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Stem Cell Development in the Small Intestinal Epithelium during
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9. Approach to Respiratory Diseases with Bronchofiberscopy
Pulmonary Alveolar Proteinosis (I)

Jiro Usuki
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Pharmacogenomics and Personalized Medicine

Atsushi Watanabe
Department of Molecular and Medical Genetics, Graduate School of Medicine, Nippon Medical School

Division of Personalized Genetic Medicine, Nippon Medical School Hospital

Abstract

Great advances in genomic research on the susceptibility to multifactorial genetic diseases
and drug sensitivities have broadened the use of genetic information in clinical practice. In the
United States, pharmacogenomic information is included in drug package inserts (labels). The
United States Food and Drug Administration releases a list of drugs and valid genomic
biomarkers for public use. Also in Japan in June 2008 information on the relationship between
UGT1A1 variants and the anticancer drug irinotecan was included in the drug label, followed
by insurance coverage of genetic testing for UGTIAI in November of the same year. Such
developments signal the start of the age of personalized medicine. Appropriate application of
genetic information to personalized medicine in Japan requires different approaches to genetic
information, as the current way of handling genetic information regarding single gene
disorders in research and clinical practice is based solely on genetic exceptionalism. However,
specific issues in introducing pharmacogenomics (PGx) to clinical practices remain unclear.
Large differences exist in the implementation of personalized medicine among institutions. The
number of genes related to personalized medicine will surely increase in the coming years.
The issues that surround personalized medicine will need to be specified and clarified.

(HARERFRZR2ESHEGRE  2012; 8 9-17)

Key words: personalized medicine, pharmacogenetics, genetic information
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Narrative Production by Trauma Sufferers: With Particular Reference to
William Trevor's The Story of Lucy Gault (2002)

Tetsuko Nakamura

Department of Foreign Languages, Nippon Medical School

Abstract

Trauma studies, as consolidated in the 1990s from a trans-disciplinary perspective, have

come to attach fresh significance to narrative production by trauma sufferers. William Trevor’s

The Story of Lucy Gault, a novel featuring a girl injured during the Irish War of Independence,

describes the difficulties trauma sufferers have to face in constructing their own narrative for

recovery and apprises the reader of their long suffering from a medical point of view.

(AARERRF RS EMERE  2012; 8: 22-25)

Key words: trauma, narrative, William Trevor, The Story of Lucy Gault, Ireland
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3. Gene Delivery and Expression Series

Overexpression of Recombinant Protein in Large-scale Culture Using a Baculovirus-insect Cell

Expression System: Based on the Study of Xanthine Oxidoreductase (3)

Yuko Kawaguchi and Ken Okamoto

Division of Medical and Biological Chemistry, Graduate School of Medicine, Nippon Medical School

Abstract

The baculovirus-insect cell system is widely used to express recombinant proteins.

Posttranslational modifications of proteins, such as glycosylation and the phosphorylation and

incorporation of cofactors, in Escherichia coli are less sufficient than those in mammalian cells.

Unfortunately, mammalian cells are not appropriate for large-scale culture. However, insect

cells are eukaryotic cells and are suitable for large-scale culture; they can be used to produce

recombinant proteins that cannot be expressed in E. coli. We established a baculovirus-insect

cell system to express xanthine oxidoreductase and obtained about ~4 mg of purified enzyme

from 2 to 4L of culture medium. This amount of enzyme was sufficient for X-ray crystal

structureanalysis. Here, we describe of the outline of our methods for culturing insect cells,

producing recombinant baculoviruses, and expressing recombinant proteins in large-scale

culture.

(HARERRAEZEZMRE  2012; 8: 26-30)

Key words: insect cells, sf9, baculovirus, xanthine oxidoreductase
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RO ODPBEEINT WD, LoMlafEAsE L <

Fig. 1 Sf9 Cells
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ANTY LAY EEH S A (Fig. 3lane 3), & 512,
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&, YT RTTY yEROEAERRREE (5



30

7 FW%3, Fig. 3laned) 20045, £ 7 N
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A Case of Thyrotoxic Myopathy during Treatment of Thyrotoxic Crisis
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Abstract

A 30-year-old Japanese woman had received a diagnosis of Graves' disease 3 years earlier
and was treated with thiamazole. However, she discontinued treatment by herself 6 months
later. She became aware of emaciation, bilateral leg edema, and dyspnea 4 days before
admission. Because of a fever of 39 degrees, she walked to a nearby hospital's emergency
room. Physical examination on admission showed a clear consciousness, fever, tachycardia, and
enlargement of the thyroid gland. Electrocardiography revealed atrial fibrillation. A chest X-
ray film revealed bilateral pleural effusions, pulmonary congestion, and cardiac enlargement.
Because thyrotoxic crisis was suspected, she received ventilatory support and was given
thiamazole, a potassium iodide preparation, and glucocorticoids. However urinary volume was
decreased and serum levels of creatinine, creatinine kinase, and myoglobin were elevated.
Acute renal failure due to rhabdomyolysis was suspected. The next day she was transferred
to our hospital to undergo hemodialysis. Although her condition improved with intensive care,
severe weakness of the proximal limb muscles (manual muscle test 0~1/5) was shown. The
serum potassium level was normal, but electromyography revealed myogenic change
suggesting thyrotoxic myopathy. Muscle strength improved through normalization of thyroid
function and rehabilitation, and she was discharged on foot. This case suggests that prompt
diagnosis and treatment of thyrotoxic crisis are extremely important because the prognosis of
thyrotoxic crisis is extremely poor. Moreover, thyrotoxic myopathy should be suspected when
limb muscle weakness appears in Graves’ disease.

(HARERIRF RS SMRE  2012; 8: 38-43)
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Abstract

We report two cases of pancreatic cystic endocrine tumors treated by laparoscopic distal

pancreatectomy.

Casel: A 33-year-old woman was found with computer tomography to have a 4 cm cystic

tumor and a partially thickened septum in the body of the pancreas. The thickened septum

showed enhancement with contrast medium.

We suspected an intraductal papillary mucinous neoplasm or a mucinous cystic neoplasm,

and performed laparoscopic distal pancreatectomy and splenectomy. Pathological examination

of the resected specimen indicated a well differentiated endocrine tumor of uncertain nature.

Case 2: A 62-year-old woman was found with computer tomography to have a 4 cm cystic

tumor and a partially thickened and hypervascular septum in the body of the pancreas.

Suspecting a mucinous cystic neoplasm, a solid pseudopapillary tumor, or a cystic

endocrine tumor, we performed laparoscopic distal pancreatectomy and splenectomy.

Pathological examination of the resected specimen indicated glucagonoma. Neither woman has

had recurrence as of this writing.

We conclude that pancreatic cystic endocrine tumor is characterized by partial thickening

and contrast enchancement of the septum. Laparoscopic surgery is a viable treatment for

endocrine tumor of the pancreas.
(HARERRFEESHEE  2012; 8: 44-49)
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Laparoscopic Pancreatic Resections:

Evolution of Techniques for Standardization
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1. &R ORI AFTANARREE - BRiginfr - BHEEOTHN 2O S

PENFETH
H AR BB ACE B it AR5

ik, HARANOFEFEIZ TR 55, WiEzREICH ST TRk L&z, FNAROBVWEELZRL S W
BRI EERNAHRICITbND, FARBSARTIEEL v,

PG AR O T BE OERNE, (I OMELRBHEENCIL LTI L T V. FHEW 2 IS PATAI SRR 2 TR L %
T FRICHEIR P O FRNIRHIRIC R ASEH & %2 %), itk, MEWEPIEAS 2 EBEREIC 5 2 2 0B I3 B TE v,
i ORI R YR FM CIRX RO B FHEAE S NS, ST 2 HERIEO T 5 ST R & otk A ™
HMTHHD, MIEFMICLBLME LToOARBEREDOBEM, FHREEER TR ¥ SGEEORIE X Z D% OB
REPT. PRPANTHLELTY, HEMICEZICE > TRMKZTHREE 2, HikodiFoH (QOL)
FET Y, WHEERANO—EE2EGELPRBEVEELRT 77 5% b.

ThbbAk, BROERAFFMICZZE, S 5ITREE - BT - BEMEIRIROONLETHALH 2 LI
13589 AR,

S TARED A I AFFEH RN & FE S EEETFHOB NS 5. COWMREZ T E, 1ERORMBEMN
WL, £ MEERE - B - BaN] 2 HEL T 2EERTHEZMI 9L, ERELZDIIA4HEE2RHA
TW5.

2002 AFIAHRHC & Z 28T A SN, R AFABEE TN O BAEE RIS 5. A4 F TITAEIZ 200 R4,
KEPSIZ8% BETR) PHMBEEZIUG L. ZORBEICX Y, BRARFMICIE MMURR - BRiRiRE - &%
B ITMAT, TEREZ] vy FH-rHESRE S,

RZETFREAIEBE TR FIBE LR, Mle L BEPESE T FMi2frbh T & /2. 2003 4E £ ) iR FITE R ¥ v 7D
MDD LIS T FMB L O T EHE T PR OARKEAD bz, BEE CICNHE PR R CER 2 A3 %
FEREE 3 AR CTEIB L, ST RN B L O FEE T P2 BENISEA LERICED. ZofE, PETF
MOIIPBRAFH S EDTHISEEL oo 72, FE 4 FAHEFEIINM L, 2009 4FOREREG T F47 128 1, T =8
TEFM R REIS, 2010 Rz e 112 7, 10 fF2x, FEE T AR BIRETFHR OB X 2% 8
HMTICEBBL T 5.

THIARHBEETITON M AREEGE TR 09 b, ROBELT 7 =y 7 208 L3 5M0%, 2BEFESE T
=4 (Total laparoscopic hysterectomy, TLH) T& %. BIETMOIII»EATMICL ) FEE&MIIITbLN S
A%, TLH TlXFBAES OMVIER TH > TH +o 2Bl b L eI T E oMMz L 2 5.

TR FE S A CTHEIENZ TR 0b Y, TAZHCTERER ) LIFEE v FEFH Y, FRICHER
RIFRIEERBEOA B2z Fins, FIROMB P EE L FEHEZINM DS 2 VIZFEREOYRiClddbdThH
MTHsb, BEEGETPMROMTBIEILOBITER 32V LAR—- bR THEDIIhboT, KNS HILK
(Single port) BEREEE T FMididh 5.
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Y A DNTHRR S,
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1) endoscopic neurosurgery @ | PHEEHEMTH] Evbh b DT, WHEOTOBREF v 2 VICTiligEE
EHALTIT) HETH L. MRHOMENCIHEE P ORE, KEE, EBRAEREDOFMOBRIITbNIS )k
T, EbOTRBRELTHELTHSR, wbwd [Key hole surgery (AT | OfFTH 5.

2) endoscope-controled surgery : [P FFMT] Lvb s dOT, BMSGETFM L FME WHEIIR A0
DEAE LTHWBN, WL PR EL2 N4 I ICHA L CTEM 24T HikTh b, [WHETFM] 135
WEd 5 7 70 —F 5 % I T BARIESS, SIS o Pl R0, BN LR35 % MEWRS (i CHW SN T Th 5.

3) endoscope-assisted surgery : [PHSETIRETH] L vbha3 DT, ZOTFMIERITHOITE LHEMET
MCWE OIS E 2 BED Z WS CTHERT A2 L ICX 5T, HMETHOART5% 5 %249 B TR H
ENs. 2o [WHESETHN] X WKEREDZ Y v ¥ o 7Ty, WiEE CERCBRES), = UM - 3
AR 2 U NIAS LR OB, FRAEEVEFFlishTw b,

WHHETIE, SRS ONHBETRORER 2 TR T+ 250 THEET 5.

HEAREFAICH (T2 HBEORE

M # =13 endoscopic neurosurgery (WHISEH M TAHT), endoscope-controled surgery (NS T T4F) 1B W T,
FEBIEL, FHRILANVICBWTENEZ Y — FT2 75125 ), MRFH» O OFRIFEDKESL M RFHE DV R
V. UEE T, TSR LR ORI [Hi RN TN OB LISHICRIILTE L. £
7o TR BLEE AT HAR FRE T BE | OBAB X OHIESFICIR S Bb o T & 72 SRMBENHE T I TR B
IVV AT LA ORBEWLRFEEPBIFINTEY, ZOFHOMELHROERZH S Tn L Zepbhvbhofid
LEZTVS.
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1. Reduced Port Surgery
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BRRFEAEIVE QLER - —#)

FMREZOLDEWO THME, BIEORBETFM DL < 25 —#fb L 72 19 A KDk S < OSFHE 0 B0 % 4
DL LT oz EWEE T IR, BB &AIFFEHEdE S /- 12 1k Big Surgeon, Big
Incision & Wb, BlORAMEE VS BAIZEL o7z

INHLEE & RBEREFH CARBENICHEA LSS - WEZ1TE 9 L9525 IL 100 SEICRDIERAH D, 3 TIZ 1960 4
A FA Y TRFEIMEHET AT bR TS, IS O EDEIESEZ2EEOZEALLENH D, 13h
DFMA S v 7 D EEN MR Z AT 22 L3 L2 o720 1986 E IR W R /NMIOF L ES 25 (CCD) #F
PSS, 1987 WD TI N JEIEGICHEE LT =7 — 2 BE T OEM bR —E L7z, BHESET
MIC X D ER SN DB OHR/MUIC LD, FHEEIBIER S i, FIEEREE, P OHSERITRELE 25 72,
MU T TR IR TH 722 L B —HTIEH 52, ZO7 7 a0 —F HEKD Small Incision, Small Brain
EHHEIND L AR oz, BBLZAEORAEZRT, HFHVIERMNIISL  Ofiik THE—BIROHHDL
ELTRMEIND L) IZh o7z F724 K ORBICHNHETFMINCH S, SR EEREER LETIE, (7
TALY T N BERLELETIER L.

NHLEE T AVl ORIV, ZEARIICIIEH AREERG 2RI L % &L 2 AR & v, BITEOEONBE T T
MAIEFE o 72 EEN D, R— bOMRLRWEIC L D S SR EZEREBEILL L9 LT 2-AOHE LV, —D
OIT—niF, IEEEREEE 4 3B LAV NOTES (Natural Orifice Translumenal Endoscopic Surgery) T 1),
B THOMEIEAR, BRI LWL SN TWADS. LA L NOTES DTt 77 = v 7 13 R TH ) — %
OHEBHRIZ & Y BRRFEIT O — FVIZE. K= MEBOIE»07 7 —F13, Fliesiis AR+ 1 7 incddh
SHELZHILXFMTH Y, 1997 4D Navarra DREZERE TS, F2X a3 — 7R F2ME LT 28 A D 1990
EAKR & U Needlescopic Surgery & LTEHE L TE 72, 2008 45 523 IZHILTMAIA T - 7275, #EE D Tl
FHELBAETLHRDTZ V., 299 vo 72RO T Needlescopic  Surgery % NOTES 7 & ORBER BRI O A 1%
AL T E A TH 2 2 VBB EINTZ. ThH0Y — Va2 HlASbE, HREEEL 2 R ARBEEAL T 5 3
% Reduced Port Surgery & 55, Small Incision, Big Surgeon ®RAAIE IO NWT W5,
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BHLWREE 20 220H ) FF. T/~ TlE, SO22KEFHAED L HILAEESGETH 2 NOTES %2 &
DOF 727 Fa—F, T 72 masterslave BT R v b da Vinci # 72 robotic surgery 7 EF 7z i b B
OHNFT. RFIZBOLTRINSOWIICHEZ BT, bbb AT CELBMEETHE, B ALR
KRET 70 —FER EERBNMLARETNOSHORBLEZRL2WERWET. Db OEEGETH OB AL
BRRVHEL CTEBNEE (19974E) THE720, ERPLESON TGN TFEHOBRRLH £ ) Bk
5Zl%l, FRAM»LOHNERTAI LR, BREEFMEZMBTEXE L EROMBEFMIEZETS
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FHIMHELTERV PR EZRFEL LT, SNETEMMOMATEET L. 4, 13EEL 8,000 B4 1 12
JERESE AT 2 1T L F L7275, BHAETREMERAETHOIZ LA LZGERTIT) 2P MREEZTWET. flE
HIFHIL, D EHEOTEERMN GEM 400 FILLE) 1%, 13 A EDMMESST (total laparoscopic hysterectomy)
HHVIIERNTHY, ZZS5EMBBETITONADIZ1T% Lo TwET. T2, CORBERTPH ORI BEE
Z\T B DIdH D radical LM 2T 2ERTH S LEZ, BUREOAL ST, M ABHEMEEFMIC S HmY
WCHBSBETMZEALTEFE LA MBoREIZEDLOTRL, MAPBRET, &R, FAEEEET
WIFRICITR TGRS RS, COBNEHCI LI 24050 9. S 518, BEETE NEBUERREE T2 NBE 2
ERMETIED o THIRHPH O K HEL Y BR M 2 L2 & 3 25612 @0 2 350, B8 72 WEE T i double
stapling technique % functional end-to-end anastomosis, ¥ 1= PIIEIE Tl Boari flap ¥, psoas hitch #7% &
HEEZEESGEFICHEB LT L. F7-5%%X minimal access surgery OFi7- 4l e LCiHEHZ2E£D-2H 5
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Original #iX D3I [Abstract] % HARER KFEES LM
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Tumor Necrosis Factor-o-induced Mononuclear
Cell Death May Contribute to Polymorphonuclear
Cell Predominance in the Cerebrospinal Fluid of
Patients with Bacterial Meningitis

(J Nippon Med Sch 2011; 78: 360—366)
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INEOBIIC, KT V5 4 72 SERIL 2 AR I il 2k
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R, 37CI0 B o A ¥ 3 2 X— ME, ABEMEE ()
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72, M4BTI MN - PMN & 3 I2AEFERIZIF I 100%
THotz. L L FACS BN Tl BM O #iii T MN -
PMN & BICT7 R b= A% M L7z

ZE  PMN HLREM OB,  HIiEkA% 0w % e %
M2 THHEAIRSRINICIRA DR, AN T OB T:EIRE
ZF B LW WBHDPAETITH 502 OB E M BRI
bdH 5. TNF BRI RE SNz MN I3 EEICH
Ja3E L, PMN 35473 % 4 W D FEERAE R L, PMN B
DWFEOVDEDIZHNFD LEEZ LN
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Diagnosis of Vertebral Artery Dissection with
Basiparallel Anatomical Scanning Magnetic
Resonance Imaging

(J Nippon Med Sch 2011; 78: 367-373)

Basiparallel Anatomical Scanning-Magnetic Resonance
Imaging % AU 7-HES BN RARAE D2 MR

T /NP B
HEENAESLEE - U NE D) T = a Vb
*H AR R R TSR A I BE A A S

Tx - BEY N EOFEIKO—D> T 5 BNEYIR A EE 5T
T 5BY 2 BWHEICE L Cdtks 202 ENTw 5.
AR, A E K B IR o 18 A1 8L % 5FAfi 3 % Basiparallel
Anatomical Scanning-Magnetic Resonance Imaging
(BPAS-MRID) ZSMERZEDILRICAHHTH 5 & DA
H5H. T, bivbiIMe s BIREEE O SR 2 I
BPAS-MRI % &®TED & 9 BBAEL» A H BT L 72

ik o RSN R HE A I S B IR SR O R MAEIR & B2 L
72 E 2k LT diffusion-weighted, T2-weighted, BPAS-
MRI & A7V, i i B Ak o0 1fiL 48 <> =2 e SR 12 228 A
PSFERR S N7 A I IIE R 3 R DA I B I AE 352 % AT
L7z. BPASMRIIZEEH AP o613 7 7 8
EEFT T u— Atk S L, Eh st Bk
fEBEDEE & MR L7z, BEMRAT O MRI CE%HT A
(ZRERENY 22 ZZALASRD O N3 S X BRI E & WEE 2 T L
72, WMEER N L 72BN IEAT S 7z MRI & i %
i & retrospective IIHEES L, BYARMEAEOZ WA 2
Mo % Meat L7z,

R 22PN L CORES LA 7. T2-weighted MRI
& LS B D B WL T o VRS W A& 17 0 C Mk B IR A%
B, 3BITT 7 M, 260CTT 70— Ak &
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