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The Role of the Nurse Practitioner and the Terminally 111 Patient Population at
Providence Hospital

Lauri E. Bolo-Schreuder, MSN, ACNP

Nurse Practitioners have been providing care for over 40 years in the United
States, in many different settings and arenas. Providence Hospital, is a 365 bed,
community based hospital located in metropolitan Detroit that started utilizing nurse
practitioners in 1999. Providence Hospital currently employs twenty-two nurse
practitioners working in several specialty areas, including orthopedics, cardiology,
pulmonary, neurology, vascular surgery, and surgical oncology. Nurse Practitioners
bring a different angle to patient management and are an essential component of the
healthcare team. Nurse Practitioners who practice at Providence Hospital have
demonstrated successful outcomes in continuity of patient care, decreased length of stay,
and enhanced multidisciplinary collaboration. In the area of Hepato-Pancreato-Biliary
(HPB) disease, the use of a nurse practitioner has been shown to be a valuable component
of a successful service line. As a result of including a nurse practitioner on the HPB
service at Providence Hospital, there has been a decrease in patient length of stay, an
increase in patient and physician satisfaction, improved pain control and enhanced patient
and family education. Nurse practitioners have also been shown to be effective as
navigators for cancer patients, ensuring that their health care experience is the as smooth
and seamless as possible.

The value of a nurse practitioner is essential in the management of terminally il
patients and the end of life issues that surround this patient population. The nurse
practitioner is vital in facilitating comprehensive and compassionate care of the patients
and families who are dying and living with incurable conditions, such as cancer. A nurse
practitioner provides support by helping to identify what is important to the patient and
the family. The advanced knowledge and clinical skills that the nurse practitioner
possesses is utilized to provide pain management, symptom control and coordination of
care within a multidisciplinary approach to ensure that the goals created by the patient
and family are achieved. Providence Hospital has a Palliative Care Program which
provides care to both the hospitalized patient as well as the patient at home. Since the
implementation of a nurse practitioner on the service, the number of patients seen
annually has dramatically increased from 300 consults in 2006 to over 800 patient
consults during 2008. The need for advance practice nurses to partner with the medical
profession to aid in addressing the physical, emotional and spiritual needs of the
terminally ill is evident.
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W2 THREIARERIIVNE LT, ALROWEL VITHIRFERVIZRD
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—%T 5, ILIEBEERZ LT, BECFKIEOHESLCHRIZOLES, £
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SrOBMBAREAS T F—L ReartEy ML T NP BFEFKT 5, £LT

NP %l & U7-F#ETF — LM FEBAIICABERTD b BECF IR L E#g 2 Y
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DEBIM SN TN o 2y, ARILFEIFEIC L D EERMEROHEEIZIIEE
DHEEOHEZZEBETHD L DEERTRE B/, AILRFEE CIL,
MERIZX T 2BELELI2E, RSER~OBRREFDPLETHD LEZ
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4D NP BMINWTND, RAEREMANP W57, v— U —FHEAIITFIR
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EMAHE LTV ENIFERTHo T,

HARIZZONP OFIEEZZOEETHLIATZ LIXTERWVE, BEFIROHK
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LTV 2 HUIGEIEE R A DI, EBEMERN O £ METEE, EBR
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HH0EHEE LTz,

FEMIEE TERIAECZ— BRERSHE EE &

7. AEAFZEEDOLR— MIFKDO L BY
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The Value of Home Health Care and Palliative Medicine in Surgical Oncology
Michael Jacobs, MD, FACS, FICS

Professor of Surgery-Clinical

William Beaumont Oakland University School of Medicine

Michigan, USA

Imagine undergoing a major lifesaving procedure for which you know little about and
getting sent home with only a sheet of instructions. Most patients and care givers would
surely be overwhelmed. The continuation of health care beyond the acute setting,
therefore, is perhaps the most critical phase in postoperative/postinterventional cancer
patient management. This continuum of care should begin prior to the hospitalization to
facilitate postoperative outcomes and to improve the patients and families understanding
of the process. Moreover, midlevel providers may act as a patient surrogate or liaison,
further bridging the gap between surgeon, patient/family, and home health care provider
through communication and education.

Although we have encountered a time of financial and economic difficulties in the
fields of surgery and medicine, we must remember that the patients comfort should come
first. All surgeons face issues of judicious use of supplies and equipment, length of stay,
and maintaining efforts at low morbidity. As pressure to reduce cost and improve
outcomes increases, we must consider a look outside of the operating room. Surgeons are
accustomed to control and in fact, surgery is nothing more than a controlled trauma.
When the patient is dismissed from the hospital, however, our control of problems is
substantially lessened. Patients are intuitively at an increased risk for problems during
this period of postoperative recovery, which I will arbitrarily suggest ranges from one to
four weeks. During this phase patients are likely: Adjusting to pain; Mobility issues;
New or adjusted medications; Complications from surgery; Dietary changes; and Loss of
independence. Certainly the list goes on and is variably per patient and surgery type.
Nonetheless, wouldn’t it be great to discharge a patient home knowing that he or she will
receive a continuum of care based upon multidisciplinary discussions. From a surgeon’s
perspective, this simple manipulation in postoperative care expectations can mean the
difference between a good or bad outcome or even a delay in much needed adjuvant
therapies.

In my surgical oncology clinic, we have embraced the functions of a nurse practitioner
(NP) whose specific interests are geared for hepato-pancreato-biliary surgery. In that role,
the NP provides additional preoperative counseling, inpatient management and
maintenance of pathways, and serves as a liaison between surgeon, patient/family, and
outpatient caregivers, such as home health care nurses. The value is indisputable and if
nothing else has certainly improved both surgeon and patient satisfaction with care.

In summary, postoperative care of the patient is a substantial component to the field of
surgery. A well-conducted surgery may be futile without the appropriate education of
patients, their families, and outpatient health care providers. A properly trained health
care provider, such as a nurse practitioner, can facilitate quality of cancer care as a part of
a multidisciplinary team. The role is critical to the surgical oncologist.
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ZRWT, Kkx 2RERNZ T 2 1 B OIEESRS 2> G Rl L7= DNA, RNA @
FENT & MEFEIZAT O Z &I Lo T, A REEIZEWYTE~ DIERICBIT S
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FEET A Z LN TE, BREBMOHENVNDIZA L —T 4 —IZHEATWVWE D%
FERET D L FRFIC R R IR R 2 ER CERESE IRV E LT,

6. JREFEDOHKE

KGEIZB T DLEREERE 2R E T 5 EEFEN~ — I —OREICE
THREEFTO 2D, 200T —<IZOWVWTEREZITVNELE, 10BDT—
<iE. KRIB@IN SRS O MiE+F 21T Aeirculating tumor DNAD X F /b
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LIRS 2 BIE U7 ESNE, 11 ERITH Y, 7 FERFIH KIFI8A SETLAE
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(71.4%) » KIF18A BRBBETH V|, 15 EHIHF 14 FEHF| (93.3%) 23
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WXV RBHEEDOR S BEFREBIN SN, TORANBERIALTH D, B
{LBBIZBNWT, ZDA 7V v MEEFD DNA XA F LR B L U3EE
AENEELTWHZ RN TWD, 2T, FEMEEI T-TNS
ERIRAF AR T A IR IE & XA X< 7 (Bevacizumab) D ff A
EIZEAEMEOREE LT AR TCIIIIREBIZB T AL 7Y v MER
FOIEY =2 RXT 4 v 7 REMBRHZEEITIEANOBRELIVZEZDOR
ZhPEE DNA A F LB L OEEFRREIZOWTRE L7,

75 ¥
TNk
MR e FIRER DY A SKOV MfaE & H v 72, SKOV A fd Rk 1%, 10%FBS
(Fetal Bovine Serum). 50units/ml X=31J > G, 50ug/ml A h L7 h<A
T v L ORI DMEM (Dulbecco's Modified Eagle Medium) 5538 1Z CT.37C.
5%C0,. 95%Air D&MET TH# Lz, SKOV Mk %Z 1x10° Mz 725 &
I 35mm EEMIICEEL, FHE1 A%, B ("R X7 VAT
FU, NNV A T+ VRTTFV) BERMUERBERRICZE L, 2 HEI
HBEREZH L, B 1-6 O£IZ MY 73 2 /EDTA A X 0 #ijE % ([
U, MaEEFHEl L 72,

2) COBRAVEIL L B4 7V v FMEGFREFEBEIRIZIEIT S DNA A F v
{LfEAT

[EX L 7= SKOV ffE D H A E G % . genomic DNA ZfIH L., 7=/ —
VS ma RV AR = F ) — )VIEERIC K Y genomic DNA 2R L 7=,
genomic DNA HFIZBIT BIEAF LY F v DOF IV ~DIEEBEBRTFE S
FHEJ 57T, EZ DNA Methylation Kit % FH > T Bisulfite L %17 - 7=,
Bisulfite #L¥E % 5 genomic DNA % #8 & U C, HI9, GTL2. PEGI. PEG3,
ZACBXOLITI D 6FEDA 7Y v FBEEFEIE L LT, BEFHED
T4 =% HNT PCRICEVIFEEBEZITo 72, DWW THIREERLE (HI9
B T-Taql BE3E, GTL2 #I5F-Taql BE%. PEGI #&/iz+-Taql B#%. PEG3
BInF-Taql B3R, ZAC BinT-Taql BB B X O LIT] BB T-Taql BE3R). 7
Hua—RAEBERKE, =FVyvsrrvua~vf FE@EE, VersaDoc IMAGING
SYSTEMIZX W RV FEEEL, ATFNVLREEH LT,
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3) 4 7Y v NEBIEF ORBUENT

[ U 7= SKOV i iE D fi fa 255172 . ISOGEN IZ £ ¥ total RNA % 4 |
DNase #LE# . X 52 ISOGEN T total RNA i L7z, 1ug ® total RNA
BT UELT T —IZ LY WEBEREZTTV, cDNA 2472, GAPDH &
mrERNEEa ba—L e LT AFIMEEIERBEINTZA 7Y Vi#
=+ HI9.IGF2 ¥ £ OV ZAC % %f% L L T, StepOnePlus Real-Time PCR System
IZ XY BEEMNT 1T o7,

#E
b MIREE SKOV MaERIZBIT 2 "N X< T yxf?%Vﬁi@N
WA T+ VAT TFUEIOGHMEEZFTRB701, EAHEMIZ

SKOV #i i o> i At FE 6E % 78~ 7= (X 1), Aﬂ/xv7%ﬁMLtﬁu\
10 BEO 100 g/ml DNFTNDOFESIWM LR L2255 &_ttf\nétﬂﬂ’ai%ﬁ
Iz i?rn%lJéW‘m:of:O A 7"??‘—‘/%3 1. 10 B LT 100ng/ml WD L 75

EBEOHBTHRMUR DGR RENEN 68.1%, 61.4% B LW
ms% ﬁ%ﬁ%mﬂéhto1mungV\/zv7+um@mu/x77?-
VERMULZEES, BE6 HIL THRML R AT 56.1% B FH A
Mk xn s,

ATV NBIEFRAFHERD DNA A F AT EET D20
COBRAEL VN LTz (K 2-4), AT TZFURERMULIEGE, WThoR
BIZBWTS ZAC BEFDOAFNMLER 2 ba— (FEHELM Ko
3.1%03 5 13.7-34.1% EWEBI NN, DA 7V v FEEBF TEREMAD
Ronieholz, SNVA T+ VAT SF U RMUTEES, HI9 B+
TlEzr e — VXD 10.7%0 5 42.1%, ZAC Bz F+Tlda v e — Ko
9.7%0>5 31.8%IC A F N LRDODEERN R NN MDA 7Y v FEIET
TREMEBR GNP oT2, LBLERDL, "AVRASTEZHERMLEEE.
AFNMEROBLITR o Tz,

Iz, BHABEMZ LY A TF VOB BRRBDONT-A 7V v M ERF
HM%&UKWMGU%h%iHM BRFEITAI—FZFRLTEY,
HI9 O A F VAT EIZD A FAALIZ L > TRAGIHE SN Z LM bN
TWB = O)DRBEEMIT % 1T - 72, 100 ¢ g/ml N3 X< 7 +100ng/ml 2 A
T FUERBEMZ LD HIIB XN IGF2 B+ 0OEETREEIX, FAHE
X720t (1 5),

5

AT, b FIPEE SKOV Mgk E AW T, XAV A7 0|, &
ATPTF UMM RN AT BEIONV AT TF 0 AL C R fa i
FEE L O'DNA A F LR X BB TFRREOBRD DEROFHEIZ N
TR L, VAT I F VMBI EREMEZIRBBO b, XA X
T B LRV AT T F UM HRFLE 2BV T M REENHI R R L O
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HI9 B XN ZAC BIEF D DNA A F AL L _ADEBENRBD LT, XA
= 73 N M IRESER F (VEGF) Ioxt+3F 7 a—FAHEThH
%5, VEGF DX 2HETAZLITL Y, MEHFAEZMA -0 EEOBFES
B2 MR T2V T 5EM 2/ o0 FIERIBEIE TH S, VEGF DHIRREIC
» % VEGF ZEMBICKHAET 2 L. MM, mMEH4E, mEERM%ETIE,
[EECEE S X3, NV X< 7% VEGF ® 9 % VEGF-A IS L.
VEGF-A 3% %1k (VEGFR-1, VEGFR-2, ==2—uat’J 1) ZEATID
HET D, ZORR, BEEMEHAEORE, TEEEEMME . & 0 MH 5
BrrEEZ2bNTVWS, LALRRS, b MIFEE SKOV MLk Z Huv
TR BT DNV X T RE TIIMBAEEMEI D RIZIR b h o
7z F 72, SKOV Hifatk % H W = h O K 72 & OFMIaRICB T 5
RNY R T 2R LR TE NS X 72 K5 M e a s 2 2
RBIT . in vitro TORNY X< 7 OMIEIEME IR ITIZEAERNVE
Exoid, VAT ITFUIIEERAO—>TH Y. DNA SHNE X UM
BBOMRIZELY DNAEREZHEET2EEXZOLNTEY . KFEIZTEBNT
HIRE R X ORI FRICHEEMBII RN R o, "INV X T+
AT FUHHRL VAT TF L HHAREENGI S RERIRDO SN L
EZzbhb,

EHNRMZ LY ZAC Bl FEB L O HI9 &5+ DNA A F /LD EN
BOLNTEN, HI9 BELWIGF2 BT OEBEBFRERIEIZ OV TIIE/LNFE
DO, ZAC BInFIX 6q24-q25 fEIEIC. HI9 EisFid 11pl15.5 %8
BICENEFNMETDIIERNMONTEY EAZLL A P=RT 4 vV
REAOREN L ECREBGERMICEC TV A AEEIEZ NS, LA L
RIIB, 647 MEETFETTR AL ZOHBREFHEMIZ A F L
NEEBINZZOEABFIZOVWTREABPTH S, 5%, EFHRIM X 32
BLFEBEBIUVUDNARAFANREDY ) AT A R ©F ) MR 51
DHZ LWL IERBIZBTATIANRAKOHRICONWTE R ZBMENRED
nadLtEzZz605,

@R

AHFZED S, DNA A FALE VW T D 2 RT 4 7 ZAOEEHN S IIEE
ARERICR T AV AT TF U OERRRO LN, LLERL, A7
Y NEBRTORAEE TEESRAILEFTET . v/ 7 a7 LA KRR
V=7 Y= RA LB BEFREABTBIVST ) AU A Rl 5 )
LRHT 72 & D& E e BT B LE L RIR I N,

D% A#F5E4E O Rl

HFERRBIZ. INETZ V2 RT 4 7 ASBHOWRICHEELTETE
V. mERFRMEE X OERBEINIC X 28T %2 F L, FREHIE
VW, Eio, EBHOMEE, BEMBE & bIMFANIC, HoEMIcHFRICHSE
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LTRBY, TNHOHENGEEMTE 5,
= NAIE3E J\ERE 4

A ALt ;{v*@?ﬁi
LHOE06
AOOE-06 #

3 EOE-0R |
‘ ) ; 4 x4 & m o.'m]
2N 00 i ‘ “'f =W g el
LECESOE | J Ot

; o - T e goend
LOCESOE | it

500E+05 M

dayl doy2 deyd dayd doyS  davl (time)

B fﬁi”??"/ﬁfﬁl

Cell number

ESOE+06
o ZOGE+DE
3 1 OE+D6 - iB0ngm]
5.00E+05
CUE+G0

dayl day? dayd doyd  devd  dey@ {lime)

€ LAY KTl AT
BEA06

JE+08 |

e
g

e 3 48 g e+ Dol
i Y00 3 g/ ml# 1 00nE mi

Cell number
bt ]
m

dayl day? day3 dayd day5 day6 (time)
1. HRENGC L 2 A
& e {ﬁ 1 m. ;mu g/ml) ,

B RTEFLEE 00, 10, 100 ngfel)
c LA g I AT D F PN (040, 100k g/al+ 100 nginl),
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Mathylation®t

Mathylation®

Mathylation®s

Methylations

Mathylation®%

Methylationtt

H1g GTLE

s

e ZBd B

ke

e B BEE2

_ ZAC
w
LR
ﬁﬂ ’
i “
0 i
a 1 W 190 ingml) a 1 19 100 inghmi)

B RS F R LB T o PR

FONRA A F A

18 GTLEZ

a1 Gughel)

| 100 i)

14 190 {nodel)
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Methvlation®e
-

Methviation®:

AR RELAL

Mothvlationfs

ER BN

H1G GTLZ

%

I

B, 2 e W R B LA AL T e P
DR&A FAE
IRENSEN (LA Ee Op g/ml R FIF L 6 ng/nl)
SR EERREN (LA 100 g gl AT F L 100 ngfnl) BT,

H19

0.25

% BRFIEmM
®RFEM

(H19/GAPDH)

Day1 Day2 Day3 Day4 Day5 Day6

IGF2

0.18
0.16
0.14
0.12

0.1
0.08
0.06
0.04
0.02

1 FEFIRBM
B EHEM

(IGF2/GAPDH)

Day1 Day2 Day3 Day4 Day$ Dayé

B5. H195 &V IGFZRIEF D TR AR

BREEMARTIRT 0 o/m+ R FS5F 0 ng/ml)
BHBEM(RTOT 100 4 g/m+ X TSF 100 ng/mETT S
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INENAEEBEBREOER 7 a0 —T v 7L
Z DREIEENHIZBET 558

. FETRA KA g —1EK  HBEx

. W HIE
VR 2144 A 1 B~FRL224 3 A 31 A

PN 15|
4 B EMNRBEERES X —
FTEAL « B RUAR it A X R 2-10-1

. XAWREE

TR B EERE 2 —IREE R
B 4 RBEER

K 4R #17

. WF RIS

O

Fa 2194 A1 HBEY ER2OZAMEED FITBWT, /MEBSARKE
FEOREHP 7y —T v 7L ZOEGIEMICET AU EEICEA L., FICIR
BETOT7+a—7 v 7O T D5 Z Mk L7,

OANE

MEICEFZ. BEXRBERE LV Z—RBICEBWT, u—tvva  ARkEE
L MEEMEEZ SO DREBREROARESE L EZZ T AN TE T,
BEORBEEENTHEND IR LT RBERE LOVZE-CREHORE
TG TERARL, EROBEER. EFHBERORECEE 21TV DD,
NIRRT EMEE LRI L. FREEE FEORMFOHE DL
BTV, BB U TERLEITL BT AZ ENEET LN, m—Ev Y
g VAR TIE., —RAROBEYELEE L, SFEH, HEERN, mmIZBiT 5
Txua—7 v IRHIERE LT,
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OIS

ENREERE L X —Doun—EY g VAR TIE, MEFMAELZ ST, BE
REREEREZNRLE Lie—EYa v 77 21ToT05, HEDORKERZH
LZ/ARETE, SAREFEICLY, AROBENEE LT WE T TR, 28
DIEFBIZORELSFEET LD, R lon—v2a I TI3EETHD, R
WCREHE OB R LAY T—2a b LI AE Y TF—2 g VTSI L
R0, WbHerbbT, Z<0on—tvVa VIETHEH., RRADORFAISCHBER
DREINLHBENRFZND R, TOBEENEMINIZ WY, Bz, &
DEFBBENGEPCREEENEE LGS, HBEOMNMITIEFTICHE LY, L
L, HREEEROR IS S FHEMICHMT 272012 b, fiBIE0oEED
OO RBECEBN T MITEETH D, £ T, YokTix, oM
BRREN AR ERZEZ, HOKRE - BEOERBIZISUZ, HH5WVITED
WIS Ul FiEZ 8RR L, Ao MmE1T o172,

2 FTAMEAOZEEOHEBREIZCBIAZRAZHEETE, BEORIBE
TIREFERRBD LN VWE I, bPrRRBOBELFMITI2MmAEEREL LT
ERHERTWS Y2 NRIRBERICBW T, 2V F IR MRESCa L +T
A MMEFPEIC & 5 FRIBBE O RHESTHEIR OFEBETM S © oWMERH
5, TOPEIZIE, Ma L PIFRAMRXFEF ¥y — e ER—RICAVWLNTE
e, RERECHEBREOETHEZEL, BEMOERBEEIR CIX, BERE
CEREENZY, BEAMET T2, MITHHREETH B DY,

Wt L VAT AF v — |k SC-2000° (=5 v 7 &5 LLF SC-2000) 1%,
0.03 FCHORMBAAFIEDFOL ORIV AET, BEFHNWDIZ EREZNT
N MROBRIEREORNF ¥ — FE2BRIRT LI LN TEBHDOT, REICK
THHEMBBBEF R TIERL ., XV EERSBRENTETH D, BREEERIZ,
RLERREDEDRBET=F—2FDICRDIZ LD, BEORESRME
DOHEHTHIIE, ZORBIILVWIEEbND, £Z T, BFHVWEZ L0n%
WT 2 R MROREER DR DT vy— FERIRL, SC-2000°% AWK
EEN DL NI XA MIAOBEEIT- T2,

WMHASRIZT 20094 1 HETIZa Y T A MAAZRE LT 48 FlIZDWTH
EHET 5, WAINIBIR 21 ], R 27 B, Fhix 3716 5% (FH 6.45%) ThHD,
HREEORKERIT, EREFIEBHEL 56% T, RNTHRERI X a7 g
25 15%, FARMEA T REE 23 13%, REVIHEBIE 2 10%, MEEIZFMIEEZ 4%, 20
fhds 2% Th o7, BREHE TIE, /DIREK, FRES HEMNFEREEE, £XB
NE, RESEREERPHAEBZEORR ThHo72, ZNHLDOHRBEREZNE
E LT, REREAE 3m, =2 FF X ME 100%, 25%. 12.5%, 6% DJED 4
Beprc, WIRBEM - BB ET CEOLOHEIZT, =2 TR MIAZHIE
L7z FAWTZRRARIL, 84%TT » FU RER, 16% CRHEIE Th o 7o, MEHEITIX.
paired-t REZ HV, BEKEI 1 %R E L,

oy b A MRAIDOFHMEIL JogMARE T HEa > M T X b 100% T 0.73,
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25% T 0.86, 12.5%T 0.92, 6% T 1.03 T, BEDa L R T A NPMETT B LELHE
KHABET L2 (KD, SEOHETIE. REEERDO = v 7 2 ML,
FEEREBIZELLT, E0a P XA MDETIEVERICETTA2Z LN
bhrolz, RREZERCIIREEEZENH > THLITERORY L L TERHREINT,
RABBEOERLITHA—B LRV EBHY, TOEERHMINIZ VY,
UL, SC-2000°12 XA => T A MAAHEIEIZL Y, 1002V b T
A NOFREEZRAWTEZRETORAPEBPEZA TN TS, SEOa L TR
FABET 925 L ERICHEENMET T2 L0, RAKRE DR TN EE
ol AEBEDTMA AR Thol, ZOLI2R, K FTF X MRADIE
Tz, MrofiEoRBEOBELOHELH D Y, SEOXGIT, EERE
REFHEEBPFRRE L 2> T0B72H, K2 M7 XA MIAIOEKETIX, BEBY
BB RT L, EMORBORBMEOE HFREE L THAH0 L Bbhi,
WROB—E Y a ATV TIE, BRI 0 ROERESE, 2860
fE, BERAZERICIERL, WOERSCEZOBRBICLI VBT L =—XIZ
HHEL TV ZEREETHS D, REHTHHIT, FEOBRBIS U THE
CETAMBAETREL, ¥EREZFABT LI LORERFEL D, #MBHE
ITEARENEND &, BRLOTZOMEBEEENTZA 672720, kN
DR L B MR DD, RAPHBEOERAZEETLILIREETH, £
SIIRHEENREFDOAY v FEMD, RICFOFEHERTZLELHETHS 7,
SC-2000%2 LB 2> T A MRARIEILX, 2F CHREZERFEOL & TREZIT
2olzDT, RVEBECTORDOER - BEICHTIREFOHB LT Z LN
TE, AARCERLHBEOHEAZ2ZAETH20Icb, FATH- T,

MRS R R VT AR A T2 b BT CHORAIIRTE Lod < . SESRIRER I 2317
O TE - HEEEMBEORGERENES L TWAR, KK, KPEOEKE 2
BREMRINEBALTH D, HIROZIZFETBEN (66.0%) &, WIRIZHK
A5 BER (34.0%) EAHY Y | WIRMED b O T B ESEN RN T
EHITIE, ZREBFENED IBFRBEL2ETHIRERETHHLZAD [H
IROBIER NN 0.3 K] 2 EE2 &5 RREEAEETIENL 5,
BWANR 0.3 % LRl THTH, XFERPEEORBENREERESRL, (LRRIER
R IE T L DA OHE O ERLERIC L A RMEE TEAZ L. BN
CHEIE I 72 T RN T TR BEEFICH L THHETH D,

a2V hT A MIAOREIZFBROREMERE ST TR, RASCRES
X AR EEIC T ABEMEIED D Z LICBWTHEIERTH - 203,
SHLEHR=— AN TEDI R ORI+ r—T v PR ORENEE S
LEbh3,
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X 1

2y b7 AMLIADOFEEE  (log MAR)

log MAR

1.4
1.2

1
0.8
0.6
0.4
0.2

PR

r L

L

100% 29% 13% 6%

AR T AR
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@3 AWF3EE O

BEAMEEIL, MEFHREC 70 —7 v FI2BW T, fREEZED S 7 % H
DICHFEEZED TWDE, REEIIE DO bary NI XA MR LICBRSL, &
R7efRE2E, 5%, IR EZREIE, BF O Quality of Life D[R Lk
CEFLHT DI L BT,
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EATIRE D AT B 1T DALFERIESBITIRR D
MESZIZ B9 D e

. EFNREE K4 mA e

. WS
T2 1441 H~FR2 24343 1H

SN T
& W ALK 2R A
BT B R 1T 75 SR BT 1-1

. ZAWRE

7B AL RFERZERIEERMER
W 4 R

K 4 \E®R M4

. BIFETEE)

OM=E

4A1HEY LR4ADRAMEED FTICB W TETINRA ALK T DLF
FAESATIR R OFESLIZPE 9 DA JERREEICBE L. 512 IN SR B M0 A IR Lo 9
5 2 WAL ZEFIEDOIB KROS5 2 Bts L7z,

@NE

WHRIZEFH%. in vivo TIHFEBEAYICIVEE OLFERIEBRDR 2 BET
5, U AIEEMRE R VZBE Y RETLVOME BIEL, TR
MR E 1T - T2,

BB RABRHICAZF AT NFIEICABMHEZ I VI 1D, I ARHE
WRBICBWTRLIECTROFVVETH D, o, IR EEBEIXBEMNY TIX
{LERENILSEDNTHLOD, BEE CEMEEL TSI L%, BIE,
MR DOERERER X EENTORATERDIRZHNDLOIFEA SN
TWEDE, REREB~TVA~OL MNEMROBBBHEET NV TH D, M
IEIRBATH L0, RBERIIESGOHEMBLEBRICEHEL L WS Z LN TES
HoTE, LML72RL, BETIIEEREZEOBEMAICSHT 2 /ERIXFEM
TERVALFREOEBOEZDIZIIZIDEEMILTEI/FEBOIT-Z 0 &
LEREOREBWET VB RBEMBETHDE VR D, > TR TILIE
REMNIZEEE S LKA REZEETE D, BRI 2bbvy X

— 3] —



Bz AW BE~Y RAETF VO E BiE LT,

C57BL/6 X C3H/HeNF1 (B6C3F1) < 7 & H1 3 0V2944-HM-1 FAE (HM-1) 1o /v 3
72— BBEFERZEEALLMREZMHEE L (HM-1/1uc), B IZFHA
T 5HE, 7T A R pGEM-1uc 7> 5 BamH1 3 K T Xhol i FR B2 5 G WrEp A7 & F)
RALTAVT T =5 —EBRBIzFE2B7, KIZFHE CHIRBEZCIBHMAZFIA L T
pCXN2 ~ b V7 =25 —BEEFEZEALE (pCXN2-1uc), pCXN2-luc X
AV VTHEBGTERS TV DIDT AT TAIREYIR 727 b7 3
> 2000 (2T HM-1 fiARIZ TR EHE A%, Mila % 600 u g/ml A< A & U EINEE
MU TEEERTHZ LT, HM-1/1uc Z3EIR L7, 723, HM-1 13 C57BL/6 v ¥
ATIEHP-L D EULPRENTERWVA, B6C3FL =7 XA TIXEETGB T 55
MaEFF-o,

TURE I VT Vv v B6C3FL (M, 8-12 W4) & C57BL/6 (M,
8-12 W4 ) B A L CE7BL/6 & BICHDRAGZ / » 7 7 7 b= 7 & (RAG2-KO)
IXEREBY P RFEFTLOEZ, 20O~ RAIRKFERREERRET CTHE
L7,

T TASD -1 % U< X HM-1/1uc MR D=, in vitro TO:HE
Lo THTaryrzy Mihocfilads, MY 7V U 0E Ehick .
1,000X g, 543 D LATBEZ X > TEUX L, PBSIZERE L7, FIEMEER
EHERTHZDIC, B L7-MAZ 1XI0HE/Inl v 7 2DEFE~LEA
L, BEBEERE., ~ VAT AT TF v (CDDP) 2F%FE L, WL DDk
SMTTHAEMREE®R & L CEEREZBER L,

AR B BT IVIS AT L 2000 22U — X (Xenogen Corp., CA) %
WTHEE L, EHRNEBREEBITZD, 4 TVT UV RAMEBRET T X
{2 15mg/ml D7 =V % 0.2ml EFENIE L, IVIS2000 O & RSz
ME CCD 7 A Z TR Lz, BEHE I Living Image software (Xenogen
Corp., CA) ZFIVWTHITEIN. BONIBREMIBI L TP VOBELEN L,
BRHILYOXTFEEZRD T,

MME & AT A4 FERIZ Y ABEBZEINLEZRE L 10%FL< Y v
THEHE®, 774 EE L, BETH5Z L TERL, ~= XV U3
BIOoF Yo i iTo7,

AFEHMIZERED L ITEEOEEEAK. KED 15%4 . 5g¥HMNE
LOBHRAREEZ NEN= RRA VN LTEMA L, $72. B EREZIT
N BRI e ha— V2RI KRZFEZNIMERRERZES
DFEBIZNITEBEZIT 2, £ TORRITML U2 HEM n O3 = HEF
72 L ULTHT, £ OERIZIX Kaplan-Meier %/ L 7=, CDDP @ 0,
0.2 BELWO0. dmg O L FEWFENTIZIE two—tailed Student’ s t—test Z{EF
L7z, PIEN 0.0 REDOZEICEFEED Y LHE L, HEHEHNTIL Stat View
5.0 software (SAS Institute) Z{EfH L 7=,
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@R R

ORI DA 1 DO HIERIED R RBIZ & o T IPEE MM 0 4 2558 %
Fiflk 3 2 @E BV E T WVISHBERFT R TH 5D, ANFFEIE HM-1/luc ¥
MEEZFBLERR Y AET I W CEEEREROIEREEICL D4
KRN ERILE F DY ERBICKDI LT,

~ 7 AP ERZ e HM-1 MAR i LR IR B o Fe i & R - 7o flifa T
HD, vUARBICE B~ RIVEE HM-1 MR O MEB I RGE S kT 5720,
10-12 BE O B6CIF1 = 7 X & C578L6 = 7 2, 3 L UV E K8 RAG2-KO =
UADOEMEIZH-1 iRz B AL, TO/RE., REHE~ TV ABIUORESRES
7 RCEB W T oA HM-1 MBI IEE S0k 2 M E DRl E S ¥ 720 | il
B aEEEAKEZEEIEZY  EBITAEE MR MO TEILE
FEERLZ, LML, AEREK~ VA TIEB AL 28 HEIZBWTHE
BERIIRD b oz,

RN ToEEMBOMEREREEL. VYT =27 —BLERE HM-1
(HM-1/luc) #ijaZ HE4E L 7=, HM-1/luc A8 HM-1 #08a FAR I BE e N
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EbLbEBEOLFZRLES DI niR-205 (267.8 %) T, Kb EHADKT
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a2 b—va VK DEBWEORG R L. SHPAERBIBICRIT 2280
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BRI DON Y T =T —BDORBBEMEE VI ) A—F—ICX>THIEL, Living
image software |[ZX > CEEBILT A LT L7-, FDRER, EWFN T
TV iM-1/1ue RS E FEEA L. A TIIH 1, 250 fE > HM-1/1uc #ifa2s &
VIR IR TH D Z LA L2, EFENTONVY 7 =T —EDORELEIX
B6C3F1 + 7 A JEIEPIIZ HM-1/1uc M@ Z#EFE L, R E L 72 5 D-luciferin % fENE
NG5, IVIS2000 (2 K> CTHEMRNEH LTS L. Living image software
R ThHFEEZERIT DI & TR L7z, IM-1/1uc #ifa % ERENER S L 72
Mofzal ha—/ /L B6C3F1 =7 A TliX D-luciferin & 5#% b Ny 7 7 7 K
EIRBDEMINT TN EEL RS R o T, Fiz, IM-1/1uc #lEIE HM-1 #Hfd
[FARICHETE 14 HiR, BEERRZ AU, 2 OEEIZESRIC b REMEERIC
HHM-1 MR E R CTHD Z EBNThoT,

RN T OREETFERAIZED 72, 1 X 10° HM-1/1uc #ifa % B6C3F1 <= 7 & (n=18)
DRI L7z, 7T B, £~ 7 A0 HM-1/1uc % IVIS2000 (2 X - TH4R
kL, ENENOEMEN L T TN EERIL U, 18 LH, 15 LD~ AL 7
HE. QR CEMFENS 7 FNVERLEN, 200~ D A 3HEHICEVE (CF
PIE & DHEBRIZRBWNT 2.89 f5L 1.68 %) & /L, 1 PRIV vE (0. 43
&) &R LT, BEOHL, DI PRREOBNL, ERBEECLI LD LEED



Wiz, EBRBRELR/MET A0z nd (n=3) OERFEHEEZRLIZ~ Y RLT
DBEDEBRENLRN LT, Bolz~wTU R (n=15) % 3BEIZ/F. PBS (= b
2 —/1) CDDP 0. 2mg 3 KTV 0. 4 mg % JEREANF 5. U 72, CDDP % 5- 7 A &, IVIS2000
IZE o THIEESNTZAEMRNET 7 id 3 BEL b IEHMER L OERE R,
FERI LY 7P AEEE R LT,

WIZ T 2 1%, HM-1/1uc fREHE < 7 2 T CDDP ALFRAEIZ 51T 5 AW b 2238
DB Z RERFINZEFG L=, ~ v RIEHEN~D HM-1/1uc HIFRDOREFE, 8 B%
BIXOW15 %D 2E, PBS (> hma—/L), CDDPO. 1mg b L<1X0.2 mg Z/iE
RN E L7 (BRI E5EEIZFNLFN 0.2ng & 0.4mg), /-0, 7. 14, 21
BLU2HE (2 ha—ABEAERNTY FRA V MIELRZEEI RO
T, CDDP 5 2 BEDHEHED) DFF4E, £NFEE BN ARE LT, 2
IZCDDP B~ A3y bu— L Ll U CEF8, e LB LT
Wiz, L2cL7R23 5, CDDPO0.2mg & 2y ha—/LOBOAERFET 14 B B DO
ETDOHLIFLNIRDoT, BaxXEREROICAERNO LRI ZEHRT S
Z & T, F—DOEEANDOEROEIT ZREEEIT 5 Z LTI L,

Bt~ v ADFEMIL IM-1/1uc MIROEREFREDEEZEIZ/ D, &I T,
IM-1/1uc HifaftE~ 7 A D CDDPLELDFEIL L B H 7T v~ A v —ATF RO
W& 1T 572, EDFER, CDDP ALBE< 7 A CIRIRE LA B S L R
STz, CDDP RALE~ 7 X DATFHIMI PRI 23+£1.9 B, CDDP s 5-& 0.2
BXOO0. dng TITFNFN29.6+£2.9 A, 26.8%+5.6 H ThH-o77,
AMFEEFTT —Z DINE L IR, AN ZMBI LT, & O R %
ELTRRLEDR, SXIERORBIEEZ{To7c, STOIEE, B2 51T -
7o

@ ZAMIFEE DR
RO KEIMETDRTEZAH L, BAEEZ b TXEIIHIZ-T,

ZAIEE \EE WA
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FRESFIEIC R T D U A7 8IS & D ARERITRE D
WESL & )T AR KO Z W - 16515 DB FE MR

. BFFESCEE KA e BHF

. PR R
W21 -4 H 1 A~Fp 2243 H 31 A

PN 1"
& B TEERIAEBEH—
FifEM « FERF R4 666-2

. ZANEE

Br B FERIAAEF—
B &4 B4 —F

K 4 HJIKE =

. XBEIRE)

O =

WEAEE XV BIREE L4 OZ AMEEO TIZB W THRIFEOF LY
A7 GEBEDTD OB G TFRENMICET 2 EICE L, FICHRER
® DNA ploidy, MYCNH{IBOF BB L NEFN LT — X BH 2 I3 550
XBEEIToT,

QONE

LEMEREO BMIL, BEREEEEOF T, REENRELLZHREDL 2
BISHROMD TIRWERAM MR FEEOAEFERE T OO, bR EMRE O
RN ) LAREBRICESH Y R SEEHN L, A ARMRIFER X
F 4 7 N—7 (JNBSG) CHEL THEROMLEZKAZ L TH S,
COBRMEZERT DO, EEPLELN TE MRIFEFEMMA (JNBSG
IR %A ETe) @ DNA ploidy. 2-color FISH ¥ L U real-time PCR IEIZ
X B MYCNEOHE, SR ~DERBEEDEREIT- 72,
DNA ploidy D5 : ACTRESINZEEMRE, =297/ —¥AOBE L CH
MLz, TNEV 77y A2 TEOL, MBEBEEEL -, DMSO
RICTHRTFEL T, BREY HIZ propidium iodide KR TALEE L. FACScan
LD DNABHEZRE L, ¥EIXMIEHAZD GO/GL B O IHF ¥ > %
MRz br— b L EEMBEO 60/61 43 EOMEXTHF v o RIE L2 R
LTZt% DNA index & L7=, DNA index=1 7% diploid, 1 & ¥V K& WL
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% hyperdiploidy & L 7=,
2-color FISH ¥ : AMBEARA T A RA T AR VT L THBIET,
ENEAZ ) — v/ BEBRIREIRIZ T 4 BT o 72, 68°CT 1 RMEAIE L, 37CT
—BRELEE L7z, T0% /AT X R,2XSSC T 75C, 5 M EME L, =X
J—VERWTHIAK LU, LSI-N-MYC(2p24) /CEP2 T a7 NV h F—Ta—=7
(N AFE) ZEHWT 37TC, AA—N—F A " TANATVEF AL E—Va
L7z, A 0.3% NP-40,72XSSC A\ 75C T2 Bk aiTo 72, D%
2XSSC 1238 L7z, DAPT ZEiXE AFNZ & £ 415 DAPI TIT72 o 70, T I3
AR LAER Y AR VH SR Z 25 HU BHE L,
FHMU4E T Green signal (MYCN) B &L U Red signal (2 JBLBEME) 2 H Uk
L. ¥HEL2EH L, 557 Green signal #V-¥{H % Red signal )
PETHRLEEMEEZ “2v—%%" &Lk, 10 LV KREWVWEBEORE
1X” amplified” & L7z,
MYCN genome DNA real-time PCR : Standard DNA [ %% 2F & fH B2 kk NGP (100,
25, 6.25, 1.56, 0.39, 0.098 ng) & fl\ 7=, MYCN > o % 27X
placenta DNA Z . MYCN g ¥ > 7 /1% NGP fia s bR &7~ DNA %2 H
V7=, MYCN primers/probe ¥ & TOF control NAGK primers/probe {d Gotoh et
al., J. C. 0. 23 2005. {ZFE&#K S N7 BLF % AV 7z, PCR i i, ABI @ TagMan
PCR master mix Z >, 50C 24> 1 A4 7, 95°C 1 0% 1 %A 7,
95°C 158, 60°C 14y 50 A 7 L TiT o7z, 1 BIKICA X 3 7 = LD RIR
ATV, &7 = VEDEHEZEH L, MYCN O o ¥ —HHEIX, LT X
2T o7, MYCN % NAGKfETERL. Z D & & D placenta DNA ™ MYCN fH
Flavr—E L, #HREEREDO MYCN D2 —¥E2Rkdz, @EiTae—
BEEZHRE LT,

@R

INETORMEE LT, iBFE 14 4[] DNA ploidy, MYCN DHEIE D H B4 %
a7z, MYCN O#lgE O A L, 2006 4 10 H £ T Southern ¥ TI{T- TW
7273, 2006 4E 8 A 75 Real-time PCR 3 & ' 2-color FISH EZITV., #
DOFEREE 2 DNA ploidy DFE R & —# T on—1line systemiZ X W BE#E L 7= (X
D, S HIT, 20064 10 A D#gERD b7 TV EEZ 2L T2, RiFlEE
WEEMRICE -7 (X 2), DNA ploidy, FISH I L1 Real-time PCR D&
RIS INFZPDF 77 A 2L, MEPELN TEELMHFE~ E-A —
MZTIEHFK 9 B TRIER LT,

Pk 214 A1 HPOFERK 2243 A 31 HETIZFERIAEZVF—IT
EONTEHREEREIT 172 EFThoT=, ZTD 5 5B, MYCN HEIEEF
1% 39 #1 H » 7=,

JNBSG & E#EZ LY . MHIRIENED DNA plidy 3 X O MYCN fE D) & % ik
ATV, T AN E MR~ RIREZIT o 72,

TR 54 11 B X W YR ¥ —ICINE SN DN EOMREER AT
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B E TIT 2000 JEGI 2B 2, F OMOKEBIKEREZELY S 5 & 2700 JEH &
BT aRIEEEE A 2 NIRRT,

¥ 1
[E: BFeHmRERRBEE
WEH:EF21E A H( EBE)
fEG 1At 2—FES:Case - - - JNBSG &% : JN-
Fa5: b FEENAEI—INRRAREE S—
# PR =, LE BE
SEEHENT hH EF.KRTE =L
E-mail: T260-8717 FEEH R RE{ZF 4 HE666-2
Tel: TEL: 043-264-5431(R%25201, 5202)
Fax: FAX: 043-265-4459
E-mail: cckentai@chiba—ccjp

(1) DNA Ploidy (FACScan) O#58:  Diploidy

Control Tumor

g cuselgs2 vs @AM 001

Counts
1240 1860 2480 3

620

=y

%
n2H

13 o £

g Stastes

: 0z
Snphs 0 Cone} 632 (5 R Peter T: Casel 632 Y3 S
Fatunt s Cone tharsar:

(2) MYCN copy number D#58 FISH 3% : Single copy
Real-time PCR % :00

MYCN FISH
Green: MYCN
Red: CEP2 (chromosome 2)

E¥ABMDNA (Fa8) DMYCN{EZ 1copy &LT=LEDEMDMYCN copy ¥
2p12A=Hr BT HNAGK R {EF#internal control L THL =,
(8% 3R : Gotoh et al., J. C. 0. 23 2005.)




X| 2

@D AWFFEE O FEAl

MR R AR D HF13, ARSI Rt & £ E D b E DI T X 2R IFER
RDOZZITEY 225, DNA ploidy, MYCN Mg DA EORER L O R G E
DIERRIZE 5 £ TEIIT D Tc » THIFEE 21T - 72, 4 100 EFILL LD
HEEBH O O EREEZRD LD, EWICTEPORFEIMAFL 72
LT e, BRZAAEEIT 200 BRI I bR DM &Y hoTe, T DR
MEEZZITT DIV RARRAMTH S,

ZABZEE  HIIR =

08 —



NABEDOQLZAEXER2ZEZERNE LEEHEEED
HFICETHHE  (HI9— N ABEK——fi%—004)

1. #FEXEERA TE k¥

2. WFZESTER R
YRk 21F 41 B~¥pK 22443 H 31 H

3. ZALEH
Z B RAERZERZR E TR AR R
REFEER BT T EEED T
(MG O REITHEV, PR 214 10 A LV X AKBEZER)
PrAEH - B3R E T X 2 BT 2-1
RAERZEZHREZER BB 314 5=

4. = AWRE
BT B BIEREREREZRIEFR
RiEFEELR BT 7T EHEFESE
B & #HR
K 4:8BF %%

5. XBIEH)
OB 2

AA1TAXIYV ERADZAMBEEOTIZBVTHBABEDOQQLE R LI®EZ
CEEBAMELEXFREEODY HIZET A EREEICEL., FRXELBEEL
7~

QA%

AREFRIETIT THAARIERISFRREC — IR T 2T 7 O& %384 -
T B )T AFEOREBEORLOODEMBEILER AN 2y R (A2 v b
FE) BIO AR E2RMEE LEPAVERICETA2EBRAE (—BRTEHR
)] B T2EBEZFLITITo T2,

R4y MAETIE, REEEFHREEKREZHEY L, IB L b0 EY
EEl L EKHBELZITWV, AERHZF~OH B I NICRIT 5 LEEE O M
REEEORBEEITo T,

—EHRAEIXI. HESHCEREL ITORE T o128, TIEZKN DO ELT,
BLOZHREHTEVLEL RIBEEBRROIBELITV., SXFRTAA~D
BHEELNDDIEAITIE. FOHES S L,

F7r. HEZRITOADIEXERIIML., FEFITLERATOIRBLESEK S
YL, FEPHBICELL S B, SEETOUEHESFE T, BEIE
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3B RALEOMERE & CHRAE, PERCBRFRERE LT 1,
ABRIIEIL, 3 FFRE O 3 4 BT A | o0 I HFIEBEAKHE O i 35528 2 95 1
BHEBR R B 5 O M LTV B OBEEERE B0, MR
BlcB 1 5 BEEWEERICEDo TS, T, EHENRE, HEBNE L
DS HER & B LT - 72,

@R R

[ AEI RS IR RICB T My 7T OB 27 - £=% 1V 7
THHEORBEOLODOEHEHFIER A oy FHE) I, MEZESERZD
LFAEBRME CHEHE ThH-o5, BEETHREXTOLTH, RERLBENME
EEANz, E0A, LVEEHEPFBICERLEFLLOMWEDLEIZ 2 72,
BHROHEYBEMPLEOMOAEG HENS, HEAMWEDLEEZITBZ L&
Rol=N, FRCHERERVBEML WS, EERIIXIGTDHIIENTE, &
HBETOEBLEBEFER I DAL o7,

[—RTTRZXRE LEPAVERICETIEBRAE) 3. 2FBLIVOKRETEE
CEMEHEEHEBITV, RERZOZKWFIEIZR BT, ERZAESRTT
BERER/SZ ENNEE, £/, STONEMAHOERLE LT, £FLLKE
SHIEHMEROHBNICER L, TITNEYE I OfWEbEIZ L TH
IR L3, AREFERBOLETH, KREREB LR L, AF3EH
DERE~NLER -T2 ThH A9,

SEE, E2ROMEBIIFEERNIC2ET 2o, MEFEEITHI T TR, H
BRENLBEVSHOFE., SEFERHMERSCRNICEER. 2NE O HER
XHBWHEEDODFRREEToTE R, ThozBExZE2BBE oMM ETE
THZ LT, MERESEEMOBAICRKREREETHDH ELEZ D,

Fo, FENIERRFEFREREFZZMAR IO RIERFREHREFZRFR
BIcRE+22 Loy, BHRICHEIMEROBITICEBWTRAET H36%
BLEY L, AFEBREOMEEFLEHICOVTL, FTEEBEOEFIZ L » TR
HOUEO TR E HTIESE, BRI2APSZ L4 oN, FELEOEERHELHEIZ
ITWIERNGIEENP OB EELZFEAT L I EBARE RS, TOF T,
BEHEICEPIBEACEXHEEORBE LV 2T, EFRXHORBELENT
BRROHMRBEFEALCE R, B, £FPEDLIBRICIE., ¥FL0WHNEE
VL EHERLETRE T, BAZOXHIZR LT, KESHE., TFE%,
WREBOXHEBIIZ 4D, HFxORFHFESCKLEEFHELHEL, EIKFE
DEMEL RN IZR LCIEREICKIS Lcs, BERMFERANRTE Lo EE X
TW5,

RAvy FMAE - —BRTRFEOCOEFFAELZEL T, RAEXITELOMREIESE
ELTORBNETEMLUEITTAHZ LT, TAMEEOMEICEBRLTEX, F
THREBELAEL, FEZTCBWTEERREO—2TH D, HEBXLE LD
ERDPBEBEREIL, OB E+DICRETZENHFZZ LI, RFEES
RREHTET, EEALAKREEZRET BELTERLEZEBALTWA,
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D AWFFEE Ol

TEETFIAVIHERIZCBITO2REORELHVELE~DOXIG, T — 4%
B, MENSBRECOEBEE, BEAHE R Z2HY L, ZhAHEIWRED
WFERRITE ., EEARE» O REEELER TH 5, HHEREITEARCKRE D
R EMTHoT2, BEARIIMHEHOZITICIRNERNLEOTHY, F0OH
MIZZ K22 bDTHD, BEICELTIIXERNL D TERLFEFNRTHD . FFE
HMONEFARETICEMLIZEEZTVWS, FRICREIZE L IR RZDOE M
RRRBEAEICE L T EMICITY., MREBEOEERMFERIZER L, TEET
SABRNERENSTE LD, RS L THo s EHTZ L IIREETH -
mEEAD,

— 101 —



DABEED QL ZH XA EEHRNE LEXEFERED
B0 FIZET A (H19— B AR ——#%—004)

1. WRFECEE K4 =T

p=(10]
54

2. WrEEs R
VL2194 A 1 H~YRR 2243 A 31 H

3. = AR
AFR  BALRKERFRESZRFRE REFEIGE T T HEESE
CER 21410 H 1 B XY, S AMFREBFEGEE OO, HRRKERERE SRR
fRFEEY: - FRFHIGEN S T EEES D, LRSI RE),)
P - BB TS IEX 2R 2-1
WAL R ZEFE AR B 314 &3

4. ZAMRE
FTE : AL REFERFRRESERUIER RREFHEK &7 T7EEFESE
W - A%
R4 BT X5

5. CIRIGH)

OB

4 A1 HXY EROZAMEZED TIZBWT, PABED QOL R LxEsZ &
FEHME LI XERRIEDO B Y FIZBET 20890 (H19— S AERIR —— M —004) 2B L, #E
EEIZHEfREE, MERITODOXBEL LT oT,

ONE

AR TIE, ERk 19 EEMENS [BRABEICXHTIEMr 7TOT 7 N b%
BIEST 5 REOEHENE - ZYMOKRIE BEWE) ) BILO [DABDEESILRER
BT D EEICL DB 7T OEOFNZBE T 5% GBIEFE) | BETL T\
B, ZNUDICETHRWEDLEREEN S EMERBET I L bbb ollod, IR
bbb tbbolz,

F7e, THBEDO QOL #RESEH5Z 2 HME LEXRRIEOH Y FIZET 58
22 IZRITDBFAE TR, IRZZEE RFRESZEE | |AREE ] ot
LTCOT7 v — MRE (M ey bMEE) 2720, 2o ORECEK, WHhER
R (CREBRBEE) ORI /138 D 4 L OFEZFITICET 23 oEETHE, AR
RRZE T 2 EREOREMRCLERERORE, FHEE—XOMER, FE, [EUL,
F—FEEE  F—ZERK. HET - EEEMS L OEKRE, 7o r— MEED
AFMEE R Vo T, REDOBE» O ERE TORBLEY Lz,
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TNHITMA T, HIEEORT LRAET HHIBMORME, REEOIER, HFFRHS
BOBBEE, SBMEDRTA N FI 7K. LW ol B 21T o7,

B5ES

19 FEEIZZEIT LTV TRAREILSIRBEICIIT B BRI X 87 7 08 Di¥
MICBET AaF%E CEIRRE) | OIBMTRFZF LT 7 — FOAIEESRS, FRED
T4 — Ry I HEROBFEERE, MIEEN OO R OEEIZHIN L TIEX:
7725 2 & T, BRI MR EBBITICHBR Lz, £/, EROEEHRES (234
BEICIT BB 7 OT7 U N LERET 5 REOEEME - 4EORIE (BEH
H) LWolz, I9FEEOREICBNT, ZOBKDOHF 20105 &k X EiEe & TH
WEDLEEZWETELZELH oD, ZHIZONWTIREBALINE L, N T T
NERZTZ R RS ETH LT, HFIREICEIRL WS ZERTE T,

MEEEIZIT R o T KREREORBR AL, SFEDOT VU 7r— M&IZ, L%
BLEMOMSIIH DI ENTE, ERXRRMENEZAZ b, B2 FRILZ
5 OITEIOIRY FIXAFFRIED K & IR EIZ M - Tz,

7T IR EDTF—FIZEHT AL DI ONTH, BEDH TRL BRENSRT
HHIbDENIZLEEBLALEER LU TERICHED , EEEOR Y A E KWW
TN THZ ENTETZ, EEIZT| &R E, AFRSHEEH L WO SLGITWZERER, 7
T 7ERRC, AEEDT —X AT« BEET /2o TWB &, TOREBITEIT HEINE
IR T B HBROE S, HERAREICEML 512720, EE XD LREORKHHK
RENRZ T DL 9o Tz, EERPELAZ W & T, ENFICRHLTD
HEBIHLERBICL LY —BOBN R 2, FEINC L > TOEBREIIRE oz,

SZANWFRE ORKRIHERT HERCT — 2B ElIc o0 Tl BEXNERBET
boTh, EHELINBEDT —F BRI Z LR TE, BEKERLED., BF2 b o
TR BHEHNTE I LI EE~DRERRBANLRBTH L o7,

REEEICELCYH, EROMENCH =578 L, FREDREE, ARSI
OWTIERENTESEIBPEBIIL TBLL IR TE, 7o — MAEICETIHE
T, AEEMASIHLLORVRMY 2T5Z 684 D070, REOEITICEL TR,
W, FiEREOHMEREZ A2 81, EBbALEREEZ LTI 2L, HIEHED
Mg PHEZRITICHEBR L7,

THED QOL 2 LXEAZ 2 HNE LEXFREEDOD Y FIZET 5838 12
BWT, ASRIEFERERSE - ABRBE TR T v — FlE (N1 2y M)
WCEALTIE, BWUR - SKEER - B2R - TEHENO 1 9ER & O IEFRME L . A
EZATICETHFEMOERKRLV IR 2, BEEZFF > UITRY., ZOREOME2ET
WRERELSERLEZ, TNENOHAIEREKE (KEREY) ©, BEREL 2T
BNTVNAERARBEIZXH L TOT v r— MNAEDOFREIEESCEIRL, 5 & OBEETHE,
F—H NS, T—HEBETRO, BRONZEEBANTIN S OEKETHESS, HExE—
KOYUERE - ERR - BEXRETHAH b o720, KERELEHT I LR,
HBNIC 2 TEITR AT 813, BFERIC L > CTIHEFICRKERBRICR o722 L1324
BNWRNWEASS, T—HT T ABYG, b T — X 2R - ERMEICIERTE 72
T & T, WD MR R EBEFITICEB LTz,
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FREORTICHTZY | ZRELRRAEICMN CEX 22 LT, AENBIZOWTOHAES
N Z . ZOFTEOBMERLHNE. MILIZOWNWT., 5F TR TEEFEBEDOT T,
INFETU RIS A2 IR LEAE L QW 72, 06 DRMERMICEE L TiEHER
SKWBTED LT -T2 LIT, BRI L CTHNY CHREEHREEITH -
776

MESERE L WO NG T OMBROERIZEDON - Z &%, RO LRIRE
WCRITAZ N TERLRRC, BOHHE~DORE~EBT TN Z XN TE 58
Ay

@ AW O FEA

B R SARKEEE I 2k &, FERILCRT DB OEROME)., KIFEFEFHE
DI EOEGHELTEE, BN, MWEbE~DO%tin, T — X &8, S Y
DEBEXEREZHEY L, T HIIMSEEEOMZERAEIT, SEEMRAIED & K EE
REEITH D, EBREREIIVEEE &Rk, BARORGL2EMThH o7, HIENE
SO ZEITIZRPER NS DO THY | FOREBRIZIZ K2 bDTHD, BBIZEL
TITEMPOTEREFENETH Y, IRBOIEFELRZFITICEM LI EZ TN 5,
BRICHREOZBITIZE L Tit, BEEZNSR L LRI, ERNOEEREBE ClEA.,
MR DZEITICRE S BB LTz, £o, KEEFAEDOFREE R & TH, EMERLEENAET,
SR FE DO IE R BATICEHBR LTz, D72, SEES F I IARLHEERKZS
TEMTER, BT IANNWEN-T-E LED, FEHE LT+l d2 T
LR TH T, IRIEEF L LT, 5AONTEEBEZRECET LIEAMTH
of:o

ZAWIGEE BT
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BEIATHALE 5 AT s 2 WIREEHITE R D% i &
ARIED T2 B9 5 BF7E—AEIR T @R E AR E T (TINOMO)
BIED AT D NERBIRUREIREI R (EMR) &AL 2T R TA

OFRIE DA ZNMEICRE 4 % 5 TSR : JCOG0508

1. W K4 B REE

2. HFFESCEHIMH
FRE21E4 A 1 H ~ Pk 2243 A 31 A

3. = AHEE
& R RESREE A R RNE L 2R N R
FTTEHE « FCETRF RES i A2 T R B FE BT 54

4. ZTAMRE
AT B KEKEEZFEEFE RN B g
B 4 HEER
K 4 :®RE =

5. XBEEH
O W
W21 E4 A1 HEY EFR4 OZAFRE DO TIZBWT, TEHHEER A
P9 B NESERIE RO L2 & AEOFMIZBE 4+ 58798 ICTEBL TV D
RS T B IR ER RS T (TINOMO) R5E 28 AT X9~ 2 PNIRSEAKL AR BIBRHT (EMR)
L AL F R BRRIE S RRE DG MBI 9 5 55 T AR : JCOG0508] |2 B33 24
RXBEE LA LT,
XEOHIMIZ, ER21F4H 1 BEMOFER22F3 A 31 BETT, HIZ5H
DFAFE T, REKZE LI BIREEN O LA NESET S [ LN Rrge
=] IZTHE L,
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AWTZEIT SVEHROEIBR DR YE IR C b 2 H5IE T R ER RIS 1 1 (TINOMO) 18
PR L VEMR & CRT ZMAH b - RIEMIKEEIGEORIEZ HRUE LTERY |
WREE. EEARE, BARERPHE L B OZER S ZIN HEk TR
DIFENE X Tz, EERIZ I, B ARERIRIERE 7/ /L — 77 (Japan Clinical Oncology Group,
JCOG)  DIHALERRBANE I NV—TBIER D 5 B 26 R O W) TIThiv T
b E MR IEFFFETH 5,

IR OO L DL SN ARERIT. NREBWEIFROERC L > TRARA
ENDEH2Y, KVEEETRIBEORBWVIEFRIEOHRESRDLND L)
2720 C&E T, ABFETE, I E TARFINPEERE Ch o MK TBIR
HREN A L, EEEEEEE LT EMR ZiifT L72%IC, (b2 iEE s
IMZDHE LVRREIROZ S L G2 M T 52 2 AME LTS, £
7z, 3T X 2B E DR WS RRFIOM A RRE LB O L, B A T
E72A Yy NEANTTZOIC LR EEOBB N Z L2 BRNE LTS5,
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