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HRMIEA v —2» b OBESTHEE, B
CREEE~OHL, BEOKRREERICETS
HBOREEHROBE VML, HE, #ARNR
#HEFE (CAM; Complementary and Alternative
Medicine) OFIRZE EGHTHEML TS, b
PEORLBERE VT CAM ©5 bR LFIA
HEOEWLORBEART HRLZhK
EoTw23, ERABTESEZEREIR
Lo R A Y, SEEECREREFN
Epr Al CAM OBRHEYRIET 5250
EERBEETLY S ETHEENEN - T
3. kEmEARERc 2T BE %
L DERRBATITLRTEY, BARTLE
B AL Bt X A NA D CAM I
BT s REEARY 6, &RAFEFNCR
HETO CAM DEMBEAMEIh, 08
FoORBHALTFENA S —F LTWA,
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1. ZL&HIC

COBRBYEEIMRD LRI o TEEONBEHL,
FLTHEER. EZREHEREER (Complementary
and Alternative Medicine: CAM) & L THWBRDEEED
BRERCLERE TR, LELEZ A BREYTIA
THEECTHEL LTEFEF oA ->TY5
L0THD EBEYEULTWS IS REFLLBREOE
HOEEE ANAFIGE CRELTWEREAH
BThHD FTITRIETFYAREILAvZ+—aF
AavEv R Fok b A TEEOHTEREYHEL,
TEERIR b B AR v R LREIO L ERT 5 X
IR TE, AV 7 +—aFavey t ORETIE
A REEN LR E D RBBRL L THEREDZ YT
VAREELDOELBRMLTWE, ZOREBBROPIC
BESENEERECE L0 ETNTWHY, WE
PERGEr OBESAE LM ERTWRVWFIROFE
EEELESThTwa, Ll, RBEELVLED
B ORENIMEE T X - THDE & Z&EI—EDE
WEEL IR TVD SO ULAERTRE TV LiLd
LHATHE. O3 ERERESCsTRER
FraErnEofRbLEREBETHZILNTELRETO
SRR L S e RiERiELTwWS, — 7, CAM & -
HEEEXHFEC L - THBESPESE RIS I T
WIEWEBELEL GRTWE, RBEVSBENFR-T
551 DEILCEEYE LR, BERRER L
5, R ZHREOWTHRERORACSS. T
RIS CAM BERESHFEI L - THEZ ATV
BGESEE WY I ERREH, ThTREFEFNTE
EWLES P FRARERRRTHE. BRABOKRENHR
iz~ A vy EETIRRD LN, BEMRERILESE

ICH-GCP (Intemational Conference on Harmonization—

-Good Clinical Practice) ~:,EBELTWA. > H CAM

ERWTHERRBENAREALETHORTWIWNEWS D
LTH B, CAM il { b OBRILES {FEHDH -
= b, BRAROEH YAV TELONE L, BER
BririiiEnuwitarERLEv BrcERCRE
Fapgtefith i P L TRBERBRR THMT 52 &1k
Bk sy, EXHCBEERBRTLAFEL L >0k
WY Ay r R ELERELTVWA, EHIX CAM T
LTEEMLEYR AL 0TIk, BREASLEL
7 CAM OB BEYZERNCHOLRTRETHHED
UErR2LOTHE TOBRTIINATEELL
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CAM IZ2WTERTH LTS,

CAM EEEFECFIESE/ ML Tw5. Zhiti
HREIRA v 2~y b ORRPTFHES, BOREY
BAORBLOFE R ENBREEL DR S, HE, K
REDA v 7 +—24 Favey b+ OBRIIEMEER—
ERE N LERAE—BEBE RN BEXTOHE~L
KRECHILL, BEOBBREROBHEIAT{RoT
B, TOVEDOI CAM 55, FTIRIhdEHED
EfcBEazBbL BR300 TWS, 20X
SR bERRENTFEC - EDE Y RIT T2
RBHOERARYETL L 5 LT3 E0eEHE L
PoTwd, REEUREABEERE v #— (NCCAM:
National Center for Complementary and Alternative Medi-
cine) "TIXIRAE 17 ONA R Lz CAM DERRFIASH
FirbhTwaD, RNAETE 2001 FEH» S BEARHE
SREHMERE CREARCHATS -2 -2 0DfF
BB S h, BAHEENAMADRET I 5HA0
REBECETIHRERIRT L h, 2002 Fiz&RE
SESMICRAEDO CAM OEMMENAER R, ©
DRFORBEILREBAZ - b LT D,

2. CAM DEFE

RS AHEINTWARBRBEEZLN DER
EANTWED, FE, CAM DOEEYR L AhiAFE
Pz CETW3E, BAEEERBRROEMOEXTHY
mainstream medicine & LN TW3, ZOBEERE¥EY
FHEZE (conventional medicine) & L THREER I R

®1 CAM DHIH
SEELH H A

REBEFH EFEFRME, RREGE

Alternative medical systems (RPLHFEYE, 7—=i
A—F, 2F=, y—T=
A 8

M- HHTW i, IR BHE, % =

Mind-body interventions #iERE, 0 E

ot vifcadide S R §- ~n—7, FEfa, £EEE

(RE A A B GF (=FFvvL, AT

Biologically based therapies =V, ¥&IVE), vAH
FELTBLABR

BEREATGLONTHE <o +—v, B BFEE
TEHRE &

Manipulative and body-based

methods

TR A X 8, BR, 2yFvIE
Energy therapies &, BREE

HE2 (unconventional medicine} & MEFRL b, #EA,
&, REPLLELEREEFCHASOERN, REN
hERYEHEY (taditional medicine) , -+ Oz
DEFZOEDHILRLEZLHDWLIhiLE »Tib3
EFt LTREELE (altenative medicine) , $H %\ i1H
540k LTHEEY (complementary medicine) & & FE
s, BEEmEABERES T [HAEFREFHEE
EEWT, BHENRBRITR I CERXCHCORS - B
BFROBIF) L LTw3. EF, SHEOMERYoTFR
IHEIEC CAM TRERH LED TV BRETIIHHRM
BEHE (CAM: complementary and alternative medicine) &
HATWES REEURENEER v 2 — (NCCAM:
National Center for Complementary and Allernative
Medicine) T3 MAEOERCHML T, H5Wi2flaT
EH2T EREAZBE~OBELER FHik BE
(Healing philosophies, approaches, and therapies used in
addition to, or instead of conventional treatment) ] & =
hTwien?, BE, BFMERBERESO CAM O
EREPFULCABCEE SR TS, £LTCAM &
ZAbhTwa0HRRICLSLGEERT5.
TDX i CAM OEMLE L LhHBEESRIISR
HEL, OFMNEFHRYBRTD L OnbY 2 OHF
RAFER i ORRERED D WIIRRESE T
BReThsd ZohrREISRO—E, & EH &4
OOEE, BEBEERLEAGROE (OE~ TERESE

S IHAARETRTWAOLS . FELBEEBREREETH

BEN D RERCREREE L L TER IR TELEY
T EPORE, BB 0L EBEETS o1,
CAM *HT5 L &k, Tor AEMcMBrL T
WEDOMPHERCTARENES,

é. CAM QIR

3.1 RO

CAM it%& { ORBEREEr sV TREVWFIREEY
AL, EHREFR L LTOoBEYSH T3 BEROLHE
BEinE\Th CAM OFIBHEE LTS8 BiniF R
3, hETrBEanTw-245680 CAM OFBA
E¥RICELLE. IFFE7hbLoy R v X, B
HoESRE LT CAM IR h 2 HlEYRL, 77 4
PhRA¥ - CRAEREREOLELRL T3, 2
THh, HERGEERE LT, #EXTICRREEREL
TCAMMPERZhAZEETHE.
COXHREEECEVWIHEROIFD I~ OAR
PCAM ZFB Ll EMNHBEMEZA T Y, %
BETo—BFEYHHE LI CAM 58T T, 1990 £ 34
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1 RoREBEROHARE
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9%, 1997 £ N¥OFIBRT, BHEMCERT2ER L
hd CAM B#:ZE0L 52 PhHEUDEIHEL
foTWa EEEIhTWAY, BABEETH CAM
FIRRiT 26 DRITITRVT 7% 0 64% L K EIHE
NE D, ChKHMORAESE, AENS CAM
DEEL Y OBWCERLTVWEEELLREY . FIA
BE T -7, BREARRENEMLEYSDTWVD,

CAM OB BT o # IR b i =
V— o7 TIAER S B R ARERECRCIN, B
EFIT 3B ra. XETE 1997 FORBER~CER
CEHNL 277344 fE N A (B0 3 k~4 kP THD, RAF
OREEREOBECABRCHYTL LR LNT
Wi, EETIINENL, ar ST 2B L LEEE
RT3 HRBD CAM TEBIR L —TERED
FHIE 6008 ¥ L LHEE R R, KBTI 1996 £ 5 1998
F£0 2 EMTH A —FOREREHEL TV,

3.2 BEOHER

BOUETIREEEDNAD CAM it 5 EaEL R
T, ThETERELERHARRBEAERERTIN
Mot Liny, 1VvE—Fy bRLOMDAT4TE
BLT, BEASHLVEREMFECHTAERIIAE
A LTS, EXE), HEMRMHO L TENE
DB LERCERALEREZBEL TS v 20k
HEROFTEL OHABENEFHRACTZL
CAM ¥¥ AL, EEREEREBTIREFETLELL,
roEcnine T, ERBECRES LFERQLET
AEREIEIEIAZ EVHFE L VR R BT
W59, DhETEEZEVTIL CAM OERIIRBT
ot FITEEZLRELHBENATRBREIT X
B, TRMEC R 2 0AORBEHRCET L

—r R

T O

Bioe) BRI, 2001 45 2002 FE bl TLE 56
BB IrBTARAERET v r— P BEERERL
7. 3099 ADRABELLEYEEREF LR, CAM F
BT 44.6% Th - Tz, CAM OPFRITRFRR 89.1%,
BH 71%, KI) 3.8, & 3.7%, # 36K ThHoi
CAM #FIH T2 EH & LTRETHF -3 ¥ 5 67.1
%, BRI 4.5%, ERBEYI&E 271%. HAR
FB—AYi b O CAM RETLEBILATEY 57 FAT
Hote. CAM OREAFRBREARTHD I EHFHL
liroted HAIATWARBERRIITH Y 7 A,
FeRY R, AHCCHETHE. thbBEREROHA
T A REARI T 5 b OEREBIIR T LT
Wz, L LBEECRBY e Av A ERHOTRCR
BAEYELTHACHT AHRABAZI NS OBAE
ZHERINTWD, OWEHTRET v — JBE
Off, HALLHTLHRERROT —F <—ADMER,
A OEIREE ORI & BRREER QWML 7L Jie-ovTH
TE{To T 5,

4. CAM THEE

HE T 1992 EE 1 4 B ZEAT (NIH: National Institute
of Health) A EBERFBR (Office of Alternative
Medicine) HEIZR & MAEBA T CAM PN SR
o HEIR 1) RERDHREFHYED S, 2) CAMD
RO LT, 3) MR OERY T HHOMN
BN 2 —DBRE, 4) CAM OWEZBILLETH-
fo. © OTFEMEERT 1998 417 NCCAM I A-# &h 2003
£, 11,400 5 Fa (3135 ) ofETE L
Th, BERERBRYEHLE OWARBER 2T T 5,
FEETAAFER (NCD RS AERCETS
CAM B %BMILT20A0 CAM ETAEBR
(QOCCAM: Office for Cancer CAM) H3g% 1T &4 NCCAM &
HEEL N L PR EED TS,

coTALEECKITS CAM OFHESE BT
L. L NCI &b — & ~— 2@ Cancer Fact: Com-
plementary and alternative medicine in cancer treatment:
Questions and Answers KEBBRI T 5 b D TERBHIC
o 3 HELLE-TVWE, 1) BEEETH-bh
HERAESR CAM KK M TIHTHMT 2. 2 R
HEw Tl THENFERT 25, 2) CAM TaH#
M EEAR S LT 1991 EbREERORYPT — &
O FMEE Best Case Series (BCS) Program #BAE L TL»
%, 3) NCl B"ESHRELUERRABRYTLS. X2 K
HZE NCL Tz 2 T B CAM B R e R AGEORIK
SERO—MAEE Lt FOFICREBRYT v -



E 10" e T e e e i AT o R a2 RER—Z 4 E:
]2 NCIHMTlnoTWwa CAM ORABKRR (—&0% &)
HEriGm (CAM WD TR HEol EAK FRE B X (B e
EEMEYARR + 9 A BE EITHM, ETREBE n 600 ETFHAR, Let, EEHAEER
(Benefin) QOL
B&ASAFI+EHEy 2 FRERE ‘ jut 756 LEWM, ENEATH B&R»AFEREER+
EEhEtEY (Neovastat) (IIIA/IITB #8) —EER MBRMHE, TLit 75 e
SRR O o IR R Bk EERE A il 72-50 £ FHAM, QOL HFauvg vy
(Kelley/Gonzalez regimen) Stage II, IIL, TV BERER
vz atT SRR LR FEF m 32,400 MUBPAREE, LD FTSA
Y2IvE+TSud —EE# A DRBERAE Y
= Ast+¥F IVE
YRV HL sy B, KB SRR 1 40-50 FHF{EJFORE, BE L
(Mistletoe lectin, Recombinant B, FLEE R, MBI, &
viscumin} BT A+ 4 & BT A =5 — DR
AV .
HAE BaE (SATED I 60 Y/ —FTHEFRO 73e#
1F a2 S (i WEH 4-oRMYER
BRABt+1Faw —EEE Li-fRBSEOMELEE
nas

FYOEILE 2 i o ERETER I 170 BRI OEMRIE B OERy T
Redro@ini A RLUIETARE R

B
# A=F > (L-camitine) KEHA 1) 130 KR DEY OHE TS eR

EFRAL A= F U RERRE

—~HER :
Ebit Lo d (Distant BEEE (F Y+ 3R I 150 TR, HRERIE DH %L
healing; DH) b =) _ﬂﬁf’F?\%‘[ﬁ
< y =1 (REST:reducing FREANVABE - I 440 FEARIRTD, QOL 3 -
end-of life symptoms with
touch)
79— SRRt S B Y - 88 PRRS Y 3 7 v — U+ EEaE

v ARRE HERIL
A z—=Fv-wyd—y I MEE Wizl I 60 oyt M7
N PRI

BEHPRAGGERSRHLD L0 Lo (JiAD
TR HHEGIIEEYES) vk, BERFARIERE
EELABEELSIRTWE, 20X 5 RBHEEY Y
BAESORITHECY TS THENCEB LIS L7
LAEBIIE SRS, UL, NCI Hasvy—L
o THERBYHET L H5BEOI VTV A
PUEE ERTRD, £ ORWOEHED BCS Program T
5.

#Ficln CAM 132 { OBE, FEEEIRILDHTH
L, o hHHCHE > THLED TEEEPES M
BhaEZbEIRS, Lich o T NCI D OCCAM © BCS
BYE (BEHEMBOMBLE T 2EMPEER) 11 CAM
LD 5~ 10 AOFHFALRE S, NEOHHEY
R Tz s, OB, PLrUDHEER

NEREFABENRBINIEFIRES (case report form)
PUELARTVWSS, BEIALBREBCIIRDI S
Tedpx RAB SRR IR T V5,
l. ZPEAERCAEIN TV, S5 ERIRT
Wins
2. TYanlvIRETHY RALFHESRBTL W
LZDTED, BB IR T
3. XENLFERE (RoFR k-1, TREED
Bl ) #MEHALTWS
PSR RAEF SR D BIF T35
BEiHD iR HEEERENAET IR T2
BBOMERRCHS OYHM I EARE
BrAEFOBREOLHIELEIND T~ RIB
LT3

N oo w R
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8. BEWRRELE S rowD to0EERNENLE
ERE ,

COIBHHBRERETLIELHERRTLLIAT
B5 WTFhiLazo k) e Tia ol A
R AHBELREIND CAM 24T Cancer
Advisory Panel for CAM (CAPCAM) i tifbh, S HiT
TR 2 T D, @ CAPCAM X 1999 4F4T NCI
& NIH @ NCCAM EBBALTERIhicb 0T, B
BE BEEEFEEN ABEREME, FDA Ot
K, BEHEIHEE BERRL LD ISHD L v~
THER AN T3, - o TofEHis\vT BCS process
DEOAT » THLTFOWThLCREIND. 1) PR
BOWRERR (E+F O prospective tial 3 5\ ik 100
FIL T DE|IEALEERER), 2) NCI 26 CAM SRS
~OEMPE, 3) EREF L OERIRE b
Fie ootk Hcd OB L Tk NCI XHOXHRE
MAERRAThbhs. HEORRERLEY, “hi
TIREINLHRTIL CAM BRHO T ¥ 7 v AFHEERE
TEEINS. 4 BRORRBRT ¥4 v (EIFHEHER
B~EEEREE) X BHIEMOME S (Srength of study
design) EEU < 4 BMOFHERE (2EFR~EHFR)
X HIEEM DM X (Swength of endpoints measured} D
EREAEHRTHUETLIHETHS. L, Thid
B EEEGEE T bbb B M TMEN LTS
D, 4o bBERTEYERETOLENS S LBLAD.

Fa—sAnin - REREE (WHO: World
Health Organization) % 1970 Zfih 5 CAM BT 5
hEZTERAL, 1990 EREFA FF A v PLrva—
B HFETRFE L TV 5. Guideline for the assessment of
herbal medicine (1991)”, Research guideline for evaluating
the safety and efficacy of herbal medicines ( 1993)®, Guidelines
for clinical research on acupuncture (1995)®, Regulatory
situation of herbal medicine: a worldwide review (1998) 1%,
Guideline on basic training and safety in acupuncture
(1999) 1 WHO traditional medicine strategy 2002-2005% &
RO OMEBITET S5 CAM BT 5 REBAGIE
WL, ORI ERE IR Y KD L EER
BE-oTWh,

FHAE T 1998 4510 B & THID T CAM iz B+ 5 24
LA H, HAMEABRERESE UTHARRE
BEX0rShns CAM OREMEBEEYIEOEZ/L5H
BELTERRAZ— LTWA. ¥1 2002 F 3 BRC
AZTHHTLRAFESEE L CAMIFRYFML T
WEABREXMENRE NI, JOoFFckd 8N
EoR Y AiEEnouniadsh L Wb T a2
V. ZZETOEEHELT CAM KBIT D BAEEY

3 CAM DHEHE

* H B &
= 42% 66-T76%121D | (BhA
BT 45%)
BE (ER 270EYA @3 THEHOHCDAHE
) Lk o S0%Y, (BA
BT 530 {EAL
1)
BN 75117 K 16/80 A4+
#rE 60% (L EIF THE (NASERTIL
LREMNER)
it e NCCAM (NIH) SIRAFEFERCH
FIsmER (R - BE
F)
OCCAM (NCD) WA FEET T

PSR (R

WEFHR 1993 4 2003 %, CHEIEE

200 77 K A** BENRBEOME &
LT [MUEES] 5
WMES

2003 &

11400 75 I ew

(# 135 f&F)

CHERESOELE - BENEHE, *'NCCAMOERTR

FIwELk.

5. lEEED CAM (CX3 DR

CAM KEETA3 T BMYHYL, ThiHET
HEFCED LS LB TAREMMIAL TWIERERS
Vv BSVREDEOBFMNEHEILZ LI Ed CAM
FEALALETETHBELTWDZ &b &\, FEM
BEFHRFIREATEL, DA OEYFEHEENIEL
DR h, FFEAES & ERCER L T LHLN
FTETEFRHMUL, TRELEMILHEL T
ok AT CAM KX UTHERI I 2778 5 2V
OfifEEE <, AR, EFVERRE LEROEHHE
bhtthilnohweTERCREBNEASS. C
OrHEEREOEREFYEHREELLTWS
Bx OXBOMELE fro TV O U LkEOBER
PERLTY, HE, BakvaAv Py HEHIV AR
fxh, BEEEED CAM T 5EL 4 LT2A
RHEEREDTVEEY | FoBEHE LT, CAM
JWEgE I sM v x—%» b, FHLE, #$REEy
FIR L hEEsAva—F o P EFRRLDET
2EEESOMESIZL b CAM FIRESEML WAL
L, ThicfEWBELRENL CAM OFEZHECHEER
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ROV TOHEMAE kool &, FIHENMNETD
hESRLETAEEMELTW3 2L, ARCESE
DLEOHGHRIECEZNBL T\ oL ERELD
ha RECEIPETCLEREREE & - THTTHaR
RWREIEE D205 B, &, BRADERO CAM KX
M ABHYEE LRI, WL onDEIEHR
ThTWaB 2E 75 L0oBKESED7 v 5 —
AEERTIL, EEED 82%1k CAM THERIh AR
fmrEsi e 2 RMEIE - LEL, TOER
LLTEHETE 22T v ARENZ L EHITF TV 5,
iz U OBEBEENENAF L OBEER¥ERL T
WHEELTW5A,

6. RERLOEE

HPATHERZNE CAM 05 bERAEROFIARE L
Zu. Lal, Zh¥ETEBEAGIPABECHLT
Wit ABRETHR, BbLLRBEYI L LIENS
BRI LA . BE BRARYE
BT AEER, ~BROCRE#FOBHTRAV-bR,
BEOEREIEALABEORE, 2 Feisliclok
BmEELLRT WA, BEMNERK I VEROTIFTH
EXHIBI N LA (BRESERKLECRBLEEA
Lhoiy) T, EHRAEIRTWI L OIRER
REREYRHD. FHISE 108 7HEE 3% MEH
E4$EEr pAIMINTWE, ZhiXH T TEED
RO EY Lcb DT, KPS v ROBEY
LTwithd ot ahTws BEESEFEIRELO
DR REN, » el BERROL OFEENMURE
mEBFRASTTHEL WA L0oRSL. RE,
Dk nERADCH L TREEEADERRE - #1548
BRENESERS R ONRER, BEINT oKX
HEeFERENE (ASEEE BEFRE FRUSHEL
FEBEEL TV REYERL JHFA =— 2 {5
LTwa, L, BRIz ov—2 OEGWEREMS
PHEECECEFEL TS,

4 A BUE OMERYE, NEFENHHRIARE R
H2V, B KETIL NCI ® AH v+ —& LT NCCTG
{North Central Cancer Treatment Group) % .lsiz, HIER™R
EADA G KBEDABRE YRR L LI 77 A RERAL
L oEEREEAEEYE I HEARATELR TV
(F2). =V FRAV &R BE QOLTHL H
OERERCWREHOREVL H B2, BIAETE T
LRABELER AL AHAEORVREARITOWT
i, BhAL LEERRARETOIDLENSD. ZDOAT v
7L L TREARECEECA{ERIATVSLD

RE-2 B

ThBhb, TTHEREHH (Best case series) DI

&, MRRTHERER, L TERIIRIIRS TR

HOPET s AHEREARS T bR e dhilicbie
v, thERRCEIEREACKEBAS B EIAZIRD
DENH B,
BREAERO—TFIREREEYE L T2 300 8E
ThTWEHRRD £ 0L 0 TREBRLEYRET
EEGWHELWIREREIRTVWS. LhL, Bt
HREELABECIHEFRAOTEXLI DIV EEL TS
SBEMREL, v —F 7 — Y DESH CYP3A ¥
NHL, 2aFrRoFEHPRe 22 $ YHRRESC
BEEEAERZAE LS ZLREL{ AR TWS. BE
FTRIDAFEORLIAEERYE T 2RRAS
BHEIRTWRWLE, v YA~ FHEL TS
B A Y P rFEr— ) REUEORA OB HE
TEHTREENDD. FRTUBRIAAKRRALE LR
An—FOHHz A0 ¥ ERYETHIRSNE S
HTWk e w5 8EL 55,

bLAED CAM KB 5EH, BRemETod

CDERoTk b, TOEHANSEY [BROBEN, &

2 RN ARDLOER], I OOFSTHRE] i72—X
0 TEE| Lokt XER L 0 ITD B, v 2 —
Ay b EOr—aN—UwXs, UL, ZOX5RH
Fon b B OENEDTVWAELDO LS HERoRE L
Th, UPFLOEROFESIEITIIRR IR LHHN
ot b, BRARCHETIHEMAZ Y E -2 T
BEOLNEORE . 2B ULTHRIOEREYE-T
WELDOTYL, FOEHPERE V- ADOEBERE—
GG THD, TOBREBIET S 72w Oim & ikfEK
RERBED LA ZTF ) L AORRIIRECE-OMNE
Reds BERZLIFTIR TV HEEOTRIT

EETH D ERE, ROELE ASERTE REEE

B I fAHEh T3, L L, HADTFHRH
FCHESH YR BRARISEFEL TV, BEE
ReoTn—7 (FEE-EF) ©x/ a8 TOMHOH
KRROEHH LB LA DMG rEURRAR LT 58
WirERORERREROERTH 5. R, Memorial
Sloan-Kettering Cancer Center (NY) PUICEEREEh T\ %
Integrative Medicine Service 2MFR « EE L T\WB v = 7
+ 4+ (http/www.mskec.org/mskee/ntml/11570.6fm)
135 BHROH— 7 OHEBHERT VT, BRCAVS
BoftteHErrH, EOHLERLEOBERELEHL
TWwh, ZOH A4 P TRY7ZY 2 v L TIRicE
SEREMRERTo LT, TOBEKMBRCO-T
FEOCERLLERYREL TV BEEHEHEON
MR- THEFN, FENLIS»L, HEEINE
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ABSTRACT

Complementary and Alternative Medicine in Cancer Treatment

Ichinosuke HYODO
Department of Internal Medicine, National Shikoku Cancer Center

Interest in complementary and alternative medicine (CAM) has grown rapidly, fueled by Internet marketing, dissatisfaction with
mainstream medicine, and the desire of patients to be actively involved in their own health care. CAM products in cancer medicine
(herbs and other natural products, such as shark cartilage, mushrooms, and so on) are widely available in Japan as well as in western
countries. With little reliable information and few clinical trials to assess the efficacy of such products, there is a great need for
public and professional education regarding this subject.

Key words: complementary medicine, alternative medicine, cancer treatment, clinical trial
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Association between hydration volume and symptoms in
terminally ill cancer patients with abdominal malignancies
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Background: To explore the association between hydration volume and symptoms during the last
3 weeks of life in terminally ill cancer patients. -

Patients and methods: This was a multicenter, prospective, observational study of 226 conseeutive
terminally ill patients with abdominal malignancies. Primary responsible physicians and nurses eval-
uated the severity of membranous dehydration (dehydration score calculated from three physical
findings), peripheral edema (edema score calculated from seven physical findings), ascites and
pleural effusion (rated as physically undetectable w symptomatic), bronchial secretion, hyperactive
delirivm (Memorial Delirium Assessment Scale), communication capacity (Communication Capacity
Scale}, agitation (Agitation Distress Scale), myoclonus and bedsores.

Results: Patients were classified into two groups: the hydration group {n=59) who received 11 or
more of artificial hydration per day, 1 and 3 weeks before death, and the non-hydration group
(n=167). The percentage of patients with deterioration in dehydration score in the final 3 weeks was
significantly higher in the non-hydration group than the hydration group (35% versus 14%;
P=0.002), while the percentages of patients whose symptom scores for edema, ascites and pleural
effusion increased were significantly higher in the hydration group than the non-hydration group
(44% versus 29%, P=0.039; 29% versus 8.4%, P <0.001; 15% versus 5.4%, P =0.016; respectively).
After controlling for multiple covariates and treatment sertings, the association between hydration
group and dehydration/ascites score was statistically significant. Subgroup analysis of patients with
peritoncal metastases identified statistically significant interaction between hydration group and
dehydration/pleural effusion score. There were no significant differences in the degree of bronchial
secretion, hyperactive delirium, communication capacity, agitation, myoclonus or bedsores.
Conclusions: Arnificial hydration therapy could alieviate membranous dehydration signs, but could
worsen peripheral edema, ascites and pleural effusions. It is suggested that the potential benefits of
artificial hydration therapy should be balanced with the risk of worsening fluid retention symptoms.
Further clinical studies are strongly needed to identify the effects of artificial hydration therapy on
overall patient well-being, and an individualized weatment and close monitoring of dehydration and
fluid retention symptoms is strongly recommended.

Key words: dehydration, neoplasm, palliative care, rehydration, water depletion
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The dehydration-rehydration problem .has been one of the
most important issues in palliative or end-of-life care literature
over the two last decades [I]. Current discrepancies in the
practice of artificial hydration therapy for terminally ill cancer
patients have the potential to cause serious clinical problems:
patients could suffer from unnecessary dehydration-related
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symptoms or experience iatrogenic over-hydration symptoms
[2~5]. These discrepancies are largely due to the lack of evi-
dence about the effects of artificial hydration therapy on
patient well-being [3].

Traditionally, artificial hydration therapy has been thought
not to benefit the terminally ill [6-11]; however, some recent
studies have demonstrated that appropriate hydration can con-
tribute to patient comfort [12—-16]. The majority of studies on
this topic are limited by methodological issues [17], and do
not provide enough of a basis for the evidence-based practice
of artificial hydration therapy in terminally ill patients. The
aim of the present study was to explore systematically the
associations between hydration volume and dehydration and
fiuid retention symptoms in the last 3 weeks of life in termin-
ally ill patients with abdominal malignancies.

Patients and methods
Patients

The study subjects were consecutive teyminally ill cancer patients treated
in 14 oncology uits, 19 palliative care units and four home-based pallia-
tive care programs in Japan, The participating institutions recruited poten-
tial participants following the same inclusion criteria: age >20 years; life
expectancy estimated by a physician to be <3 months; and incurable

malignancy of abdominal origin (excluding hepatic malignancies). Exclu- -

sion criteria were: liver cirrhosis of any etiology, renal failure, nephrotic
syndrome, protein-losing enteropathy, intra-abdominal shunt for ascites,
hypercalcemia, adrenalopathy, thyroid diseases, and other complications
of the circulatory, respiratory, hepatic, or renal systern unrelated 10 under-
lying malignancies; surgical, radiological or oncological treatments with
the primary mtent of tumor reduction in the 3 weeks prior to study
inclusion; existing communication difficutty such as aphasia or aphonia;
and the uvse of artificial enteral nutrition. Patients were enrolied from
August 2002 to February 2003, and. followed unti! March 2003,

Study design

This was a multicenter, prospective, observational study. From the time of
study inclusion, primary responsible physicians prospectively recorded
patients’ dehydration and fluid retention symptems on & stuctured data-
collecting shest every week as a pan of daily practice. In addition, symp-
toms observed very close to death were assessed afier patients died,
because it was impossible to predict when the patients would die, and
because assessmenes on 2 daily basis would present a high burden for
patients and physicians. Thus, within 72h after patient death, patients’
dehydration and fluid retention symptoms 24h before death, communi-
cation capacity during the 3 days before death and degree of apitation in
the week before death were recorded. To minimize the recall bias, the
evaluations were based on the full agrecment of the primary physicians
and primary nurses. _

The patients received the usual treatments from their institations. The
indications for hydration therapy, administration methods and modification
of reatment regimen over time were dependent on each physician's clini-
cal decisions. We did not siandardize hydration treatmnents, becauss
patients' and families’ wishes and each physician's philosophy strongly
influenced actual bydration practice [3], and adopting a single bydration
protocol was regarded as inappropriate outside experimental study
designs. Instead, we deseribed the details of hydration treatments actually
performed for interpretation of the resales. ’

This study was approved by the Institutional Review Board of each hos-
pital, and conducted in accordance with the Declaration of Helsinki.

End points and measurements

The primary end points of this study were dehydration and fuid retention
symptoms in the last 3 weeks of lifs. Although patient-reported symptoms
and satisfaction are important outcemes in palliative care [18], we chose
symptoms that could be objectively evaluated as the end points for this
study. The rationale for this decision was that adopting self-report
measures could result in higher rates of patient exclusion and unacceptable
selection bias, because patient reports are often impossible in the very late
stages of cancer due to cognitive impairment, and because symptom
evaluations based on paticnt self-reports are not routinely used in many
participating institutions [19, 20].

Physical symptoms

Physictans were requested to perform physical examinations in the mom-
ing at Jeast 1h afier -patients had eaten. The degree of dehydration was
assessed on the basis of three physical findings: moisture on the mucous
membranes of the mouth (0, moist; 1, somewhat dry; 2, dry), axillary
moisture (0, moist; 1, dry) and sunkenness of eyes (0, normal; 1, slightly
sunken; 2, sunken). These signs were selected due to their significant cor-
relations with biclogical dehydmtion, as previously confirmed in elderly
patients [21-23). Empirical studies have found that the sensitivity/specifi-
city of each sign in identifying dehydration is B5%/58%, 50%/82% and
62%/82%, respectively [21-23]. Ad hoc dehydration score (range 0-5)
was calculated as.the total of these three scores. A higher score thus indi-
cated a higher level of dehydration,

The severity of peripheral edema was determined through the examin-
ation of seven regions: the hands, forearms, upper arms, feet, Jower legs,
thighs and trunk. Peripheral edema severity was scored based on the
degree of increased skin thickness in the middle of each region {0, none;
1, mild, thickness of <5 mm,; 2, moderate, 5-10mm; 3, severe, >10mm).
If peripheral edema was asymmetric, the more severe side was rated
unless the asymmetry was caused by a unilateral vascular obstruction; m
these cases, the non-obstructed side was rated, The peripheral edema
score {range 0-21) was calculated as the total of the severity scores for
the seven regions. A higher score indicated more severe edema.

Pleural effusion and ascites were each rated on a scale of 0 to 2
(0, physically non-detectable; 1, physically detectable but asymptomatic;
2, symptomatic or tense ascites). Myoclonus and bedsores were considered
present when they were obscrved at any tirne in the final 3 weeks of life.

Bronchial secretion was defined as sounds audible at the bedside pro-
duced by movement of secretions in the hypopharynx or the bronchial tree
in association with respiration [8). The severity of bronchial secretion was
evaluated using a previously proposed scale: ‘inaudible’ (score 0, ‘audi-
ble only very close to the patient’ (score 1), ‘clear]y audible at the end of
the bed in a quiet room® (score 2) and ‘clearly audible at about 6 m or at
the door of the room® (score 3) [24]. Bronchial secretions were considered
present when patients had a severity score of 1 or more, received any
anti-muscarinic medications to reduce bronchial secretion or received
oral/bronchial suctioning at least once during the final 3 weeks of life.
Severe bronchial secretion was defined as severity score of 2 or 3 at any
time during the Gnal 3 weeks.

Psychiatric symptoms

We used selected items of the Communication Capacity Scale, the Agita-
tion Distress Scale and the Memorial Delinum Assessment Scale to evalu-
ate psychiatric symptoms {25, 26). The Communication Capacity Scale is
a validated five-itemn observer-rating scale used to quantify communication
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capacity in terminally ill patients [25), The Agitation Distress Scale is a

. six-itemn observer-rating scale used to quantify the levels of agitation in

delirious terminal patients [25]. Although using all items of a scale is
psychometrically ideal, we used select items in order to reduce physician
burden and increase paticat enrollment {27].

The patients’ communication capacity was assessed using the highest
scores measured in the Jast 3 days of life on three items: the ‘reduced
level of consciousness’ item of the Memorial Deliriom Assessment Scale,
ard the ‘answers to ciosed-ended questions’ and ‘voluntary communi-
cation” items from the Communication Capacity Scale. Communication
scors {range 0-9) was calculated as the total of these three jtems, such
that & higher score indicated a greater capacity for communication (Cron-
bach's a coefficient = 0.94), The correlations between total score on this
abbreviated scale and the total score on the Communication Capacity
Scale was high in the original validation data (Spearman’s p=0.94;
P<0.001) [25).

The degree of agitation was defined as the most severe symptoms
experienced during the Iast week of life, and quantified using four items
from the Agitation Distress Scale: the frequency of moter anxiety, extent
of motor enxiety, contents of motor anxicty and psychological mstability.
The apitation score {range 0-12) was calculated as the total of these four
items; a higher score indicated higher levels of agitation (Cronbach’s a
cocfficient = 0.87). The comrelations between total score on this abbre-
viated scale and the total score on the Agitation Distress Scale was high
in the original validation data (Spearman’s p=0.95; P <0.001) [25].

Hyperactive delirium was assessed using the ‘psychomotor activity
itemn of the Memorial Delirium Assessment Scale, which grades increased
psychomotor activity on a scale of 0 (normal) to 3 (severe) [26]. Hyper-
active deliriurn was defined as a score of 2 or 3 on this scale,

Covariates of main outcomes

We recorded the presence or absence of the following potential covariates:
stomatitis, oxygen requirement, and use of opieids, diuretics and anticholi-
nergic medication (dehydration score); vascular obstmction, and use of
non-steroidal enti-inflammatory drugs (NSAIDs), steroids and diuretics
{edema score); peritoneal and liver metastasis (ascites); ung and pleural
metastasis, and pneumonia (plevral effusion); and intestinal obstruction
and oral intake of fluids (for all symptoms) [6, 8, 15, 28).

Statistical analyses

We analyzed data for patients who died at least 3 weeks after their initial
evaluaton. The rationale for this decision was that we had ne appropriate
instruments to indicate refiable base-line points for analyses, and hydration
therapy was likely to influence patient symptorns afier & considerable time
lag (i.e. hydration volume the patients had received 1-3 wesks before
death could affect patients symptoms 48 h before death). To examine a
bias, we compared patient backgrounds between the excluded and
included patients.

We divided patients into two groups: those who received artificial
hydration of 1Vday or more both 1 week and 3 weeks before death
(hydration group: total n=59; 31 from oncology and 28 from palliative/
home-care settings) and those who did not (non-hydration group: total
n=167 {18}, from oncology and 149 from palliative/home-care settings).
This classification was determined on the basis of actual dats distributions,
and the results using the other classifications achieved the similar
conclusions.

To explore the potential association between hydration groups and
patient symptoms, we compared the number of patients whose symptom
scores increased im the final 3 weeks {dehydration and edzmsa scores by
three or more points; ascites and pleural effusion scores by one or more
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point} between the hydration and non-hydration groups. The results using
the other cut-off points achieved the same conclusions, We also compared
the prevalence of bronchial secretion, hyperactive delirium, myoclonus
and bedsores, the degree of communication capacity, and the degree of
agitation between the two groups.

To explore the effects of covariate factors and treatment settings, we
examined the potential interactions between hydration groups and changes
in dehydration score, edema score, and ascites and pleural effusion sever-
ity scores by the repeated measurement anslysis with the covariates
entered into the models (robust variance with the Proc mixed procedure).
No covariates except for peritoncal metastasis and treatment scttings stat-
istically influenced the outcomes. In addition, subgroup analyses for
patients who drank <500 ml/day of fluids throughout the last 3 weeks of
life {n=108), paticnts with intestinal obstruction (n=114) and patients
who received no intestinal drainage (n#=192) achieved the same results.
We therefore reported the results for the entire sample with adjusted
P values to allow for difference in peritoneal metastasis and treatment set-
tings, as well as sobgroup analysis of patients with peritoncal metastases
{n=145),

Finally, to provide additional information for interpreting data, we
compared the changes in blood urea nitropen/creatinine jevels between
hydration and nen-hydration groups using repeated measurement analysis.
We also calculated the prevalence of fluid retention symptoms 24h before
death among dehydrated patients, defined as presence of dry axilloy
(diagnosis on the basis of sunken eyes achieved similar results).

Univariate analyses were conducted using the x®-test (Fisher's exact
method) and the Mann-Whitney {-test, where appropriate. All analyses
were performed using the statistical package SAS.

Results
Patient background

All 498 patients who met the inclnsion criteria were consecu-
tively recruited for this study, but a total of 272 patients were
excluded for the following reasons: death within 3 weeks of
initial assessment (n=200), survival beyond the observation
petiod (n=35), medical complications (r=17), prior
communication difficulty (n=15) and discharge {n=5). Thus,
a total of 226 patients (49 from oncology units and 177 from
palliative/home-care settings) were finally analyzed. There
were no statistically significant differences in patient age and
primary tumor sites between the patients excluded from the
study due to death within 3 weeks and those analyzed, but the
former was more likely to be male (Table 1). :

Patient backgrounds are summarized in Table 2. There were
significant differences in primary tumor sites, prevalence of
lung and peritoneal metastases, vascular obstruction, intestinal
obstruction, the use of NSAIDs and steroids, and oral intake 3
weeks and ] week before death between the hydration and
non-hydration groups. Chemotherapy was performed in seven
patients.

Table 3 summarizes hydration practice in the study sub-
jects. The mean hydration volume in the hydration group
ranged from 838 to 1405ml/day during the last 3 weeks, and
the median hydration volume in the non-hydration group was
200 ml/day at all three observation points.

At baseline, ascites was present but asymptomatic in 27%
(n=62) and symptomatic in 20% (n=44) of all patients.
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Table 1. Characteristics of excluded and included patients

Table 2, Patient characteristics

Excluded patients®  Included patients P

Characteristic Hydration group Non-hydration group £

{n=200) (n=226) : (1=59) (% (m)] (n=16T) [% ()]
Age, years (mean = SD)  67+x12 68x12 0.63 Age, years 67x13 68x11 0.36
(mean £SD)
Gender
‘Mal 114 ' 106 0.037 Gender '
¢ ' Male 58 (34) 43 (12) 0.055
Female 86 120
o Fetmale 42 (25) 57 (95)
Primary site - "
e
Stomach 76 % 025 mary &5
Stomach 43 (2% 27 (45) 0.008
Colon a5 47
Colon 20(12) 21 (35)
Pancreas 36 35
Pancreas 1911 1424
Rectum 15 3
. Rectum 51(3) 17 (28)
Bile duct 15 12
Bile duct 34(2) 6.0 (10)
Ovary 5 10
o ” 7 Ovary 0 6.0 (10)
- Others 34(2) 9.0 (15)
*Paticnts who died within 3 weeks of initial assessment. Mectastatic sites
SD, standard deviation, Lung 120 30 (509 0.006
. Pleura 15(9) 15(25) 0.96
Pleural effusion was present but asymptomatic in 12% (rn=27) Liver 46 (27 44 (13) 079
and symptomatic in 6.6% (n=15) of all patients. Peritoncam 78 (46) 59 (99) 0010
Performance status
Dehydration at enrolment
. R 22 29(1 19 (31 0.59
The percentage of patients whose dehydration score increased an Gl
by three or more points in the final 3 weeks of life was signifi- 3 e 42070)
cantly higher in the non-hydration group than in the hydration 4 34 (20) 40 (66)
group [35% (n=159) versus 14% (n=8);, P=0.0020]. After Medical complications
controlling for covariates and treatment settings, there was a Stomatitis 12(N 23 (39) 0.060
statistically significant interaction between hydration group Vascular obstrucion 1.7 (1) 12 20y 0.018
and changes in the dehydration score (1.6+ 1.4 3 weeks before of both extremitics
death 10 2.7 + 1.6 24 h before death in the hydration group ver- Intestinal obstruction 64 (38) 46 (76) 0.013
sus 13=+13 to 3.2=x1.5 in the non-hydration group: Preumonia 159) 16 27) ’ 0.87
P=0.0043) (Figure 1). : Medical treatments
Oxygen 69 (41) 55 (92) 0.053
Edema NSAIDs 5331 71 (119) 0.009
The number of patients whose edema scores increased by Opioids 81 (48) 84 (141) 0.58
three or more points was significantly higher in the hydration Steroids 54 (32) 75 (126} 0.002
group than in the non-hydration group [44% (n=26) versus Diuretics 4 (20) 32(53) 076
= s P=0. . i jates
29% (n=49), 'P 0 (}39]. After .controllmg for cova.na es and Anti-cholinergic 002 25 (42) 046
treatment settings, the interaction between hydration group medications
and changes in the edema score did not reach statistical Oral intake finids
significance (22+3.3 3 weeks before death to 61264 24h 2500 ml/day
before death in the hydration group versus 3.5x4.35 to 3 weeks before death 80 (47) 42070 <0.001
52452 in the non-hydration group; P=0.15) (Figure 1). 1 week before death 83 (49) 57 96) <0.001
24 h before death 86 (51 R4 (140) 0.63

Ascites

The percentage of patients whose symptom score increased by
one or more point during the final 3 weeks was significantly
higher in the hydration group than in the non-hydration group
[29% (n=17) versus 8§.4% (n=14); P <(.001]. After control-
ling for covariates and treatment settings, there was a statisti-
cally significant interaction between hydration group and

8D, standard deviation; NSAIDs, non-steroidal anti-inflammatory drugs.

changes in the ascites score (0.73+0.78 3 weeks before death
to (092 +0.88 24h before death in the hydration group versus
064079 to 0.58:+0.74 in the non-hydration group;
P=0.035) (Figure 1).

(4
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3 weeks before death [% (n)] 1 week before death (% (n)] 24h before death [% (7))

All patients :

<S00mb/day 44100y 48 (109 62(139)

500-1000 ml/day ) 21 (4T 22 (49) 21 (48)

21000 ml/day -35(019) 30 (68) . 17(39)
Hydration group (n=59)

Hydration volume, ml/day 1405472 (1300) 1253 £379 (1100) 838 580 {1 000)

[mean 3 SD {median)]

Contimuous administration 6337 66 (39) 6t (36)

Intermiftent administration 3722 34 (20) 24(14)

Via a central vein 76 (45) 7544 61 (36)

Via a peripheral vein 24 (14) 25(15) 22(13)

Hyperalimentation 56 (33) 54(32) Qa8

8D, standard deviation:

Pleural effusion and bronchial secretion

The number of the patients whose pleural effusion symptom
score increased by one or more point in the final 3 weeks was
significantly higher in the hydration group than in the non-
hydration group [15% (n=9) versus 54% (n=9); P=0.016].
Hydration group was not significantly associated with changes
in the pleural effusion symptom score after controlling for
covariates and treatment settings {(0.22+0.46 3 weeks before
death to 0.36+0.61 24h before death in the hydmation group

Dehydration
3.5

2.5 . o

versus 0.27x£0.60 to 0.31+0.63 in the non-hydration group;
P =0.76) (Figure 1).

There was no statistically significant difference in the
prevalence of bronchial secretion between the hydration and
the non-hydration groups (Table 4).

Communication capacity, agitation and delirium

There were no statistically significant differences in the com-
munication score, agitation score or prevalence of hyperactive
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Figure 1. Effects of hydration on dehydration and fiuid retention symptoms. Open circics, hydration group (n = 59); filled circles, non-hydration group
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Table 4. Symptom scverity in the last 3 weeks of the patients with and
without hydration

Hydration Non-hydration P
group (n=59) group (n=167)
Bronchial secretion” 44 (26) 46 (1T 0.79
[% {(n)]
Severe bronchial 19 {11) 17 (28) 0.74
secretion® [% (m)]
Communication score® 3230 3.7zx31 0.30
{mean +SD)
Agitation score’ 21228 23x2.7 0.35
{mean==SD)
Hyperactive deliriom* 120 13 (22) 0.80
[% (1))

“Defined as audible bronchial secretion, requirement of any anti-muscar-
inic medications or eral/oronchial suctioning.

®Defined as clearly audible bronchial secretion.

*The total score of ene item from the Memorial Delirium Assessment
Scale and two items from the Communication Capacity Scale. Higher
scores indicate higher levels of communication capacity.

9The total score of four items from the Agitation Distress Scale. Higher
scores indicate higher Jevels of agitation.

“Defined as scores of 2 or 3 on the psychomotor activity item of the Mem-
orial Delirium Assessment Scale.

delirium between the hydration and the non-hydration groups
(Table 4).

Myoclonus 2nd bedsores

There were no statistically significant differences in the preva-
lences of myeclonus or bedsores between the hydration and
the non-hydration groups {for myoclonus 1.7% (n=1) versus
8.4% (n=14), P=0.12; for bedsores 27% (n=16) versus 34%
(n=5T), P=032].

Patients with peritoneal metastases

The interactions between hydration group and symptom
changes in the last 3 weeks were statistically significant in
dehydration score (1.7+1.43 weeks before death to 2.9+ 1.6
24h before death in the hydration group versus 1.3=1.3 to

Table 5. Fiuid retention symptoms in dehydrated patients (n=149)

% (n)

Peripheral edema

Hands and/or feet 69 (102)

Forcarms and/or lower legs 56 (83)

Upper arms and/or thigh 36 (54)

Trunk 26 (39)

Any peripheral edema 73 (108)
Ascites 46 (69)
Pieural effusion 19(29)
Any fluid retention symptoms 81 (121)

Dehydration was diagnosed as present if the axillary moisture was rated
as dry 24 h before death.

35414 in the non-hydration group; P=0.0043) and pleural
effusion score (0.22+£0.47 to 0.35+0.60 versus 0.30£0.63 to
0.27x0.57, respectively; P=0.046), and marginally significant
in ascites score {0.91 £0.78 to 1.0x0.87 versus 0.88+£0.80 to
0.70x0.75, respectively; P=0.091).

Laboratory findings

We obtained paired blood samples taken 3 weeks and 1 week
before death from 37 (63%) and 56 (34%) patients in the
hydration and non-hydration groups, respectively. The blood
urea nitrogen/creatinine levels increased from 34+15 to
44+ 18 mg/d} in the hydration group in the last 3 weeks, com-
pared with from 3117 to 39+ 20mg/d] in the non-hydration

_group. The difference between hydration groups was not

statistically significant (P=0.58).

Comorbidity of dehydration and fluid retention
symptoms

Of the 149 dehydrated patients with dry axillary 24h before
death, 73%, 46% and 19% had simultaneous edema, ascites or
pleural effusion, respectively; and 81% had some fluid reten-
tion symptoms (Table 5).

Discussion

This is, to the best of our knowledge, the largest and the first
multicenter observation study to investigate the association
between hydration volume and dehydration and finid retention
symptoms in terminally ill cancer patients. _

This stedy revealed that peripheral edema, ascites and
pleural effusion in the hydration group were more likely o
worsen in the last 3 weeks. The association between hydration
group and ascites severity was statistically significant after
controlling all covariates and treatment settings, and in a sub-
group of patients with peritoneal metastases there was a stat-
istically significant interaction between hydration practice and
changes in pleural effusion severity. The underlying mechan-
isms of fiuid retention symptoms include a decrease in colloid
osmotic pressure, an increase in membrane permeability, and
an increase in hydrostatic pressure [11]. Our findings suggest
that overhydration in the terminal phase could deteriorate fluid
retention symptoms.

We also found that dehydration scores increased in the last
3 weeks of life regardless of whether patients received artifi-
cial hydration or not, although scores increased less in the
hydration than in the non-hydration group. The potential
interpretations of this finding are that: (i) the instruments for
measurement of dehydration used in this study could not
differentiate dehydration signs from changes related to pro-
gressed cachexia; (ii) current hydration volume was not suffi-
cient to maintain hydration status and more active hydration
could alleviate membrane dehydration signs; or (iii} antificial
hydration therapy in the terminal stage could not effectively
alleviate dehydration even if an appropriatz volume was pro-
vided due to some pathological mechanisms (e.g. fluid shift
from the intravascular components to the third space). The first



interpretation we consider unlikely, because additional analy-
sis of laboratory findings suggested that the blood urea nitro-
genfcreatinine level, a biological marker of dehydration,
increased in the hydration group similar to the non-hydration
group. The second interpretation seems also less likely,
because a well-condueted open frial and a small randomized
controlled trial indicated that artificial hydration therapy had
limited beneficial effects in alleviation of thirst sensation for
most terminally ill cancer patients [7, 9], and this study
suggests that more active hydration would cause more fiuid
retention symptoms, limiting the use of -hydration. On the
other hand, the third interpretation is supported by an explo-
ratory study indicating that the main pathophysiology of
terminal dehydration is decreased intravencus volume with
increased interstitial fluids [11], and this stody revealed that
many patients simnltaneously had both dehydration and fuid
Tetention symptoms. Therefore, it is suggested that while arti-
ficial hydration therapy may help alleviate membranous dehy-
dration signs in some patients, the overall benefits of active
hydration therapy are limited by the possibility of aggravating
fluid retention symptoms [14, 15].

This study did not identify any beneficial effects of artificial
hydration therapy on psychiatric symptoms. Previous retro-
spective, historical control and prospective observational
studies have demonstrated that active rehydration could con-
tribute to alleviation of delirium [12, 13, 16], while another
historical control study and a small randomized controlled
trial found no overall benefit [7, 27]. These confiicting results
suggest that the benefits of artificial hydration therapy in alle-
viating delirium may be applied to a certain group of patients
with specific underlying eticlogies, such as opioid hyperexcit-
ability syndrome or acute dehydration [S].

This study identified no clear association between hydration
volume and the development of bronchial secretion. Of note
was that our sample was limited to patients with abdominal
malignancies, and hydration volume was relatively small.
Therefore, our findings suggested that, for patients with
abdominal malighancies receiving moderate leve! of hydration
(e.g. <1)day), bronchial secretion is not influenced by
hydration volume. On the other hand, previous observational
studies including lung cancer patients have identified pulmon-
ary edema as a significant etiology of severe bronchial
secretion [10, 29], and bronchial secretion has multiple etiolo-
gies, including respiratory malignancies, infection, pulmonary
edema, dysphasia and brain metastases [30, 31], Thus, the
effect of hydration volume on other groups of patients should
be examined in future studies.

This study successfully recruited patients with a narrow
range of primary tumor sites, enrolled patients from multiple
centers, used a comprehensive set of assessments that were
sensitive to symptom changes and highly feasible, and prospec-
tively evaluated multiple symptoms. Nonetheless, this study
has several limitations. First, this was not an intervention trial.
Although we acknowledge that a randomized controlled study
is the best research design to scientifically clarify the treatment
effects of hydration therapy, the information required for plan-
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ning controlled trials, such as useful end point measures, their
estimated differences and the necessary sample size, is lacking.
Therefore, we decided to perform an observation study first,
Secondly, the main end points were measured objectively.
Therefore, we did not evaluate the effect of hydration volume
on patients’ subjective well-being, and there was a possibility
of under- or overestimation in addition to reporting bias from
treating physicians. This is, we believe, a realistic option 1o
minimize selection bias and ensure sufficient sample size, but
this flaw should be overcome in the next study. Future studies
should adopt a combination of patient-rated well-being and the
objective methods successfully used in this study as the pri-
mary end points, Thirdly, the reliability and validity of some
measurements {i.e. peripheral edema, ascites and pleural effu-
sion) have not been formally tested. We minimized this poten-
tial bias by confirming the full agreement of physicians and
nurses, and explicitly defining the criteria in rating systems.
Fourthly, stomach cancer is one of the most common malig-
nancies in Japan, and was the primary diagnosis in nearly 30%
of our subjects, Qur findings therefore may not be generaliz-
able to patients from other countries. Fifthly, as only patients
who eventually died were analyzed, we did not evaluate the
effects of hydration on patient survival. Finally, the result
could be influenced by the treatment bias: it is possible that
dehydration symptoms in the non-hydration group would have
improved if they had received hydration, or that flnid retention
symptoms in the hydration group would have been minimized
if they had not received hydration.

In conclusion, although artificial hydration therapy might
alleviate membranous dehydration signs in terminally ill
patients, it could worsen peripheral edema, ascites and pleural
effusions. Our findings suggest that the potential benefits of
artificial hydration therapy should be balanced with the risk of
worsening fiuid retention symptoms. Further clinical studies
are clearly needed to identify which subgroups of terminally
ill patients may or may not benefit from artificial hydration
therapy. In the meantime, an individualized treatment based
on the comprehensive assessment followed by close monitor-
ing of both dehydration and fluid retention symptoms is
strongly recommended.
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Gastritis Cystica Polyposa Concomitant with
Gastric Inflammatory Fibroid Polyp Occurring
in an Unoperated Stomach

Shoji HIRASAKI, Masahito TANIMIZU, Eiji TSUBOUCHLI,
Junichirou NasU* and Toshikazu MASUMOTO*

. Abstract

The endoscopic examination of a 61-year-old male pa-
tient revealed a protruding lesion in the greater curva-
ture of the lower third area of the stomach. The lesion, 17
mm in size, was resected completely with endoscopic
submucosal dissection using an insulated-tip diathermic
knife (IT-ESD). Histological examination of the protrud-
ing lesion revealed proliferation of fibroblasts and infil-
tration of inflammatory cells in the mucosa and sub-
mucosa, and it was diagnosed as an inflammatory fibroid
potyp (IFP). Gastritis cystica polyposa (GCP) was pre-
sented adjacent to the IFP. This may be the first report
of GCP concomitant with gastric IFP occurring in an
unoperated stomach.

{(Internal Medicine 44: 4649, 2005)

Key words: gastric cysts, inflammatory polyp, neoplasm, in-
sulated-tip diathermic knife, endoscopic sub-
mucosal dissection

Introduction

Inflammatory fibroid polyp (IFP) is a relatively rare disor-
der, which is thought to be clinically and histologically be-
nign, and was first described as “polypoid fibroma” in 1920
by Konjetzny (1). Gastritis cystica polyposa (GCP), charac-
terized by polypoid hyperplasia of the gastric mucosa, is an
uncommon lesion that develops in patients who have under-
gone gastroenterostomy with or without gastric resection (2~
5). GCP 1s rarely found in an unoperated stomach (4-6).
There have been no previcus case reports of gastric IFP con-
comitant with GCP. Herein, we report a case of GCP con-
comitant with gastric IFP occurring in an unoperated

stomach, and treated by endoscopic submucosal dissection
using an insulated-tip diathermic knife (IT-ESD).

Case Report

A 61-year-old man visited our hospital for further evalua-
ton of abnormal radiographic findings of the stomach in a
yearly physical checkup on October 13, 2001. No specific
family or past medical history was identified. Routine hema-
tological examination and biochemical tests were within nor-
mal limits. Serum anti-Helicobacter pvlori (H. pylori)
immunoglobulin G (1gG) antibody was positive. Endoscopic
examination of the upper digestive tract revealed a protrud-
ing lesion, about 20 mm in diameter, in the pyloric gland
area, in the greater curvature of the lower third area of the
stomach (Fig. 1). The biopsy specimen obtained from the le-
sion revealed normal gastric mucosa. We had to make a dif-
ferenuial diagnosis between a large hyperplastic polyp and a
submucosal tumor covered with normal gastric mucosa.
Endoscopic ultrasonography (EUS) with a miniature probe
of 20 MHz frequency using the water filling method revealed
a hypoechoic mass covered with a hyperechoic lesion that
had anechoic areas in the second and third layers of the gas-
tric wall (Fig. 2). This protruding lesion was surrounded by
intestinal metaplastic mucosa. There were some red patches
with erosions in the antrom, however, there was not any dif-
fuse red area in the fundic area. The culture of gastric
mucosa propagated the microacrophilic bactenia, H. pviori.
On the basis of EUS findings, we could not deny that the
tumor might be gastric cancer resembling a submucosal
tumor or gastric cancer with a mucinous component. We sus-
pected this patient had a submucosal turnor, but the definite
diagnosis could not be made. The patient underwent an IT-
ESD for histological confirmation. IT-ESD was performed
as we previously described (7). The protruding lesion, 17x
15%5 mm in size, was resected completely with a safe lateral
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