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MZ—FK group compared with that at baseline of the
present study (Fig. 3).

Discussion

Common problems encountered with DMARDs are: (1) a
slow onset of action and sometimes an insufficient response
or no response; (2) an occasional decline of efficacy over
time after a response is initially obtained; (3) unsuitability
for some patients due to various adverse effects (specific to
each drug); and (4) difficulty in continuing long-term
therapy. These problems are currently handled by switch-
ing DMARDs or by concomitant use of other DMARDs/
non-DMARDs. Thus, it is worthwhile to develop drugs
with a new mechanism of action or greater efficacy to
expand the available treatment options, Tacrolimus inhibits
T cell activation and thereby suppresses the production of
inflammatory cytokines, including tumor necrosis factor-x
responsible for the occurrence of RA [3]. Therefore, this
drug was investigated as a new DMARD with a different
mechanism of action from those of the standard drugs, and
it was approved for the treatment of RA in 2005 in Japan.
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Fig. 3 Changes of DAS28 (median and the Ist-3rd quartiles).
Asterisks and sharps indicate significant differences (p < 0.05)
between baseline and each time point within the groups, FK-+FK
pati receiving tac during both the preceding and present
studies. MZ-+FK patients receiving mizoribine during the preceding
study and FK in the present study

The present open-label uncontrolled study was performed
to focus on the safety of long-term tacrolimus therapy, and
the results suggested that this drug may be safe for long-term
use in non-elderly Japanese patients with RA.
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The present study was conducted following the pre-
ceding study, but a period of 13-307 days elapsed between
the end of treatment in the preceding study and the start of
treatment in the present study, with the interval being more
than 4 weeks in 70.4% (81/115) of the patients. Since
therapy for RA was not specified during the interval, the
patients received various medications. Thus, this study was
not actually an extension of the previous double-blind
study, so we analyzed it as an open-label uncontrolled
study that involved patients from the earlier study.

Safety was evaluated by assessing the adverse drug
reactions that occurred during long-term treatment with
tacrolimus. The main adverse drug reactions were gastro-
intestinal disorders, abnormal renal function (increased
creatinine and increased BUN), and abnormal glucose
tolerance (increased glucose and increased HbA ). These
are all known adverse reactions of tacrolimus and no events
specifically related to long-term therapy were detected.
Most of the adverse reactions resolved or improved, while
most of those that persisted were mild enough to allow the
continuation of treatment.

Concomitant NSAID and/or sieroid therapy as well as
advanced age are common features in patients with RA. Thus,
patients who are treated with tacrolimus should be assessed for
the presence of renal dysfunction and abnormal glucose tol-
erance, and they should be monitored carefully during
administration. If such abnormalities are detected, adequate
measures such as dose reduction/suspension or discontinua-
tion of tacrolimus therapy should be taken according to the
patient’s condition. In the present study, hypertension and
cardiac dysfunction ascribable to tacrolimus therapy were also
observed. Since RA itself has been reported to be a risk factor
for cardiovascular disease [ 1 5-17], careful attention should be
paid to the development of cardiovascular complications
during tacrolimus therapy. Severe central nervous system
disorders such as encephalopathy have been encountered in
patients treated with tacrolimus after transplantation [ 18], but
central nervous system disorders were relatively infrequent
during the present study and there were no serious events.

The standard dose of tacrolimus for RA is 3 mg/day,
which is lower than that for transplantation patients, so
there is a lower incidence of adverse drug reactions and
most events are mild. Use of tacrolimus after transplanta-
tion is determined by weighing the potential risks and
benefits in each patient, while safety is given a higher
priority in the case of RA patients. Most of the adverse
drug reactions encountered during the present study
resolved or improved with appropriate management, and
67.8% (78/115) of the patients were able to complete
76 weeks of tacrolimus therapy. Of the 78 patients who
completed treatment, 55 (70.5%) had also completed
tacrolimus therapy during the preceding study, so these
patients tolerated long-term tacrolimus therapy very well.

@ Springer

Because the response to treatment of patients enrolled in
the present study may have been affected by the drug (ta-
crolimus or mizoribine) administered in the preceding
study, we assessed efficacy separately divided into the
treatment group in the preceding study. Compared with the
status at baseline of the preceding study, the ACR20
response tate of the FK—FK group was 64.6% (42/65
patients) at the end of the preceding study and 61.5% (40/
65 patients) at the end of the present study, so the two
response rates were similar. The corresponding ACR20
response rates for the MZ—FK group at the end of the
present study was 66.0% (33/50 patients). Changes of the
ACRS0 and ACR70 response rates in the two groups were
similar to those for ACR20. The DAS28 showed significant
improvement from 8 weeks after the start of the present
study in the FK—FK group and from 4 weeks in the
MZ~FK group, when compared with that at baseline of
this study, and the improvement persisted throughout the
study period.

Both the FK—FK and MZ—FK groups included
patients who showed various responses to tacrolimus and
the latter group included patients refractory to mizoribine,
but the present study demonstrated that tacrolimus did not
lose efficacy duning long-term treatment for up to
76 weeks.

However, the present study may have suffered from
selection bias due to enrollment of patients who were likely
to have tolerated and responded to tacrolimus in the pre-
ceding study, as well as evaluation bias related to its
unblinded and uncontrolled design. In addition, the off-
treatment interval between the preceding and present
studies as well as the unspecified drugs used during the
interval may have influenced the results of the present
study. Because this study was conducted with a suboptimal
design, patients and methods, there is an obvious need for
caution when interpreting the results. Despite such con-
siderations, the present study still confirmed the absence of
new adverse drug reactions or any loss of efficacy during
long-term treatment with tacrolimus for 76 weeks.

In conclusion, safety profiles of tacrolimus treatment for
long-term seem to be similar to those of previous studies
[8-11] in non-elderly patients with rheumatoid arthritis.
Careful note should be taken of any fresh information
obtained by post-marketing surveillance or other studies.

Acknowledgments We wish to thank the following investigators
and institutions for participating in this study: Koji Taneichi, MD
(Kitami Red Cross Hospital, Hokkaido); Takashi Murayama, MD and
Satoshi Nakazaki, MD (Kanazawa Rehabilitation Hospital, Ishikawa);
Seigaku Hayashi, MD (Fukui General Hospital); Takashi Kanno, MD,
PhD (Ohta Nishinouchi Hospital, Fukushima); Yuichi Nishioka, MD,
PhD (Yamanashi Prefectural Central Hospital, Y hi); Mak

Nishinarita, MD, PhD and Shuji Ohta, MD (Taga General Hospital,
Ibaraki); Takayuki Sumida, MD, PhD (Tsukuba University Hospital,
Ibaraki); Hitoaki Okazaki, MD, PhD (Jichi Medical School Hospital,




Mod Rheumatol (2008) 18:345-353

PHoOFE B SEHREEn V. AREEOTTH-FIB

353

Tochigi); Shoji Kumaki, MD, PhD (Hokushin General Hospital,
Nugano); Kimihiro Suzuki, MD, PhD (National Defense Medical
College Hospital, Saitama); Tsutomu Takeuchi, MD, PhD (Saitama
Medical Center,Saitama Medical University, Saitama); Fumihiko
Imai, MD, PhD (Imai Medical Clinic, Saitama); Nooya Takashina,
MD (Takashina Clinic, Tokyo); Shigeru Hosaka, MD (Hosaka Clinic,
Tokyo), Shigeto Tohma, MD (Sagamihara National Hospital,
National Hospital Organization, Kanagawa): Hirobumi, Kondo, MD,
PhD (Kitasato University School of Medicine, Kanagawa); Tadao
Mitsui, MD, PhD (Aichi Medical University Hospital, Aichi); Katsuji
Shimizu, MD, DMSc (Gifu University School of Medicine and Gifu
University Hospital, Gifu); Norikaza Murata, MD, PhD and Osamu
Saiki, MD, PhD (National Hospital Organization, Osaka Minami
Medical Center, Osaka);, Tsukasa Matsubara, MD, PhD (Matsubara
Clinic, Hyogo); Keisuke Hashimoto, MD, PhD and Yoshinobu
Koyama, MD, PhD (Matsubara Mayflower Hospital, Hyogo), Eisuke
Shono, MD, PhD (Fukuoka University Hospital, Fukuoka); Masakazu
Kondo, MD (Konde Clinic of Rheumatology and Orthopaedics,
Fukuoka), Hideyuki Tkematsu, MD (Hara-doi Hospital, Fukuoka), and
Ryuji Nagamine; MD, PhD (Kyushu Rosai Hospital, Fukuoka), This
study was funded by a grant from Astellas Pharma Inc. (Tokyo,
Japan). All authors participated as a medical consultant or members
of the safety commitiee of Astellas Pharma Inc. They have received
consultant fees from this company.

References

1. Panayi GS, Lanchbury JS, Kingsley GH. The importance of the T
cell in initiating and maintaining the chronic synovitis of rheu-
matoid arthritis. Arthritis Rheum. 1992;35:729-35,

2. Yocum DE, Pincus T, Choy EHS, Scott DL, Richardson C,
Emery P, et al. Cyclosporin in the of severe theumatoid
arthritis and the emerging role of a microemulsion-based for-
mulation (Neoral™). Drugs. 1995:50(Suppl.1).

3. Sakuma S, Kato Y, Nishigaki F, Sasakawa T, Magan K, Miyata
S, et al. FKS06 potently inhibits T cell activation-induced TNF.2
und IL-1f production in vitro by human peripheral blood
mononuclear cells, Br J Pharmacol, 2000;130:1655-63.

4. Inamura N, Haillﬂulo M, Naknhn:a K, Aoki H, Yamaguchi I,
Kohsaka M. ppressive effect of FK506 on collagen-
induced anthritis in rats. Clin  Immunol  Immunopathol.
1988:46:82-90.

5. Miyahara H, Hotokebushi T, Arita C, Arai K, Sugioka Y, Tak-
agishi K, et al. Comparative studies of the effects of FK506 and
cyclosponn A on passively transferred collagen-induced anhrins
in rats, Clin Immunol Immunopathol. 1991,60:278-88.

6. Magari K, Miyata S, Nishigaki F, Ohkubo Y, Mutoh §, Goto T.
Differential effects of FK506 and methotrexate on inflammatory
cytokine levels in rat adjuvant-induced arthritis. J Rheumatol.
2003;30:2193-200.

7. Hara M, Sugawara 5, Hirose S, Uchida S, Inmajin S, Kondo H,
et al. Therapeutic effects of FK506 on patients with rheumatoid
arthritis (in Japanese). Inflamm Regen. 2002;22:213-26,

& Kondo H, Abe T, Hashimoto H, Uchida S, Inmajin S, Hara M.
et al. Efficacy and safety of tacrolimus (FK506) in treatment of
rheumatoid arthritis: a randomized, double-blind, placebo-con-
trolled dose-finding study. J Rheumnatol. 2004;31: 24]—5I

9. Kawai S, Yamamoto K. Safety of tacroli an
pressive agent, in the treatment of rheumatoid arthritis in :Iderly
patients. Rheumatology. 2006:45:441-4.

10. Kawai S, Hashimoto H, Kondo H, Murasawa T, Kiuchi T, Abe T.
Comparison of tacrolimus and mizoribine in a randomized,
double-blind controlled study in patients with rheumatoid
arthntis, J Rheumatol. 2006:33:2153-61.

. Yocum DE, Furst DE, Bensen WG, Burch FX, Borton MA,
Mengle-Gaw LJ, et al. Safety of tacrolimus in patients with
rheumatoid  anthritis:  long-term  expen Rh logy.
2004;43:992-9.

12. Ament FC, Edworthy SM, Bloch DA, McShane D), Fries JF,
Cooper NS, et al. The American Rheumatism Association 1987
revised critena for the classification of rh id arthritis.
Arthritis Rheum. 1988:31:315-24,

13. Felson DT, Anderson JJ, Boers M, Bombardier C, Chernoff M,
Fried B, et al. The American College of Rhcumlnlngy pre-
liminary core set of di activity for
arthritis clinical trials. Arthritis Rheum, 1993;36:729-40.

14, Felson DT, Anderson JJ, Boen M, Bombardier C, Furst D,
Goldsmith C, et al. American College of Rheumatology pre-
liminary definition of improvement in rheumatoid arthritis.
Arthritis Rheum. 1995;38:727-35.

15. Maradit-Kremers H, Crowson CS, Nicola PJ, Ballman KV, Roger
VL, Jacobsen SJ, et al. Increased unrecognized coronary hean
disease and sudden deaths in rheumatoid arthritis: & population-
based cohort study. Arthritis Rheum. 2005;52:402-11.

16. Nicola PJ, Maradit-Kremers H, Roger VL, Jacobsen SJ, Crowson
CS, Ballman KV, et al. The risk of congestive heart failure in
rheumatoid arthritis: a population-based study over 46 years,
Anthritis Rheum. 2005;52:412-20.

17. Maradit-Kremers H, Nicola PJ, Crowson CS, Ballman KV,
Gabriel SE. Cardiovascular death in rheumatoid arthritis: a pop-
ulation-based study. Arthritis Rln.-um 2005;52: 722—32

18. Singh N, Bonham A, Fukwm M. 1ated
leukoencephalopathy in organ transplant TEI‘.'IPIE]‘]I!: Transplan-
tation. 2000,69:467-72.

1

&) Springer

451



R R R R R R R R R R R R R R R RO R RO R R RN ESSNSSESR=SSSEEES=

BFFRUTHEERNDS
HEnERTEHRTEN

452

RAEBEOERIECHM T 2HR

BEEEr T$EE Vol 12, No.2 13

L LR LA L R R LR L TR R R LR L LR

BREOEEERORRERE

TETHEE SRS WE T O 2

Home Care Medicine in Japan

I ZF—Es

1. EUsIC

[ EOEEERMOBL . | £ X 5012, £
TREMEAGEST L T 3 [ 4o A LImhHESD e i P %
THECHE &M, HEQOBETES L TEEOILE
31 3THaH, 2025412121 & 212, LT 2055412
1 1&-TLES,

X651z, FHOFECEMIEFEIUNTATE L0
A, ZhhE30FERICIZITOTALLS. FEMFECHYK
1204 2 75 L Lo TR MR M O FECHIT, 2006 41T
64.5%Tdh -, 201581212 76.7% . 20251213
866% LD,

Ih»reO—EPIDIR20BFIZHL A L.

HAQERUHE B OB L » 7272 TH 5.
WHO o i BER A OR AR RS 162, PR
RWPIMTH D ERERMODBTAE D, $4, GDP
IZhy S ERBOBSLIBUTHDED 2 P THELA
E#trirbhTuahks, RHNGRARYLOTSES.

IOk 35 GEFOM & FMLOMETT 12 L H DRkH
Ak, @HAKMME, DN, O—HEND LBk
MEMFESOLHIRES, ZhiddiciB®isD
THAHIM»,

—RTEs LnEScax 5 HADER-E, L
FeSs, BUIART LS [HTER RT3
2", ThasidBTEREIDE, HokvA - HIHRE

Kolchiro Kawashima
WEtEk> =2

EENOTES T
RATTV B

200 khe—2

SR [CF#t
T

04 ¥ THELAD
EDECHRARRELTO
#IRD

O A ¥ y—LEEhSD

B BFOEMREHY

ISRLAANZHTS [XAER] MLBEIZES, &I
A2EABOTHAS, YO Lt etk
3| OTH 5.

VEETHTILICOMAZOARSERIL, BT
W o HASEM N, FXIZKREEROBIZHS. Ly
4, ¥ABOIREOADERE, 41E, BO - BX¥LE
$50THS. BIRMIELEALSAORLIVEE,
WAV, Rl RR LTI E S &, HME
Tl [HHL4 8| CEFXAGHhIEZNLD
BOTHS,

I. EROBRK

Tk, BLTHEMBEEEANESI TR TNHOT



TRe0s®E B 4ERnEss V. ARRROTGTY - 5IB

EROERSETENET DI RNREEIR (NI - LD RFSNUCVESSY 'l

[# -4 B WEaN S5
TEIC-LRFYMIU YD UGy

AU BREE -0 SR YNI R 2T OERNG v B BRI T N Y - L SRR CERENT

B L0 T O T T T

K Y
_—r...':_q._.hlin

(BT 010 L A
I W a0 [

§ OO oOan O OO0 JOmmunImnoan /Vu..__-_Auunﬂn.—ann.uudnhﬁhnlhuﬁ—.—ﬂﬁgu. 1]

kif)

@ 2 LCRIEGW Y RTRG (NENEY - oot L) s L

Ml BNDT) EMMT 9 (MEMY - WA s & = s

1) WMERT BRI FUTETOSE PR o s illiY Hal

G UMD AN A £ A GBI 3 — _w.mﬂ AR5
oMM 07 THL IR ¢ 20233 YLW R T -

WRYRUOWD YU ERWN CPmGT 233
AN 000'9 o MR ATRE Y WD IS Y
SHRGD TORITEYRGIND CTMIING .
TSI WU WELT N0 0WE YL/ TH
oMEY 'HYSTH DRETEER O 0N
RTLHMOBEN T TR IWMENDNNE D
Y WL PIERROG UIIMER TL
TTLia
AR TUAVY 1T s R e AR P T LS L B g
PN 9EF TR LGN (FRLeIT
ORI RMIFINN] P TCIRUT Y DR
LRE "FULC TN CHEG T OBl
B USRI OGN ‘IR = 45T
FEV 202 C QIS AT om Y rT
G G2 WL MBI e
LIBFINTRROIAWCTLEIIR Tany

41 EON T eA MEALLENEH

&y
7
L4
-
14
-]
;
#
"
]|

RN - LA W BM
YIEW - B - SRR

*

RN e - AN WA - R
CNREBEE - C WY W - W

Wl 3 2L U3 WHENS ¢ TOLENIDNeD
SUIYEITF TIN5 —0K
B eFEI2CIIWACUI DINEIR G C
FOGA=( SHPAEMHAD "TTLWHTCT O T4
L= & & AR TOZCULMRERYRR G

SFIPNEEEEEY W
[T ML

MRS ENETD 2T LOTHEY G le 00T
TG HED THRREENC ENEaNeD
‘WERRLHNTERD NYSRANFENTY Lo
FoWEHEERD ¢ TOF NYBNEY ST
‘PELCT CUIORNEL VD [N
W T - M) NI TR Y A— fWHE
RN - BEDR BRI 2 F - LY RBE
- EEERE FTLOIDCTOIENG - b
ONEHHEENLE 1 TeFIRDNETN
EEL LTI ]
WRRCNE O 2 E M SNy 000'T1 6%
BE U TN IR YRS YR
ORI - FENGL LRGN (V) '
MBeLIR €) WROLIWIUNY @ DN
WAoo (1) 0PI ENCT IR Y
TR NG [WRNNE NS 9 9000

PYLOGIWINCICRFCENEND ¢ T
OF IR eVIHEEe T TEE PR
SOSHER T ERAT F Sk MET)
COIEGF "1 IHEOTY Y TS [WHLNE

AN Y TR A=A R

M- Gl T L LW
CLLNN/RRREEN YERECWE  BTORL 5

Wil 0 L

LAWMAorNS [KRFITUT) - FH@F L
FHERI 4T 5@ e L0 T X —-= | FRGNR
WHMT b o Laol

WHLRERE X -—80

VRS YFICIFOANNLE |8

—r .

DE| AV BINY ISV GNE T
PRI L Y MENER

00N CTTLIIWMEE A 2 [
Fe Lol R (HHLRERR] X —=0NE
THCTHEINIPUTS TR FRATINE
B AFOPEEITI0T L [BE I RTER
TIN0E—09 WKl TIWKMCIWNTIN08 G
WIS HRIRH SRR L
WTTI%06 G0 3 T WINCI G0 IS 01 7 D DEN
(- TUb%
CWMATLIMFASUNENYEREPG e 1T
FOLIEBET YIS ERL TN TTI% 08
@ HSIYYOREYH IF TENLIBR
FHTHIDLTNWI 2 Y B HTINO R T
LW TREY UL LTI AW R

453



MESREOERBMSCHT HHR

BERENFARRADE
ReESEREHARAN

BELGRVI LW WEET D B0
LHERF L E N C e EE S 0TI e
W RN O YRR 1 A 3

T R EN

WNEEHIBWETNTOHS MM SN

FNRSDEETIH 002 "2 Ly 7 B EE

WREEN -6 200 T RECWE IR EER
TUNHENI0— & 2 FWEEW T TN 65 002

HOANINWOKRE L~ T FRIBYW 2 LI

B SO NI A ) TS
UL TWWI LS W INLCIW LG

¥

Wi BREHORS 2 TYIRE RO (BET

YEIT) 9o 2 oW REE ol

1 TON CZUIeA MBS LLSRER

Rk R L LA R AU R R 47
SUMORENG [MHLRFEFR] T elBecuEn

JGqae "I

U9
WEFYERE  NKORTTHORT ZE "2012©

BH g SH L VR L an L6 g o |ATH

\ \ i 4 Y o | k33
v Poees bt f om Foen s wdhd

woz | 00z | sooe | vz | ooz | .. | b

(%) E1HEIZHIRINGLHY 8

RARERGE R FEFHOTRE WY 2028
MY FINPED G P FLMR@ LR
FYFOMISOLIMEICIYETR "GFC
TESIMGOOAEETE 2T CHISRMTY O
FLRENETIITLTDEIIREYH (2FLE/T
OHETNWERNG AL L3 0MB0IFR "FT/I
s RN R - i RS T
EF 2 2 8me R o W N2

MRANTEEIE VEROEEET A

eHLOTIL B
HIHNETOBE NN T30 WY
wWHUER TSI IFAFTLEET
O OB HFOEREYE R R MR
FEIUVORTIRES MR e T
FELOTFLNT T LMEFERRC M
CHEECIENTEP I TERNEFLTINT

(FERE) TEERwEGRNNAYE (B

R FuNk Wl

%L VDY
CReS 4

L
L3 BRI EL ALt

®T1
NDM OB W
(¥ =t

HAFRTEI NS BN - L RTINS
hSFRoNEEY 9|
(%]

\..
..Vr&*%bﬁar-n nuuo.»u Q-/J
BuevEE T 2npiNy .\
WFeITTHVHEE

= nATEn
S i @

F AL TR
FELCTIR e RECINEANF NESE > 2
TG SR ENET L ) B TR R D
‘SR M R
GTAFT >l CP G- HL¥H " 210cT)
AREWEE ¢ S HRL TS TR ENED
‘PUTHERITWCIL
TTEIE 2 NNS S TIRNERO- R
"R ¥ D BN T bk
W F D EOINES MO0 Lo c TSR W e
FWRPBHOLTHIE * 5 20080 — & A 3V W EF
B2 e L SR Elibgali ]
M BRI YR > TS AN
CTOBEOAT TIRWORBDHELCTAI G
T VLYY R R IHEDEMEN TIZ AT T T
NEYLMPORRID NG e¥LO [FULYY
FRENIEF DU MR % B RO
DA RINEONTRR TINYCT TTIWM
FIRE Y ek T DO T IR RING
IR % 5L oMM TR 2 YON
WERCNEEY YL RORERGERS DY
O (RSN - AR GRS EESD
FEIRGWEND| cEkLWknNNY Y S ENG
Al 002 LI SO YNNI RO Y
FLENTI L TWE G SE (EIQeRITIS
FLIT 2RV MEE=T2FFHY. HLHE 2
CRMAPNRE MY - HEQDOTICT U9 k)
OF T IR OB 2 i RN T T TR

Y - ¥ RROWEEE N

HEENNEEY VNS ONE SE

454



JIEZE—Ef
il r) =7

Ptz

FR20F 8 B 57

prbLE-C5ub35)

AE PR IR, LA PEPEAPRAER. BFN
b, MAERXFEPHEEER, LR 70t -
IVETAYV =Ty —PIRER, RN
SERERALEY, HRUGEREERITEREEESR
H, MEHWE "ETREDON B BT 2N,
HEZALZER, WEHBE BERNERORE 7oL 2
DHHHICHT M E BH, MEGEE THRAEHER
KR aMESaNe, #ARL,

R COEN)] =
RADHDOERED

IDBREVAT

SEOKRAL b+
- BIREDE0%, FPABREDB%IEETD
BHEAFELZLTVWE—F, RBRIEHFB0%%E
HEHTWBEDR=Z—XEHTSAIDIR
Yy FTHY, TORBEEMN EFBE
EEHETICHS.

EMOREICSVWTIE, XASEMR EE
ERAOEBAEL, HCRENTASH
BDRENHD. EARICEETHRNS
CEEERL, BHARETERLL, BIEO
EAEBHBHEITOICLPLRTHS.

X [BETORE] D
A NE RS

B1iIcRenadLoIC, RERRIECEH
ICR T 2% HEREORAL6SUTHZE
Of, HbIH7ERICIITT%ERY, TSIC
20255EIT 1387 %I BT B L TN TS, %<
DBFICHEWVT, BEREDO0%IE THRIEE
TH®E| TOEFESEH, PABEICEST
[ FDBOUNEETORBEBLEL TS,

EEH004E, FEHBE [EEFTED
BERURKETREICELIEE EBOBIC
77 MEAMEROBALSOMERE] IC

GEMEORBEL TR, RERE BREE
B3ECH| EOBBMOTICBBREE %R
L, ZOWMBENF+HICREEIN D LD
ET, TOCI &N RIRMAEDEF ML LIEIE
GREAICOEFZZEZHEHBLTITMLR
Fhides &,

HOTIE, FEBRMNL TERENRE &
EALPRREE, FEPOBIRREEZII TN
ZV0ThOREEL, 65 ~80%DBERT (B
ETORE #FE LTV BRD=—X
D IBETORE] THAICHLDDDST,
WERITHERFENB0%E GHT LD, DXV
——AELEBOYTSADBIATYFTHS,

HigEMnetwork Vol 1 No8 95

oEmwsl V. iRAROTITE- BB

455



FrIRANTEARNDS
HatisEnEAREN

456

Mot RBOERRMLE _MT SR

CO0BEMFEER=1,084.450A “ERBED
AR E O W =698,976 A LA
(NETOFEL, FRER) =64.5%

201 5FE=ElEHNEAO (JEEHE) =»16,452,000A

873,608A

—— =76.7
1.270.000A %

HEERED

1.282,226A

1,481,000A =B

aEEREO
FECES

E1) 2006ERETEY - #IERBATLTCERE, BEHBET
BEF—~—2Z - A\ODBBMTEICES<

F2) 2015%, 2025F0 75 I 258N RE
B (EUHEER - AOMERRRA) ICEDMET—FICEDL

WX HREERECESECH - ECHE

CHNREREFBECICHADESS. FAEK,
Eeh, EfiE ERHEICHS. FETIE,
EROBEADV L DO D ERDORRIEED
o, REETORE, M0T S0
DFRBEGLICRELTOATHESD BB T
EEIERT A, TOLET, RODLTREET
RTHSTCENTESRROHOD, SEONIS
IED2WTHLSLDTH S,

Y BRIADERE
IR =2 3ER-ICF

REMBIEBTELRL, RILHDKDIL,
NIH (National Institutes of Health) T & #
FPEBEORMARTEY >0, RFENIR
WOHTHRELEUTHTLERTELRVEERE
#ZLTWA,

SETERE, ERXRBTIBICE Y BEK
#100%& LT, &\ - Bi - Bk 58
EOFEZET%, 50%., 10%EEDEEEL L
TEHEL, T ol EBT AT LICE
DLTER (D (EREREDE) [TL3).

96 ediEMnetwork Vol.l No.6

W% NIH Consensus Development Program

What defines the transition to end of life?
The evidence does not support a precise defini-
tion of the interval referred to as end of life or
its transitions. End of life is usually defined
and limited by the regulatory environment rather
than by the scientific data. A regulatory defini-
tion is a barrier to improving care and ressarch
relating to end of life. End of life should not be
defined by a specific timeframe unless evidence
can support reliable prognostication.
http://consensus.nih.gov/2004/2004EndOfLifeC
areS0S024htmi.htm (NIH Consensus Develop-
ment Program)
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