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[EEB] 2AKIEHERICH T S COX-2 EIMHE R LT b7 I/ 7 2V (APAP) DOEHERE - IFHHE -
OAIAFIZ S 2 R 20 a2 Gl § % 720, dEHUR ERIBEIC 31T 2006 4 1 H~ 2008 4- 6 HIZ, 16 H[ELL
I COX-2 #EIRMPHEIE S 5\ 13 APAP (3,200 mg ~ 4,000 mg/day) % i L 7223 ASKRREE 20 L, RIERIR

G b 432D SCr, AST, ALT, T-Bil, LU0

BEEOREAEIZOVWTL PO AT T 4 TIZHEL

7o, FORER, AuFT s, kLaFU T, BIOAPAP 5 TR EREBMOGE AZE s, BEN AR
EENARE I N, T, ThFI 2BV, E5%8HEBLU16MIC SCr oA LA RD LR (p=
0.015, p=10.020), 5\ COX-2 EIRVEHNTHERE I MBS ZREMARIE X 7=, LA L, 20 R IER RPN

THD, T P77 ERHUMICLELIEREE A 5N

X—7—FK : COX-2 BINMBHER, »AEm, EWES, 72 b7372Y

o1

WA, ARFBTIE, MARKREREDNEIT S, 28 AR
BEICBT ATV P a— L JEIcHE L A5 TE T
W3, A B B 0 AKIGEN, A ORIERB] (World
Health Organization: WHO) /245 AR EEEIZHED W
Tirbh, H1EMOIEAEA A FEEREIZIE, EXT
a7 A4 F PV & $8H% # (nonsteroidal anti-inflammatory
drugs: NSAIDs) 5\ 7t b7 377 =Y (APAP)
NHWSN S, M2 NSAIDs i3, BMEH4 2 Z &1
& DL R I K OB RREREE O RBUHE 1 L5425 7=
W, FERMIZEBZRGBEEF LnwE IR TS Z0D7%:

il

WA  WEiEE— T 329-0498 #HA Ik T %5 117 Al <F 3311-1
ERAIERRER B v Fe 3 150
E-mail : keiichi_ebi@jichi.ac.jp

g aE—%
[ ARR AR (World Health Organization: WHO)
JEZ T a4 PP HE (nonsteroidal anti-inflammatory
drugs: NSAIDs)
7 b7 372 (APAP)
vouaxF vy —+¥ (cyclooxygenase: COX)
Serum Creatinine (SCr)
Aspartate Aminotransferase (AST)
Alanine Aminotransferase (ALT)
Total Bilirubin (T-Bil)

¥, KFTIENSAIDs Oz & SHE ISR 2 EEHTH
DI LSRR A i 5 228, RN AKma Y bu—
WS LCHEE, ThF52, Jufihis, Hi0iEkL
aF T THEDODY 7Lt F TS — X (cyclooxygenase:
COX) -2 123N D\ NSAIDs X° APAP % i 5.
COX-2 ERMPHFRIL, EERMIZ & fthod NSAIDs (bR
HLEREES D RN LB ENTE D, RS
L3R EEZ 5N d 0, ERERITHEEIZ DV TORE
ML X hCngn, 72, BORIZHEWT, COX-25#
RBHFERO T 7 « 3% 2 THDIMAEREIZ & D IRFe Ik
e, COX-2EIRMFERICHBT 2 M- alEE LT
HHERTWBY, —J, APAP I3, WMLEREEL L OE
BRebEE A D ek XY WOk TR R O B
SR L LTI EATWS, LarLl, APk s
APAP O K2 & 1i&, ¥EvE % T 900 ~ 1,500 mg/day T
Hol2®, SFFHEE L TIERELSAZ LTV, L
Mo T, BTG (LU, %4bt) TiE, 2SAKNNES
IS U TR SRRSO N5 K51, Wk, i,
B L OHES CHERE X Ty B 500 ~ 1,000 mg/A], _EFE
4,000 mg/day T APAP 2L T\ 5. HAZXIRE
L 72 APAP @ HT B RE -~ D 2 212 D\ T, 2,000 ~
4,000 mg/day, 4 HRE&R5IZH T2 REEPRE AT
2300Y, Ko EMHEHICE T 2Rtk X OEHRIC
R 72BREHIfT bR Tngwn, BIHTEZE T L5102, »
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AR 2 IEF U A4 PRI RIAMER T 5
F=2ANEL, BRECHHT 2 I L3EHEDOENOE
(quality of life: QOL) DMEFFHIZDAH 5728, HIKIZE
WCREND T — 2 I3IEHICHETH 5.

ZZTH5N, NAKEEEIIHTS Ty, AuF
VA, kvaFy T, KU APAP S EO R H
e (16 EMEL L) (SH 1) 2 BHKEE - ITHEAE - O 2K
T ERAEVEIIDWTHREIL 7=

b7l i+
1. ES

WEEI 5T, 2006 -1 F~ 2008 46 [ o WM I,
COX-2 BIRMPHESE (= F T2 400mg/day, A T F ¥
74 10mg/day, £7213E L ITF2 7 200mg/day) & B\
1% APAP & & (3,200 ~ 4,000 mg/day) % 16 EHFLL L
B ENLDAKEBFEENGRE L 5k, WREHI
FTNRC, AEH A FIRABITH 72 F72, HREHEDS
5, SEANEGHIC BT 2 BRRE B K OHTRRED i fi A
EEHE» SANTOBEEEIZ ORI L. &k,
BET — 2L TidEA L, BEAPRRETE Z0n kK
S IZFELRE L 7=
2. MEFE

Wit — &) v v 27 4 (ORDERING®/AD) ¥ &
Vil 6, KA1 I KO 5% 4 HE Z &
DIMEMAEMW AL b o 20 7 4 TITHAEL 2. #EEH
1%, Serum Creatinine (SCr) (IE#ME ; %314::0.6 ~ 1.2 mg/
dl, %M :0.4 ~ 09mg/dl), Aspartate Aminotransferase
(AST) (10 ~ 351U/]), Alanine Aminotransferase (ALT)
(5 ~401U/l), % & O Total Bilirubin (T-Bil) (0.2 ~
1.0mg/dl) & U7z, F7, &5 MBI 50008 kRS
(PRDREF & VD IEZE) OFEAMIZDONT, Bk
DFCHNE» &AL 72,

3. WEEEM

Statistical Package for Social Science (SPSS) Ver.15.0
% i T Friedman # %€ %%, Bonferroni fifi iI. Wilcoxon 7}
AR RE S TR 2470, p < 0.05 Z At 2IICH
HEHD L LT

] e

MEEEZ, b P28 1701 53 86, %tk :
9%, i 39 ~ 78K, {KHEH:33.6~748kg), AuF
SHLWE TR (B 6B, ik 1, Fb: 60 ~ 76
i, tAH :388~601kg), L axy TR 8B (B
P2, At 6B, fFmc 46 ~ 78 ik, AH 140 ~
73.8kg), APAP T : 10 il (551« 6 i, Zcfk - 4B, 4
Wit 54 ~ 82 %, fAHE :32.1 ~69.1kg) THo7. F7z,
BHRAFORNZBEONAFEL, = b F 72BN A 3
B, iR A 3B, BB A 3 B, S A 3 i,
MHEAZ A 2 B, FLAA/INREDR A/ T ERD AL LH, £
a3 AR, A 4B, BISLER A/ A
DAKLEL, v ady TR SR EHENE 2 51, s
A /FUDI A/ THEED A/ RER A /MR Y YN/ SN H B A
115, APAP Biduii g A 2 6, WERE2 A 2 5, Jidi 23
A/FUD A/ HEE DS A/ ARG NG DS A/ DS A K 1T
Hotz. NREHOWME% Table 118 L7 72, Fig
1~412, BFABEGFME» S 4 -2 &0, KIikd
EIZOWTOHERZ /R L7, = F I 2T, B5aic
LT SCr DA A LA 8 % (median: 0.71 vs
0.76, p=10.015) K116 H% (median: 0.71 vs 0.73,
p=0.020) IZASLNH, IEEE, S KE P L 720E
Blid e <, ERIRWICIE & & 2EHNE L h > 7=, —7,
AST, ALT, B XU T-BilicBIL TE, AELZIIZR
Wwohkhr o7z (Fig. 1), £z, xudfoh s, v
aF VT, BXCAPAP #IZH W TiE, SCr, AST,
ALT, BELUT-Bil & 8 AR LI 5Nk h 57z
(Fig. 2~4). 25615, =+ FI 28, 2uFvnsif
L aFe T, BLO APAP HOTRTORIZENT,
P 5 WIHZOIE FREE AR & NI REBNL 25 40 > 72

72, T I 232 8B EARA L 22EEH %
CEEFR TV (n=11), 32HE TOREMEIZON
THABRICEHI L 72, 2 OHER, Fig. 518 T &1, #%
HHizxt LT SCr DFRE L LA EYS 28 #1% (median:
0.72 vs 0.78, p = 0.041) ¥ X ' 32 1% (median: 0.72
vs 0.82, p=0.031) 2BV TEASN7Z. LI LENDE,
Scr PIEFEA 6 K& <L 720EFNE 2 <, ERRIIZH

Table 1 Patient demographic and clinical profiles

Drugs etodolac meloxicam celecoxib acetaminophen
Parameter No. of patients No. of patients No. of patients No. of patients
Subjects 17 7 8 10
Sex (male/female) 879 6/1 2/6 6/4

mean = SD range mean = SD range mean = SD range mean = SD range
Dose (mg/day) 400 400 10 200 200 3,640 £+ 397.8 3,200 ~ 4,000
Age (yrs) 625+ 113 39~78 |684+ 58 60~76 |588+10.6 46~78 68.1 = 9.6 54 ~ 82
Wt (kg) 50.6 £12.2 33.6 ~74.8|47.9 £ 100 388~60.1|56.7+10.8 40~ 73.8 51.6 £ 10.8 32.1 ~69.1
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BEE K BREMIE 572, F /2, AST, ALT, H KO
T-Bil & &, ABAZLIED O hiar -7 51T, &
SRRz B 2 D IS REE DD & NGER & 25 >
7z,

z £

AREHZ BT, BHREDIEEE L7z SCriz DT X
uxThL, LLaAFT T, BLUWAPAP CIEAREL L
AP 5N, KI5 2 ZatEr s
Bahrz —J, ThFI32CE, REHMAEL L3I
DN TSCr BHEL LRAEZR L. Zh6o LA,
BEIRANCHEE 25 &5 A ERETE A»r 72800, &
D REBALZ85A6%#8ET 5L, E612SCr A EAT
BZHEEMEARIE X NG, ZhE T, NSAIDs OFHnEkE
2B L TiE, COX IEBEIRPEDHANZ DN T L K D
HENTW5E, F£72, COX-2 EBIRMPHEIRIZOWTIZ,
COX JEFERMED NSAIDs & xR T, B AORER[H % H
FhUETH B0 I WA A S THEY, —T,
APAP 13, NSAIDs (2 HREFEE O FEBUHEE » 4 250l
MRS ZEMNME IR TS, Warner 513, L1 2
FUT, AuFvhLs, TERNITY, BXUOuTaFY
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70 COX-2 FHFH D X 13, COX-1BHEIZN, ZhZ
O, 1115, 23f% 50 L ETHBEWMELTHDY,
%72 APAP 13 COX 1S B fERINIERIZHIN 2 22 5,
KDy COX-2 FEIRMYPHFEFH 23 B RBE 228 L 72 W RE
MAE LN HicH VT, COX-1 %X COX-2
DY 7 4 4 THEFHEWICHBL Th b, COX-1 13585k
h, HA%E, BXOURERM L SIS HICRBIL, FI
Na BOFMIZBDH D, COX-2 13RERIEK, KBk k%
(BHEHE), B IOV VIR AT A &2 S 12 3B
L, FEIZHREIKAME (glomerular filtration rate: GFR)
O - Wi B XL = v 7 vy EA T vV U RICEBRT S
ZETHERBBEOEENZR > T0nEYY. ZoZLhb,
COX-1fHE 6 L O COX-2 fHE & & ICEHBEIS T 2 5]
EZTAREERH D, Z0O137 V ZBL FREBEITHEN
TREEUEIMRZ2NT, BEREIKT IS oA % Ll h
%. E512, COX-2 2SO b - B =0 L B i
STV B ITREMES & DY, COX-2 FHEIC & 0 BHRE
EARITIENEZIONS. £z, v X &Moo
FobnTiE, COX-2 /v 77 b= 2 THREREEIE
T, SRERfR - JRAIE ORGP, B X OB O RIE - il
AR B L MEINTVBDIZHHL, COX-1/ v 27T

ALT(IU/L)

Week

p=0.020

o~
“

p=0.015 ‘

e L
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il
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Fig. 1 Changes in laboratory values after the dosage start of etodolac (0 ~ 16 week). At 8 weeks and 16 weeks after administration, se-
rum creatinine is increased significantly (n = 17). The horizontal line of the bar on the graph shows the points of 10, 25, 50 (the medi-

an), 75, and 90% from the bottom up.
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Fig. 3 Changes in laboratory values after the dosage start of celecoxib (0 ~ 16 week). All of the laboratory data showed no sig-

nificant differences (n = 8).
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Fig. 4 Changes in laboratory values after the dosage start of APAP (0 ~ 16 week). All of the laboratory data showed no signifi-

cant differences (n = 10).

by A TCTREREA IV EAREIh T
LY ZpZeh by, COX-2 HENEOMEMMEICHH <
BLCWBZEAREIN%. £72, COX-2ERMEH
JEFIZEWNSAIDs TH2 a7 22 F ¥ 720, i
JE LA e E OBERREBHE Nt L 3R> T LDH
BILEWIZEAREINTWBEY, LT, Eun
COX-2#IRMA DT I} F 7 7 IXBHREICIHEL, #u
FUALBEC L IFY TIE, BRSO
¥, BHlfl X OBEMEIZG A2 55BN DN ENELD
nr-.

—75, WHREDIETH % AST, ALT, ¥ LU T-Bil
ICB L TiE, 2FERITHRAE T A<, BHHBIRHEED
IFHEBEIC X T 2 BRI S iz, ThE TAPAP I
BIL T3, HEAEARE (2,400 ~ 7,500 mg/dose, 150 ~
250 mg/kg/dose) 2 &k A RmUEAZHME L T
MU0 R % 4,000 mg/day & U 7= BRI R TIE, Mok
R (2week ~ 4week) FEFIIZ %) 2 PO R4 M
PG XN TS —5T, R B HTREE
LHR EN DD, BTN EKEARREVIFOME 2 & D
HWEMPTFIHETEEDTHD, APAP D 4,000 mg/day DL T
DEME5ZX 2HFEANDRBII D W E L 5 hie.

F72, DIMFREICELCY, vy aF>70&S5%
WER ERIRE & e 583 e 572, 07 2 TF T T DN
WhEEIL, (KILE ) FEEORLIEEER & COX-2 Pl
& BIMVIMREHETEH DN S v 2D FhTRI 5L Eh
TW3%, Zm5b, {iHid, vy oaFy 7ICERN A
fEFTH D, fthd NSAIDs Tl Tz, 7z,
COX-2 DEINPED ENANE E DA R D fa ik 238§ %
LOHRELHDY, w7 aF L TITHANR COX-2 EIRM:
DIENT N FFy, 2uafxihs, BLOkLraFy 7
BOLWTE, VAZMRWEEZORS. LA ST, b
Fo2, 2uxihs, BXkrasFr7izkbnwTil,
DA U CHEIR CRIE & 72 212 8 OMERBIN L h 5
mEEILoNT

Antman 5%, COX-1 DZERMEIGFHNE EHLENDSE
BPEABENT 2 L WME LT 3EY. %72, T FF 213
Tudkixl, AuFihaEvrsuT S ICK
L, tvafygEdrrudtvrsLUyrurss i
HUT, Z2hZHEREDRBEMENARICEN T &
P XN TE DY, MLERED Y 22 &S % 5
A T COX-2 PMENEOIEFA R E LW ERIB I B,
—HFT, @7 x2AFLTDEHIT COX-2 RN ET &
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Fig. 5 Changes in laboratory values after the dosage start of etodolac (0 ~ 32 week). At 28 weeks and 32 weeks after administration,

serum creatinine was increased significantly (n = 11).
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THY, ARFHHHLEZZ N FF 2, Aufihis, B
UL IRy Tid, BAKIREEZICHT S NSAIDs &
LCEELWHEATH B EHE L LN

F & O

ABENC KD, PAKBRE BT A0xPh 4L, &
Laxy T, LU APAP OEE - A - O ISR
5 R A R RE S N7z, [ASEAINEE, WHO &5
EHEESE 1 B S S h, 552, 3BT
fERehTkh, RAMHEZ2BERE 0. Lzds
T, REMEHORAEMEEZRETI2ART — 213, HR AH
EF—RThBEEAZLN. —HT, TFEFIZIZB0N
T SCr DEREL EAMFRD 6, o COX-2 #RMEILH
PRI A REE S RIE S /-, LaL, T T2
IZBWTE SCr DFRE A LAZRD N2 DD, IEH
P& K= S HIBEL 25EMNZ A <, AST, ALT, B &
T-Bil ICEAL TR AR AZERD SN G-l &n
5, REIEHT 295 2 TOREMDEHEHTHELE A
s,
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Evaluation of the Safety of Long-term Administration of
Nonopioid Analgesic in Cancer Pain Treatment
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Abstract: Cyclooxygenase (COX)-2 selective inhibitors (etodolac, meloxicam, and celecoxib) and acetaminophen
are frequently used for extended periods in the treatment of cancer pain. However, the renal, hepatic, and
cardiovascular safety of long-term use of these drugs in patients with cancer pain has not yet been established. To
evaluate the long-term safety of these drugs, we sampled patients who had received COX-2 selective inhibitors or
acetaminophen (3,200-4,000 mg/day) for at least 16 weeks for the control of cancer pain between January 2006
and June 2008 at Kitasato University Hospital. We retrospectively analyzed the clinical laboratory data, including
the levels of serum creatinine (SCr), aspartate aminotransferase (AST), alanine aminotransferase (ALT), and total
bilirubin (T-Bil) measured at the baseline and every 4 weeks after the start of treatment, and the occurrence of
cardiovascular events. None of the parameters changed significantly in the patients treated with meloxicam, celecoxib,
or acetaminophen, indicating the renal, hepatic, and cardiovascular safety of long-term treatment with these drugs.
On the other hand, the SCr levels increased significantly after 8 and 16 weeks’ administration in the patients receiving
etodolac (p=0.015 at week 8; p=0.020 at week 16), suggesting that potent COX-2 selectivity may have an adverse
effect on the renal function. However, the SCr elevation was within the normal range, and there were no significant
changes of the AST, ALT, or T-Bil in the patients receiving etodolac, indicating that long-term treatment with

etodolac may also be safe.

Key words: COX-2 selective inhibitor, cancer pain, long-term administration, acetaminophen



