in neuroendocrine cells of the pancreas. Annual incidence is
estimated to be less than 1 per 100,000 and approximately half are metastatic disease. We report a case of 47-year-old man who
received palliative care combined with intravenous injection of Strontium (*’Sr) to relieve uncontrollable pain from bone
metastases of pancreatic endocrine tumor. Pain was diminished at three days after administration of Strontium (*’Sr). Strontium
therapy in palliative care would be favorable to relief uncontrollable metastatic bone pain of pancreatic endocrine tumor.

Keyword Strontium(*’Sr), pancreatic endocrine tumor, bone metastasis
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A multidisciplinary team approach for Bariatric surgery

Tsuyoshi YAMAGUCHI" , Hiroshi YAMAMOTO" , Sachiko KAIDA", Satoshi MURATA", Chisato
KUSUNOKIZ), Katsutaro MORINOz), Satoshi UGIz), Sanae IHA3), Mitsuko ANDO3), Mika
KURIHARA®Y, Arisa AKISADA®, Yumi KIMURA?, Tomomi KITAWAKI®, Makito NAKATA?,
Yoshiko MOTOOKA?, Shinya KOSHINUMA®, Masaya SASAKI", Akira ANDOH”, Yoshihide
FUJIYAMA”, Naoto YAMADA?, Gaku YAMAMOTO®, Shuichi NOSAKA®, Yutaka EGUCHI”,
Hiroshi MAEGAWA?, Atsunori KASHIWAGI'” and  Tohru TANI"

1) Department of Surgery, Shiga University of Medical Science 2) Department of Medicine, Shiga University of Medical
Science 3) Nursing department, Shiga University of Medical Science 4) Division of Clinical Nutrition, Shiga University
of Medical Science 5)Department of Psychiatry, Shiga University of Medical Science 6)Department of Oral and
Maxillofacial Surgery, Shiga University of Medical Science 7) Department of Internal Medicine, Shiga University of
Medical Science 8)Department of Anesthesiology, Shiga University of Medical Science 9)Department of Critical and
Intensive Care Medicine, Shiga University of Medical Science 10)Shiga University of Medical Science Hospital

Abstract Excess bodyweight is a major public health concern. Obesity, as measured by body-mass index (BMI), has increased in
recent decades in many populations in the world. Obesity is an important risk factor for mortality and morbidity from cardiovascular diseases,
diabetes, cancers, and musculoskeletal disorders, causing deaths worldwide. The bariatric surgery is the most efficacious therapy for morbid
obesity today. The global total number of bariatric operations performed in 2011 was more than three hundred thousand. In our country, the
number of bariatric operations performed in 2011 was more than 150 and it is increasing. Obese patient often has psychological and/or social
problems, which induce a condition that is difficult to treat. Therefore multidisciplinary team approach is needed as American Society for
Metabolic & Bariatric Surgery (ASMBS), International Federation for the Surgery of Obesity & Metabolic Disorders (IFSO) and Japanese
Society for the Surgery of Obesity and Metabolic Disorders (JSSO) mentioned in their guidelines. We have performed bariatric surgery and
have taken a multidisciplinary team approach since 2008. Our team consists of doctors, nurses, dieticians, clinical psychotherapists, social
workers and Nutrition Support Team (NST). In this paper, we describe our multidisciplinary team approach for surgical treatment for morbid

obesity.
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Activity of Palliative Care Team

in Shiga University of Medical Science Hospital
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Abstract

In Shiga University of Medical Science Hospital, a new palliative care team was organized in April of 2010. This team plays
various roles in medical treatment and a care of cancer patients. This manuscript describes and discusses the organization and
current activity of a palliative care team in Shiga University of Medical Science Hospital.
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Lymphocytopenia in patients with high-grade glioma treated
with temozolomide
Yuki FUIIMOTO", Koichi MITSUYA?, Toshihiro YOKOI?, Nakamasa HAYASHI?,
Yoko NAKASU? and Kazuhiko NOZAKI”

1) Medical school, Shiga University of Medical Science
2) Department of Neurosurgery, Shiga University of Medical Science

3) Division of Neurosurgery, Shizuoka Cancer Center

Abstract [Background] Temozolomide(TMZ) is a standard chemotherapeutic agent for patients with high-grade gliomas.
Although lymphocytopenia is known as one of the adverse events in TMZ treatment, only few studies reported its timing
and clinical course during initial concomitant and maintenance regimens. [Materials and Methods] Between January 2010
and August 2013, we experienced 82 patients with gradelll to IV (in WHO classification) glioma treated at Shizuoka
Cancer Center, and all of the consecutive patients’ clinical data were analyzed retrospectively focusing on lymphocytpenia.
Fifty-seven patients out of 82 completed concomitant treatment with the combination of TMZ (75mg/m?) and radiotherapy,
54 to 60Gy for six weeks. Twenty-two patients completed adjuvant TMZ over six cycles, taking TMZ at 150 to 200mg/m*
daily for five days per 28 days at a cycle. Grade Il to IV (in CTCAE ver.4) lymphocytopenia and neutorocytepenia were
defined as adverse reactions. [Results] Lymphocytopenia was observed in 45 patients (78.9%) during concomitant and nine
(40.9%) during maintainance treatments. Neutrocytopenia appeared in 11 patients (19.3%) during concomitant, and one
(1.8%) during maintainance treatments. [Conclusions] In this research, we observed lymphocytopenia more frequently than
neutrocytopenia, especially during initial daily treatment of TMZ concomitant with radiotherapy. Although TMZ is one of
the widely used and effective chemotherapeutic drugs for high-grade gliomas, continuous TMZ therapy results in robust
depletion of lymphocytes that may lead to opportunistic infections. TMZ should be taken carefully, with regular monitoring
of blood cell count and hemogram, under adequate amount and doze schedules.

Keyword Glioma, Temozolomide, Lymphocytopenia, Adverse events
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éiﬁﬁr“ 193% L i L TEMETH D, TMZ LT L F
MEFIE L CTHEBDNA O 7T = a2 A F ik L,
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Effect of short term hormonal therapy with a generic bicaltamide and

LH-RH analogue (CAB therapy) for non-metastatic prostate cancer

Keisei Okamoto " , Yoshitaka Murakami 2) Yusaku Okada "

1) Departments of Urology, Shiga University of Medical Science
2) Department of Medical Statistics, Shiga University of Medical Science

Abstract To examine an efficacy and a safety of a generic bicaltamide, we investigated a clinical data before and after short

term combined hormonal therapy (CAB therapy) using a generic bicaltamide and LH-RH analogue in 66 localized prostate

cancer patients treated in Shiga University of Medical Science between 2011 and 2012. We evaluated serum level of PSA,

testosterone, LH, FSH before and three months after initiation of CAB therapy. Similarly, we evaluated prostate volume and

International Prostate Symptom Score (IPSS). Through CAB therapy, serum level of PSA, testosterone, LH, FSH and IPSS

were significantly decreased through CAB therapy. We observed several minor side effects: hot flash (3 cases), breast pain (1

case) and itching (1 case). We did not observe any severe side effect. There was no obvious disadvantage by using a generic

bicaltamide for CAB therapy. However, long term data should be collected to see the efficacy and the safety of a generic

bicaltamide.

Keyword: prostate cancer, hormonal therapy, bicaltamide, generic medicine.
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NT | 1R 1EERROES L, LHRE 73 =X b
. Va—7 eI FEEBEEZ T T2V ) UEFRE
ZHER U7, #5128 & L, B IE S - pE
A IEEEIT, =X b A YRIREEDSAO
mrT e Fae S AERER T 23EM . AL FRIES . AL
JiR ge 993 BT kE 0 2 BUR BRI R L BT S B LT k3 D R
PEVE . R BREBRT & U 7o, 7 d5 seh iE R v VR R RT
L7, 11E., Fu ha— it S W= £ F
3 KO A E R 2R3, B AR EEL W2 L
MEOHMHAB LS IMORBERSGO%, BEsh
et BFICFH LT, EAVF I RELHRET7 =X b
ORI R ER L7z, BA L T O 3 R &
BRI 128%E L,

HMROEREFIR
EREEBERY Ya—IL
hg
!ﬁﬁﬂa
Z5m | 128
kY4 ARETERE | O @)
HRRE 1 1= L) .
PSATE 0 o]
L
v H nETAELE | O | O
1 R _
LR H P q] 5]
{g PSS 0 o]
L = B WA O @]
I\
128

1 WFSE9E0E I3 & OV & %5 o KF )
BIRICET 2 MEE X PSA ., T AMAT RV,
LH, FSH, AI S BER & EEEAT L RIER X =27
(International Prostate Symptom Score. LLT IPSS)
L U7, miSEIRRTE O I B T 134 1 Gk B I Al ST IR
FEEE bbbV,
BEHEAT & LC, ER 6 HEIZOW T AR DT

=+
= =

ZENEYN

BIEOEZ BRI T 57720, JIEDOH D t BIE % FEh
L7=. & TOMHMITITIL SAS release 9.2 ZfFH L
7=,

R

T REBOIIEWEER K FH BN CIaR &% 0 -
AITSE s B 61 4, Bl 68. 6 % (54 7k ~ 78 %)
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The challenge to the personalized medicine for psychiatric patients

Sachiyo MORITA" | Masahiro TAKAHASHI?, Masanori OKUBO?®, Michiya AKABANE?,

Koji UENISHI®, Satoshi NODA®, Tomohiro TERADAY, Naoto YAMADA?

1) Cancer center, Shiga-University of Medical Science

2) Dept. of Psychiatry, Shiga-University of Medical Science

3) Dept. of Pharmacy, Shiga-University of Medical Science

Abstract:

We found the plasma concentrations of two psychotropics measured by high performance liquid chromatography

(HPLC), which might predict the clinical and/or adverse effects in psychiatric patients, in the small preliminary study. The

following results were obtained; 1) The higher ratio of clozapine/N-desmethylclozapine concentration might show better

clinical response, but the sum of clozapine and N-desmethylclozapine concentration over 1500ng/mL might cause the

cognitive impairment in Japanese schizophrenic patients.

might be needed to treat in Japanese bipolar disorders.

2) More than 8 1 g/mL of plasma concentration of lamotrigine

Using simple HPLC methods in daily clinical situation can help

psychiatrists in performing the personalized medicine for psychiatric patients.

Keyword plasma concentration, clozapine, lamotrigine, clinical effect, adverse effect
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—NCB LT, MR LR R & o Bl
SVWTHRH LEPHRIOMEDKREZRET 5,

HERPERFEICB TS0 EF>Dm
ROBRELBEDERE. Ra#kE0BER

7PN 1969 FELUKE, £ < OE TR A KRIE
R L L TARESNTWER, BERKER DK
FHEOBERO I XV HEFEEPUER S K FE
WIS ZRE L, EMMRMEE=%Y 7 OERN
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b MBI e roERRBHREIZ, N-B
AF MG, N-BBIL RS & ZhICH < ARIETH
DM N-AF AR THL NA T LI m P
(V7 aF o T, KX D2 2R KkE®
7 k=2 5-HT1A 5% &K O partial agonist & L T D {EH
WRENTWBE, o/ v r7eH v ~oREHZIE
HT i @ Cytochrome P450(CYP)1A2, CYP3A4 X° CYP2D6
RENEE LTV AEESmLA TSN 22T
SEFxZreFrrzof@wTchHd /ey
romERREZHE L, BUE, RBRECHMEICR
#T& D CYPIA2, CYP2D6 (ZREE§ 2 s+ £,
BRIRZN A & B MR & OBRE R LoD THRET 5,
7o XS, ARWFIE T B K i B B S GE AR 1 R AT BF 5 5%
EYDERBEZT, WREIZEDORE L5 TIT 7,
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104 (B34, &Lk T78) x5 L L, i
14-49( ¥ # +£S.D. = 30.4£9.9) % . K &
39.7-91.33(58.2+14.3)kg TH Y., Z7an ¥ 1 H
Y-y F 5 X 200-600(407.9+131.2)mg/H . 7
o UREHEZY 1 HHFESEIX 219.0-14.0
(7.443.0)mg/ H /ke T o 7=, IMHE 32 BE 1l E o 72
HDOFMEEH T, 7o 1 AREEOEFE 1
WE#%ORBEREEE L, ZaVEroRENR
#%? 9.0-11.0(10.0£1.3)K [ T H » 7=,
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2. Bk ;

@ yovEVETOREMTHD /L
vavEYOmEDRERE
saFrrErzofREmchbs / vyedye
YOMERRENEX&GEERE n~ 7T 7
4 —+ 7% N¥AF— KT LA (HPLC-PDA)% H
W AT » 7=, EDTA-Na Venoject® B 72 % ifn &
(Terumo Japan, Tokyo, Japan) % i\ CHRIfL L 7=
SEF A%, 3,000rpm TiE D4y HEL . IMEE
%55 % -80C THM £ CHHMRELEZ, Z7arPE
v &7 a P X Oasis® MCX, 3ml /60 mg
(Waters Corporation, Massachusetts, Ireland) % H
U C [ AH 4 Hi (solid-phase extraction ; SPE)%& 1T -
72. HPLC (& Waters 600E. Multisolvent Delivery
System (Waters) & Waters 2998 photodiode array
detector Zff fl L, MU E 13 200 7> 5 400nm
L L. # 7 A0 Cl18 reversed-phase column
COSMOSIL 3C18-MS-2 (100 mm x 4.6mm ID) &
C18 cartridge precolumn COSMOSIL 5C18-MS-2
(10mmx4.6mm ID )% A\ 72, BB IZIT 10mM
TEh=hUL: BEET V=0 ANy 77—
(40:60, v/v, pH 5.0)Z A\ W& 1% lml/min & L
oo 7RV ELLE VT FE L NEIEAEY
BLLTHWE BT F—/iX, 4% % Santa
Cruz Biotechnology Inc(Santa Cruz, CA) .
Sigma-Aldrich Japan(Tokyo, JAPAN), LKT
Laboratories, Inc(MN,USA)# %2 H 7=,

® CYP1A2, CYP2D6 O & {x ¥ % Bl HT

Applied Biosystem Step One Plus(TM)
Real-Time PCR System % V>,
CYP1A2*1F(-163C>A, rs762551).
CYP2D6*10(-188¢>T, rs1065852) D & fx+ £
fENT 21T o 7=,

@ HERTEA & B4 B P
saPerEERIE 10 8 F IR % IR
fii & RIS RERTM 21T o 72, HEA KFAIE O AER
#F M /X PANSS (Positive and Negative Syndrome
Scale) & BPRS(Brief Psychiatric Rating Scale) %
v, B ReET X PC % V7= Continuous
Performance Test (CPT : Fi#i007E & % Ml E).
Wisconsin Card Sorting Test (WCST : 247 % #E
). N-Back Task (fFB)FLIEZ M E) 1T >
oo WTINOBRES KA D HFIEIZEA LR —
ORBPE N RBF K L CEEM 1T - 7=,
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BEICIEH 5.8 5. #9 6.9 R DEIKZENRD &
NOEEL-VERSETCHELEZ L., 4.5
H. RSSO BAEERRD N, 7 aW
vl vy m Y o B E B (C/NC
Y 1289 4 50 < OFERZENRD bz,

suadrrE o rzuPrronghEE

Y| EEREE | #IH
JaYyURE 709.9 | 229.9 201.9-
(ng/mL) 1182.5
N oWy E | 871.7 | 273.6 220.0-
(ng/mL) 1523.7
=R i 105.6 | 39.9 46.2-211.0
BEHZY EEE
(ng/mL/(mg/kg))
7oy EE | 129.8 | 50.8 50.4-299.6
IREHIY 5 E
(ng/mL/(mg/kg)
=0 =g 0.8 0.2 0.4-1.5
v a el

@ CYP1A2, CYP2D6 i&

EZF2BE/OY
Ev. /L0 EVEELOBR
CYP1A2*1F(-163C>A, rs762551),

CYP2D6*10(-188C>T, rs1065852) ™ it {1 4 J&
X% 2, 71%, 50% To o7z, FRIMKFE D C/NC
X, CYP2D6*10 DA RBLEFHMIZEIVEER

7% % % L 72(One-way ANOVA),

CYP1A2 O %1

WL CONCHICIZIAEREZIRD LR
o T (K 1),
2 p<0.0001
o One Way
R o ANOVA
s,
3 0 5% ° o
ST o °ee 1-§-:::—=-
g 000° 8 ™% °
2 ecca® °® o
o ..... ..
N o®
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3 0 T T T
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M 1. CYP2D6*10 DX B i{s T &

7 v P (clozapine) I FHEE/ /) VI 1
W ¥ 2 (norclozapie) I #%F H & B [+, (C/NC L) :
Bonferroni @ % & iz L 0 & BERM IS

0.01 THEEMNBED b,

a4

change of PANSS score
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® vOPEVE/ LI OVFELDOMEE
B L EEERETE - RO R

EREREFl & DB R®R

R—2F 4L LT, Z7adFeEr&5 10
T [##% D PANSS #1548 (& 507 92.6£8.5 A, &
51 82.6*t11.1 /. P=0.016 wilcoxon t-test) .
BPRS #1594 (¥ 587 56.3£4.0 5, #5% 475+
8.3 /5. P=0.005 wilcoxon t-test) IEA EIZIET L
72, PANSS #7135, BPRS 5 MmO # Lt o 4
b (zueHrr&y 10 BEBEOHGR-N—AF A
COBE) X CNCHEFERADOHBEEZRLE
(PANSS : P=0.0087, BPRS: P=0.01,
spearman’ s correlation, [X] 2), — 75 T, PANSS &
35, BPRS B ROELEHZOLEL (7 a¥E
VEH 10 BEBZEOBR-N—AT A OB R) X
sy mERRE, vy e e s R R
E., 7ue¥vrfE, sufvr /o rrsedy

i 4% R B OO N (CHNC) & A B R BEIEE b
oo lz, ZHiX C/NCHEAEWIEE, PANSS 2
27 (BIRER) onEBERRO NI EERL
Tb\éo
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o 10 15

10 clozapine/norclozapine

-204

-30-

7P EEi%oO PANSS BB K OE1L
(IO BRBEOBR—_—RATA DER) &
ruaPryv/vszaPerrnifiREr
(C/NC E)DBRSR: Wi #H O HICHE 2R ORER
D315 5 1172 (p=0.0087, spearman’s correlation),

R LDOER

CPT DL DIBIZE L 72 % d-prime D EAL (7 1
P 5% O d-prime-X— A Z A4 > @ d-prime)
oz mERRE, CEINCHAAEERA
DB Z 7R L TWiZ(X 3) — 5 T d-prime ® At
Lo mERRELIIAERMEBEIX RN
7oo F 72 C+NC 23 1500ng/ml % #8 2 7= #¢8r # < CPT
ORBHETLTWEK3), bbb, Jvrnm
PFEUMEFRRBEL CEFNCAEL 2D L, FEim
TREBENDIFIET L, $IZ C+HNC 23 1500ng/ml %
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BN & 2 Al REME SRR X 7=, Melkersson B 1%
C/NC k& CYP2D6 £ Hi& 5 14 o R 2 1 B 1l
RNE L TWBBIR A EGHAR A R I
CYP2D6*10 L\ 5 7 V7 ANFRICHA OREFRIEFM
BTEETF THoTmZ LN EFDOERTH B ATRENE
NEZDLND, TOZLENLHLEKKANDREEZ

DFEFHAANDOHFEFHEIZH TEH DD TIHARL,

AANMB OEMRRRENLETHD LE X
D0 SBITEMEEBOL, LV EMHRERES
TW TETH D,

Wiz, BEBFEICE L Tz e v &bt
T PANSS, BPRS A EICEK FLZZ L2k,
EHMM., +oREoEERPFEMRIE 2 AL L)
EEELTOHWE LR BRI A
JEREN 7 n P EEICEVM L0 R
KRG ER LIZEE 2D, £, A KMIEDR
PR FEAl R EE BPRS #8452l & PANSS #8450 224k 1%
C/NC b EHHBI L TR Y . C/NC LA E VI E R
JERIZEET DR Dbholz, W OO HE
TIZCNC HIZZ ey, /A7 aH el
PIREHMOME Y bERHEEZ I PHITE S
N LRV EREENATHARE, F72, 4EO
FERIT 10 @A & v 5 Hi Ay 5 [ T o BUG & 7
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SLEbnb,

i, CYPIA2 BAEEHOH B 7 R ¥ I v
EMzZBZ EX-T, ZokEERMIZET, &
TER%Z D7 < DOBKRIREEZ LT 5R-A L HE
ER TV B C/NC e il 1Al A o 3 HE O i
WIZ R TERT 20, IRPRVWEEICHER
HETDHE WD EROBEMARLI Y — T,
BIER GHEML CEAFEENMET 52 & AHEEE
NN, CYPIA2IREER A T2HAALH 7 =
A EDOFRICE 2T, CO/NCHABFAETE D Z
LRI CTE S, HAANIZRBWT, A% 7 ey
UREHCR TS CYP2D6 O EAEFHAE L, s oW
EUMBEFRELS TR TEDX51C7252 &£ T,
A% L0 EIMER O R BB A L5 FE &R
WY OBEMAYFFTE, Wb 2 ERERA R
HEBEBFEICBI DA —F — A A FIEREH O A[HEM
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RENFEREICBI L TIX, — MBS A RRIEICS
WTIEFHRNEER., ZITHEESCEBTZEE Vo
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ENTW5, KFFZEICE W T v ¥ v 50
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THZETHEFEIFEDRICLYBAREO KA
AL ERTAEN D EEEEELTCH, R
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VoMDVERICE b0 EEbS, ZHETO
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ERZRTEHRENRSATHEU, L LERED
EhORMAERAWEMET /L7 e E TR L A
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B DO RENI AR e 3 % W B

Fl 7 v P EICITRERKISEER S 5 &b
N, —EOMBFERRELZB XD & T WVHAFE,
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iz M UXFromERREZAE LER %2

*HE Lz,

2. /i ;
MEEFICHONWT, ZOMmMBETEE L, BERY
RBIERIZONWT, BAMECAILTREET-
7=
TEBHB T, B5RE2H - Fk - KT - Z
EFRUX 1 BHBEmMg/B) 7 MY FmEPE
FE(pg/mL) - 5 %&\A K - OFAK - 238 - I
BEEOAE, AH{EACTH o/,
FEMNIFUOMBERREL, BREI7 e~ T T
4 —EEBOPIELC - MS/IMS ¥ ; (B ZZ(LHE AT
A4 T A WEYTIT v, BIRZ) R E R ER
EDODINVT RBEN S
LN RN ST b D) AR
[ RNBDO LN T=D b0 B
rZznshobo]); IR +5 i

s L7z,

. R

S BRERIT 24 4B 164 . LESH)TH Y,
TDIHBARBERITTL THoTZ, W 2964
~7 WAR TR 5 4 ,296.89 AME [T RIEE 9 4

296.80 FfiE RRE D WABPEREE 104 Th o7z, 7
FU OB NMG SR ORMEIZIm S o
WHe 194, BeRiE3 4, BAEKREB24THY, F
Hh i 25-85(E¥£S.D.=47.3£18.3) %, KR EIX
40.1-89.4(59.4+13.1)kg TH UV B L XK EARH), 7 E
FUF 1 AEZD &L EIT 25-400(168.8+97.2)mg/
HTHoTo,
94DHEREZFETI/ZFTELRYFTL, A LS
e, 7TV ETIT V=L, VT LXHORUTE
EUREMREDERBFHEI LTV, A—&D
ZE MU X NEA I TS R E R E
TORHIX, 3-155(43.1%x44.7)H TH 7=, TE b
U ¥ MmsERRE LR 2R LT,

#2 JELFIXVMBETRE

¥y | R | R
7
FERNUXURE 5.0 3.4 0.6-13.1
(u g/mL)
FERUXRE/ 0.034 0.014 0.006-0.656
5=
(n g/mL/mg)

DSEMYFrOoOmMBELREL 1 BHES
EEDE R
FJENIF OMPFEHRREEL | G RELE
DM R=0.78 & F & 72 1E D B (r<0.0001)
M BT (K 4)

:El R=0.78

El P<0.0001

s )

B

2

5

S

g 0 100 200 300 400 500

3 Daily dose of Lamotrigine(mg)

4. ZEPIFUMPHRE L
1472y &RE5ER L OBERK
QNILTOBOHAOERL

SEMIFUOMBFRELDOBR
ST BEOFRER (460 X, SvTe
FeIEOF HER (20 451]) LR LT, 1 HH®
THIIE L72 7 F R U 2 5 1 e
ISR WEZ R L, MEICITAERZENE
® B L7 (Two tailed t-test, t=4.226, df=38,




R E A~ DI —F — A A REFEA~D kL

p<0.005. [ 5),

P<0.005

F= 0.07
sg o
g5 0.06 . )
§ ‘g 0.054 "
S © 0.04- P A
o ao N ]
o5 . 003 —ETIaE=—
Q P S Il=: H 1]
g, 8 § 0.024 . '
= O n
o 2 E o001
E=>= ]
o m 2 0.00

> - T T
-4 T = not VPA VPA

s ZEM)XUMPFHBRE/NBLEZY
JEMNIFUEERLE
RNA7uBoFROAEDORK
VPA ; V7 m iR OF A EE,
not VPA; NV 7 fig I OF F #E

QOBEMDIELSErIFUNEFREL
DR
FEMIXUCABEETIE, TN XY

If 85 o P B AN 8.0+ 3.3( 1 g/mL). &) AR+ 4y BE

HNETH 2, 4825, 4231 ThHo, A%

e & 2 HE(p<0.01), A i & 2R+ i

(p<0.0.5) & O THEZDRD b I 72 (One-way

ANOVA, p<0.005, F=6.332, [¥.6),

Y— o~
o 4
s E
= O X
© 245+
- QO ) 1
3 £ .
o .2
c = v
8 o104 ag” A
£ = v
@© -
- Y
[ A
54 vy V¥
A
um A VeV
N ¥Y
0 ‘Al
Good Relative good Poor

M6 BERBRETETFIXFUMFHREOELR:
Good; H % ¥ Relative good; Zh R 45 1
fli)ig

Poor ;

Bonferroni % HE IL#IZ L 0 B ZhRE & MR,

HOMEDRAR+oREORMIZp <0.01 THE
EZRRDOLNT,

@ SER)FUDBDRBELAIERL
o B E

SEOPFETIX, EEREMEHIIRD 61
o lo, B BEMERIX S EGIME L, £
DHIHTERM)FMBEPREN 10y g/mL
UEDObHLDE 26 TH - 72(F 3), BE & RIME

HAOBEITIEF BN D2 N D RHATH -
7=

K3 BMEARBRLIE NI XV NEFRE

a7

BIEH FE RN X RE
EHEE, Hxicls 10.9 (u g/mL)
EHER 8.8
(BECHE{ LME CTHFE) | HEF9.9)
> F. 0.8
Mg S (DF F 36 Ik T ek®) 4.1
AR - &5 - B 10.5
(B & Tk )

4. B ;

AEOFETIE, HREFEOZ I BIFHEZ L
FENR Tz, BARANTBT S v a it el

WCRBIFTA 7 MY X mEEREE R, FEGFAM L
L THT70%D T )X UBEERERIAD
N5z EnWEsh TR 4E R OR R
TH o7, Hirsch 51X 7€ b U X R EMN
Opg/mLAMTHD EHBEERLEICRD &
SRBEMERIZTENTE ot BEL TV AR 4
BElORFETIETE MY X mAEd 8 E oI
0.6~13.1pg/mL THo =N EELRBIMEHAITR
SR no T,

AEOFlHEMAETIZ, IFHEORESEKRD
BOFFMEN—ETRVREDEBRND DN, T
E MY XU OMRMEREIZR T D IREICIE
8 1 g/mL A& JE O i A IR N LR O TIX RV
ETHTE D, ABITERFEMEEEL AT, o
WHBEELOBEBEZH TV MERNDD EE X
2o

45

FEAPRER & RAERE DX T e KO RIERIL. KE
BREFEHFLET CTRIBHBIEIZ & o TH B K
THDHZENZ W, ez iE, £EP KT 2R ED KM
JER % WL D RBARIEIR” L LTERERE B
STHATH, FEMARBMA L WEIR T, EHRE
OEE, Wbhwd “SEUTFA” TERAOESG OAEH
EWET D LoFIEN R, BRI R 2 5
BrABMCLERFyEREZELGT 52 L THIKRODE
DELNDHEAN L < B KA G LR
FRLIeEn, BRICHT LI HoE, Hoke g ok
MR O T L0 RAgRIBFERKICHE LN DS
EHELTWDEEWZ D, WD, FrRR BB IR E
ERFICIZA S OEREZ D ICHFLALR RN EHH Y |
RHBREOK T2 EXBRMICEREZFA LR W
BHEIT. T X, FREORBRLBEIOEIZ Lo
TRAMERNRRBZ SN 2MEREDL-TL D, 2D K



#*

STy, EHOYRLBEHOFEMD Tz D
FBMBEENS S TRENTIRD 122 £, K
FEROEPFIEICBITLT Re 792K TFTD—R &
o TWDLZ EIXEFHICHR SN D, Ky iR
WER EORBOEEEZ B 2 O KBS CRBHBEE R
BB 95 2 LI & 0 2 BO/IEH T A8 T B
L, BFE O QOL 1A LD K e &3 BRI iR
Wk 2 S CAHZ ERRIEEE I D,

A lal, R AR RLER IR T B fE IS I E C & 2 3K M
PR E R BEH OBEIZ DWW T, FUR AN 3
ThdrrsuPrrtRngREERL LTHEHLTWSZ
EFERMYIFNCOWVTOFPHFEEOKERE R LN,
W3R & DI RS D2 WVITAER & oM EFRRE D
MICBEER 2 A RESRB I N, 5B ITENKE
WL, SHICHRKBESE THOLNDI I ESERRER
REMABEDE TN 2L T, BHEBEEOERY K
HEO@BIL, T bbb A —F—2A A FEREEB LT
WE 7w,

SR

[1] Remington G, Agid O, Foussias G, Ferguson L,
McDonald K, Powell V. Clozapine and therapeutic
drug monitoring: is there sufficient evidence for an
upper threshold? Psychopharmacology (Berl),
225(3):505-18, 2013.

[2] Heusler P, Bruins Slot L, Tourette A, Tardif S,

Cussac D. The clozapine metabolite
N-desmethylclozapine displays variable activity in
diverse functional assays at human dopamine D(2)
and serotonin 5-HT(1)A receptors. European journal
of pharmacology, 669(1-3):51-8, 2011.

[3] Eiermann B, Engel G, Johansson I, Zanger UM,
Bertilsson L. The involvement of CYP1A2 and
CYP3A4 in the metabolism of clozapine. Br J Clin
Pharmacol, 44(5):439-46, 1997.

Linnet K, Olesen OV. Metabolism of clozapine by

cDNA-expressed human cytochrome P450 enzymes.
Drug metabolism and disposition: the biological fate
of chemicals, 25(12):1379-82, 1997.

[5] Melkersson KI, Scordo MG, Gunes A, Dahl ML.

Impact of CYP1A2 and CYP2D6 polymorphisms on
drug metabolism and on insulin and lipid elevations
and insulin resistance in clozapine-treated patients. J
Clin Psychiatry, 68(5):697-704, 2007.

[6] Legare N, Gregoire CA, De Benedictis L, Dumais A.
Increasing the clozapine: norclozapine ratio with
co-administration of fluvoxamine to enhance efficacy

and minimize side effects of clozapine therapy.
Medical hypotheses, 80(6):689-91, 2013.

B U

a8

EvE

[7] Davies MA, Compton-Toth BA, Hufeisen SJ, Meltzer

HY, Roth BL. The highly efficacious actions of
N-desmethylclozapine at muscarinic receptors are
unique and not a common property of either typical or
atypical antipsychotic drugs: is M1 agonism a
pre-requisite for mimicking clozapine's actions?
Psychopharmacology (Berl), 178(4):451-60, 2005.
[8] Thomas DR, Dada A, Jones GA, Deisz RA, Gigout S,

Langmead CJ, et al. N-desmethylclozapine (NDMC)
is an antagonist at the human native muscarinic M(1)
receptor. Neuropharmacology, 58(8):1206-14, 2010.

[9] Morris RG, Black AB, Harris AL, Batty AB, Sallustio
BC. Lamotrigine and therapeutic drug monitoring:
retrospective survey following the introduction of a
routine service. Br J Clin Pharmacol, 46(6):547-51,
1998.

[10] Yamamoto Y, Inoue Y, Matsuda K, Takahashi Y,
Kagawa Y. Influence of concomitant antiepileptic
drugs on plasma lamotrigine concentration in adult

Japanese epilepsy patients. Biological &
pharmaceutical bulletin, 35(4):487-93, 2012.

[11] Hirsch LJ, Weintraub D, Du Y, Buchsbaum R,

Spencer HT, Hager M, et al. Correlating lamotrigine
serum concentrations with tolerability in patients
with epilepsy. Neurology, 63(6):1022-6, 2004.



PEREREE  27(1), a9-all, 2014

BRI REARAT I & P 7 SRR LT B S0 (L 5 7
TR, SRR

1) BEEERRFEAARIE R KA

Establishment of personalized therapy of febuxostat with population
pharmacokinetics

Daiki HIRA" and Tomohiro TERADA"

1) Department of Pharmacy, Shiga University of Medical Science Hospital

Abstract

To develop a personalized therapy with febuxostat, a novel anti-hyperuricemia drug, pharmacogenomic analyses were
applied. 15 patients with hyperuricemia participated in this study. Blood samples were collected at every visit, and
determined the concentrations of febuxostat in plasma and genotype of UGT1A*6, UGT1A1*28, CYP2C9*2, and CYP2C9*3.
Dose-adjusted concentrations of febuxostat in plasma with homozygote of UGT1A1 were significantly higher than that of wild
type.
UGT1ATls and pre-dosage of allopurinol were significant covariates.

Multiple linear regression analysis which plasma urate value was used as a dependent variable, revealed the variants of
These results suggested that the variants of UGT1Als

have an influence on pharmacokinetics and therapeutic effects of febuxostat.

Keyword Population pharmacokinetics, Personalized therapy, Febuxostat, UGT1A1
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Whole cell-dependent production of human drug metabolites using

genetically engineered yeast cells.

Shinichi IKUSHIRO

Department of Biotechnology, Faculty of Engineering, Toyama Prefectural University

Abstract  Xenobiotic phase I and II reactions generally render a compound more water soluble and pharmacologically
inactive, thereby eliminating the need for further evaluation. However, if the metabolite forms a toxic compound such as
acylglucuronide additional safety assessment may be needed. Glucuronidation is the most common pathway for detoxification
and elimination of hydrophobic xenobiotics in mammals. Thus, development of an efficient in vitro synthesis of glucuronides
from parent drugs often becomes critical during studies of drug metabolism undertaken in the development of a new
pharmaceutical product. In order to produce glucuronides as drug metabolites, we have developed coexpression systems for
mammalian cytochrome P450 (CYP), UDP-glucuronosyltransferase (UGT), and UDP-glucose dehydrogenase in
Saccharomyces cerevisiae cells, and combination between each of human CYPs and UGTs was achieved. Glucuronide
formation in yeast cells was performed in reaction medium containing 8% glucose, and most of glucuronides were readily
recovered from cell medium. In addition, we have expressed human sulfotransferase (SULT) with CYPs in Saccharomyces
cerevisiae cells, and successfully obtained sulfoconjugates from the cell medium. In conclusion, our coexpression systems
have made it possible to produce human phase I and phase II metabolites in the milligram to gram scale.

Keyword Drug metabolite, Drug metabolizing enzymes, Yeast
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Construction of new framework for pharmacogenomics on clinical practice

Tomohiro TERADA"Y

1) Department of Pharmacy, Shiga University of Medical Science Hospital

Abstract

In recent years, there has been substantial progress in the field of pharmacogenomics (PGx).
been achieved in clinical practice, and many followers will be applied in the near future.
the framework for PGx testing on the routine clinical practice at Shiga University of Medical Science Hospital.

Some of PGx have already
In this context, we have to construct
As the first

step, PGx guideline from Shiga University of Medical Science Hospital was established.

Keyword Pharmacogenomics, PGx, guideline, clinical practice
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