7

[]

N Y O A Iy

Jooooodd

ot ogbobouogbogo
ot bogbgt

10o0guod

20000000 RALIOOOODOOO
00000 0bo0bodbdimNSIDsU O

A000000000
sbogouogno O
oo onoogonon
rgogoogoogoot
suoougoooonon
obouoooooon

o0 ododogod
110dododooogod

oot otdbbotdto

N\

.

J




ooooooooonon

000000000000 0000000000000000 000
gooooooouoodoooooboouoouoogooog
000000000000 000000000000D0oooooO0n
gooooooouoouoodoooooobooboooboon
ooooo

gooooooo

U000 ODxxxOd SxxxU RxxxO CxxxUIxxx DO O O0O0Oooon

gooon

O00000o0o0ooooooon

OO00OO0oo0oboobDOobOoO0odPMID PubMed-1D OO0

oodoooooooobobboobbbbbbbobbbobooood
goodoooooooooooobooobooboobooboobobbbbboboon
gooooooooooboobooboobobbbbbboooooooooon
gooogo

52



goooooooobobobbbbbbobboooooouoogoo
gobobooooboooobboooboAbBOCOD DOOooO

gboobobooboobobooboooboboon

gog

oobAdDOO0ObOoboOoOoooon

oooBOoODoooOooOOOODO

gobcoboobobooobooboobooonogon

ooobogoooobooooboooo

oboobooboboobooboobobooooboon

oboooboobooon

gbooboboboboobgoon

gooooooooobobbobobbobboooooooooog
goooooooboboobobobbbobbooooooooooood
gboooboooobooo

oboooboboooog

gooooooo

obooobobooboobon

0000000000 0DO00D0000DO0Dversion430

gooboboooooooooboooouobboooooobooooon

gboobooboobooboobobooboobobboboon




bbb rAODDUOOUOUOUOUUOUUOULOOuOoouoogn

O00o00000o0o0ooooooon ooog
00000000000 0o0oon oo0ono
0000o00000oooDooDooooon 00000

go0oooooooooooouooooooooooboooooon
0000000000000 D0000000O00O00oDOooDOoOooOoooOoOOgn
Ol EBMOOODOOO0O0OOOO0ODOOOOOOO0ODOOOOOOOOO0n
00 randomized controlled trial DRCTOO OO0 OO0OD0O0O00O00DOODODO0O
0000000000000 00000000000D0o000ooDoooogon
oo oooooooooooouooog
0000000000000 0o00o000oo0dnoo0ooooonoooonDon
0000000000060 00004020000 000000000000

O00D00000000ACROO0020000000000000000O00O0O0O
000000000000 00000000D000000000000DOosMO
0000000 0EBMOOOOOOOOODOOODOOODOODOOOOOOOODO
000ddoooooooobbOoObODOD0O0O00000000OOOOdevidenced
0000000000000 D000000000DO0DOoO0oooooOooOn
0000000000000 00000000000D0000oo0oooOoOoon
O00000000PubBMedD OO0 00D0DO0O00O0OO0OOO0ODOOOOODODOOODO
0000006

oo

UU00ORADDDOOOOOUOOUOOOOOODOOLOOOOOOOOOOOOLDODOD
gbooooboobobooboobboobbborboooooooboooon
goboobboooooobboooooobobboooobbbboooooobooon
gboooobgn

oooooooboobobbbooooooooooobobobooooooooo
gooooobboboooooooooobooobobobobooooooooon
obooobooboboobooboobooboobooboDooboesd™
gbooooboobooboobomooboboboobomooboobm
ooobobooobobibbiloobo200bbo3atdooboooon
ooooboobooobooog
O00O000D0O000D0Key QuestonD DOOODOOOOODOOOOOO
O0O0O0O0OOKeyQuestonDOOOOOODOOOOODOOOODOOOOO9M
OO00D0O0OO00DO0OO00D0O0OPubMedDOOOOOOODOOOODOOOODO
gbooboobobbooboobobobooboobooboboobon

54



bbb RrRADODODOOOOODOODOOOOODOODOOOODOO

O00000DO0O0O0O0ODOO0O0Ob0O0OO0ORCTOLOOOOC Clinical TrialsO CTO
opooooog
goooobobbbobobooooooooooboooboboboooooooooo
OORCTOCTODOOODOODDOODODOODOOOODOOOODOODD
oboboooboobooboobooobon
ooooobobobbobbooooooooooboobobboboooooooooo
gooobbobOoooooooooboobobbboboooooooooooobo
obobooobooboooobooobon
goooobobobobobooooooooooobobboooooooooon
gbobooobooboobobooboon

20010 0000000000000 booobooooooon
doooooooooooooooooEeEBMOOOOOOOODODOOOOOOOO
00000000 ooooooooooooeBMOOOO0OODOOOoOOO
000000000 0O00Key questionsD OO0 00000 O0OOO0OOODOOOO
gdoooooodoooobouooooooboooooooboouoooa
Odd00dowooumoo0o0o0o0o0ooooooooodpPubMed0D 0D OOODODODODO
00000000000 oooooobooooooon
O000JSTOO OOJMEDICINED OO DO OO

O0O00000OO00OOdPubMedd OO OO0OOOOODOOODOODOOODOOO
OPubMedOODODOOOODODOOOODOOOODODOOO" Publication Types” O
0 Meta-Analysisdd Randomized Controlled Triald Clinical TrialD O OO D OO0
0 0 O O Cohort Studiesd CaselControl Studiesd MeSH Ternil Medical Subject
HeadingsClO OO OOOOODOOO0OO0OOOOODO1A000O0O0DOOO0OOOOO
0000000 0ooooooooobooooooooooMeSHOOO DO OO
o000 ooooooooooon
gdoooooodoooooouoooooooooooooooooooad
Odo0ooooooooooo3oooooooooooooooooaon

U1 DO0oOoOoOooOoocooobooooooooooOoOoOoOooObcOooon

1. 0000000 oo publication types 0" meta-analysis"000 OO0OO0OOC
00000000000000000000 ”Cochrane Database Systematic Review” 0000

2. 0000000000 publication types“ randomized controlled tridl 0000
3. dooog publication typesO*“ clinical tridl 0 0OO0O
00o0o0o0o0o0ooooooon

4. 0O00O0DO0OO MeSH 0" cohort studies O0O0O0O

5. 0000000 MeSH 0" case control studies O00O0OO

6. 0O00OODO

55




RN

0000000000000 000000D0D0000D0O0000ORCTOOO
0000000000000 00000000000000RCTOOOOOODO
000000000000 000000D0000000cohort studiesD 0000
goooooboouodoooooouoooobooooooooooooog
gooooooouoooooooouoooobooooooooonooog
0000000000013 000000000000 00000 0200120 M
RCTO 1160071000 000000000D0ODO0OOOODOOOOODOODOO0O
000000000000 77000000000000000D00ORCTODO
00 100 [ non-randomized controlled trialsO 0000000 000O00OODOO0OO
Oooooooos00boooooesiooooooooooooooooon
goeo0 OO0 0DO00O00O0OD0OD0OOOD0OOOO0OODOO0OODOOOONORCTOA410O
07000 000000000000D000D0D0 0000 0DOO0DOO0DOOO0
001000000000 00RADODODOOODOODOODOOOOOOOODN
O0000D000000RAODDOOOODDOODO

0000000000000 O0PubMedO Publication typesD OO0 OO00O0O
0o0oodoooooooooooomEBMODOOOO0OOODOOOOOO
0000000000000 D000000000DO0DOoo0oo0ooOooOOooDOn
0000000000000 000000000000000000oOo00oOOon
000000000000000000000004140000000000000

01 00000000 O0PubMedDOODOOOOO
oooooooooooooooOoooOoOoooooOobooOoalrvyooObOil0O0OOOOOODOOOSO

/\ 120
O/\ 100

| /\80
— | /\60 ooo

40

20

(0}

nooooood
noooooooOoo
NooooOoooooO
Qoooooo
Qooooooo
QooooooO

56



bbb RrRADODODOOOOODOODOOOOODOODOOOODOO

O00000bOO0bObDORrRCTO31IDOCTO79O0 U Cohort 1800 00O ODOO
gorCTULbDOOOOODDOOOOO0ODLDbOOOO0OO0bLbLOOoOoOobLbOoOoOooD
gbooobooboboobooboooon
goobooooobbobooooooboobboooooboboboooooooon
gooobboooobobbooooobobobboooobDbbbooooooo
gooobboooobobboooooobobbboooobobobbooooooo
goooobog* brobogogo* s’obogoobobboooooobog® RO
googoog“y obobooboobobooboobon
goboobooooobobobooooooobboooooobobbooooooon
gbooooobobooboobooobobooboobobboboom

RAOODDODOOOEBMODODODOOOOOOOOODOODODDOOOOOOOO
gooobobooooobobbooooooboobobboooobbbbooooooo
goboooboooboobbooboobbobobRrADOO0DDOODDOOD

gbooobooobobooboon

gooogo

10

20

30

40

50

Institute of Medicine. Guidelines for clinical
practiced from development to use. Washington
DC, National Academy Press, 1992,

Appraisal of Guidelines, Research, and Evaluation
in Europé]l AGREE[Collaborative Group. Guideline
development in Europe. An international
comparison. Int J Technol Assess Health Care.
20000 167 40000 1039-49.

Shiffman RN, et al. Standardized reporting of
clinical practice guidelinesd a proposal from the
Conference on Guideline Standardization. Ann
Intern Med 20030 1397 6007 493-8.
goobobooooooooooobooboooo
gooooooooboboboeBMOO. ogogoogd
0oog, 2000.

American College of Rheumatology Subcommittee
on Rheumatoid Arthritis Guidelines. Guidelines for
the management of rheumatoid arthritis] 2002
Update. Arthritis Rheum 20020 461 2000 328-46.

600 Nakayama T, et al Contributions of clinical
epidemiologists and medical librarians to developing
evidence-based clinical practice guidelines in
Japan A case of the treatment of rheumatoid
arthritis. General Medicine 20030 10 21-8.

70 00bOoOobooobooboobob obooboo
ooobbooooobooo. gooobbooo
oo, 1997.

80 UU0O0O,00.0u0bbooobboooboboog
EBMU O 0O 0O 0O O 20030 40 28-37.

90 Sackett DL, et al. Evidence-based Medicine[]l How
to practice and teach EBMIJ 2nd editionO.
Churchill Livingston, 2000.

oo0oooooD, 0b0. 0o ooooooon
EBMO0O0OOOOOOODOOOOOOOOOO0
gobbooobbboooobbooobbooa
0ooboboboooo. oooogo 2001021
0400 166-71.

1100000, 0. oo ooooo
goboooobobboooobbooogobboboo
oobOo0g. ODOOoO0D0 20010 481 400 418-23.

57



58

0 1o
HREEE

ooooooo dodoo

Jo0oUuodRrRAOOOO

o 0000

RADDODOODDOOOOODDOOOO0OLODbOOOOoooDObObOOoOoooDD
gboobooboboobbooboobobobbobobobooboobooobo
goobobooboobobobbobobooboboboboboobuooboobo
goboobooobobobboboboooboboboboboboobuooboobo
goooboobbobbobbooobobobbobboobooboobo
gohoobooboboboboooboobuoobooboobooboobo
gbhooboobobobbooboboobobobobobobooboobooono
gooobboobobobbooboobooboboboobuooboobo
goboobooobobobbobobooboboboboboobuooboobo
U RrRADbDDDD DD D
goobboooobboooobobooooboboooobbooooobo
gobooobbooowooooboobbooobooobgeon7on DO
ORADUOOOODOODOOD400000000Db0O0OO0ODOObOODO
gooboboboobobobobooboobuooboboboobooboobo
goooboobobbooboobuooboboooboobo

oobobbddorRAOUOODODDOUOOODDDOOODODDDOOOUOODOD
goooboboobobobbobobooboboboboboobuooboobo
goboboboooobobbbooooobbboooobeoLbbob o g
gobobboooobboooobRrAODDDDOOODDOOOODDOO
gboooboobobobbooobooboobooboobooboobo
gbooobgobobooboooboboooboobo

oobobbooobobbooobobbodorRAUOODDODDODOOODD
gobooboobooboboboboboboobuooboboboobuooboobo
goooboobbobbobboobobobboboboobooboobo
gohogoboobobobboboboobobobobobbooboobooobag
googoboobobobboboboooboboboboobobooboobooobo
goobobboobobobboobooboboboboboobUooboobo
goobobooboobobobbobobooboboboboboobuooboobo



ooo

gbobobooobobbooobbboooobbbooooobbooooon
gobobobbooooobbobbooooobobobbouoooobobobod
ggooodao

0000000

RALODUOOUODODOODODODOODODOUOUOOoooooooooooon
godoooobooouoodoooooooooonooouoooooog
0000000003 non-steroidal anti-inflammatory drugsd NSAIDs[O
RADOODDOOODOODOOUODOODOOOODOOOODODODOOoOOoOOO
0000000000000000000000000000D000o0oo0od
O00OO00O0OOONSAIDSOOD0000DO0O0OODOODODONSAIDsO
O00ODOO00O0OCOX-ZcyclooxygenaseD DO OO ODDOODOODOOODOO
OoooooocoX-1oooooooobooooocecox-2000000
OOONSAIDsOD 00000000000 00000D0O0O000D0OCOX-200
O0000O0O0ONSAIDSOODO0O0O00D0D000O00DO0OD0OO0OonDGg
0000000000000 00000000000000o0oo0ooOg
dooooooodooooooooboooooooooooooogg
NSAIDsO OO OocoX-20 000 ooooooooooooooooao
ooog

0000000000000 0000000011940000000000
OACRM OOOHenchOKendallD OO OODODOOOOODOOODOOODO
O00D00O0ORADOOODOODOODODOODOODOODOODOODODOO
godooooooouoodooooooooooooouoooooog
oot rRAODOOOOOOODOOOOOOODODOOOn
0000000000000 00000000O00DoOOoooDoOOooOoDoO
O00000000ooo00ooooooooooon

O00000D0D0O0ODO0O0ddOdoo disease-modifying anti-rheumatic
drugsO DMARDsOO 0000 0ODO OO0 OO Jacques Forestier] 1929000 O
0000000300 00019es00JaffedD-000O0DODOOOOODODOO
000000000000 00000000ODMARDsOO0OOORADODOO
0000000000000 0000000000DMARDsOOOOOOO
0000000000000 00000000000D0DODODDO0O000000
0000000000000D0000000000000O0 methotrexate
MTXOOODODODODoOooDooooooooooooooooooooooo
godoouoonoooooouooooonoooooooooon

RADOODOUOOODOOOODOODOOODODODOUOOODOOOODOO
0000000000000 00000000000000000o0oO0g
0000000000000 SmythD0197200 0000000000000
dooooooooooooooouooooooooooMTXooood
godooooboouoouoouoooooooboouoooooog

59




60

O00000000D0000D0 D0 Wilske, Healeyd 198900 0 0 000D OO
0000000000000 UODMARDsO O D O0OoOoOoon
goooooooooooboouoiouoooooooooooan
O00000000ooO000oooUooDoo0Oo0oDoooooon

O00D00D0ORADOOODODOOOOODOOOOODOOOODOODOO
0000000000000 00000000000000oOD00ooOO
0000000000000 ooo0TNFFOOOOIL-e00ooooooao
oooooooooooooonooooouoooooooooooo
0000000000 0D0oo00oooo0oooooooooooooog
0000000000000 0D0000000D000oO0Doo0ooOoOoOgon
0000000000000 00000000000000000oDOoOO0gd
0000000000000 0000000000000D0ooo0o0oDOoOOO
oo oooooooo
ACROOOO0OOOOODODOODODOOOODOOOOoODoDOomMMTXOOOd
O2smgl0 00000000000 0000000O0D0O0DO0O00OO00OO00
O0000o00oO0oooooooooooon

0000000000000 0000O00D0D0000DD00oODoo0o0on
ooooooodoodoooooooooouoooooooooooa
oooooooooooooonooooouoooooooooooo
0 0 0WEBO O OO http://www.pharmasys.gr.jp/indexhtmlO0 0 0 O 0O O
O000ooooooooooooo

0000000

gbooboobooboooboooboobbobboobooboob
ddodddorRADDDDDODODODOODODDDDODDDDDODODDDDODOO
gobobmoboboooobboogeo0bbOoooobbOooooDDbOO
gboooboobobobbobooboooboboboboboobooboobo
g0dddoooobobobobbbbbooooooooLbbooog
gobooboboobobobbobobooboboboboboboobooboobo
googoboobbobbobobooobobbobboobuooboobo
gbooobgooboboon

RADDODOOODDOOOOODDODDOOOUODODOOOODLDbDOOOODD
gbobooboobbobboboobooobooboobooboobooono
OOODRADODODOOO0ODODDOOOODODDOOOODODDOOOODDDO
gboooboobooboboboboboboobooboboboobuooboobo
gbooobgoobobboobooboobobooboobooboboon
googoboobobobboboboobobobbobobooboobooobo
gboobooboobobobbobooboooboobooboobooboobo
gooobboobobobboobooboboboboboobuooboobo
gooboboboobobobboboboobobobobobboobuooboobo



ooo

0000000000000 00000000O00DOO00oDoDOooooO
goooooooooo
00000000000 ODOO0000DODOOOdddsSmith-Petersond 00O
O0000000000000000000193s0 0000000 ooog
O0000000000Austin-Moorel 000000 OD0OO195000000
000000000000000000000O00D0DD00oDoDOooooDO
00000001900 0000000John CharnleyOOOQOOGOQOOOO
gooodoooooodonoooooooooooooooooog
O O 00 polymethylmethacrylate OO OO0 0 00000000 OOOOOOO
0000000000000 0000000000D0DO00oDoOO0oo0oDoO
000000000 DOO00DOODOOdaOolow friction arthroplastyd 0 0O 0O O
0000000000000 00000000O00D0DDO00oDoooooDO
dodoooobooouoodooooooooooboouoooooog
godoboooboouoodoodoooonoooboooooooog
0000000 high density polyethylenél HDPEOO O O O O OO 19620 [T
0000000000000 000000000000O00D0o00ooO
000000000000 00green houset D OO OO0OOOO0OOODODOO
dodoooobooouoodoodooooooobooouoooooog
0o0doooobooooooooosblowdooooooooooooo
019600 O O John CharnleyD O 000000000 O0ODOOODOOODOOO
ooogd
O00oopo70000000oo0oooooooooooooooog
0000000000000 0000000000000o0ooooooOog
dodoooobooooouoouoooooooooooooooon
gooolesoooooooooooooooooooooooooooa
O0000000000000000000000DOOO00D200000
0000000000000 000000000000O00oDOo00oog
RADOODDOODOODUODDOODOOOODOOOODDOOODOOOoOooOoGg
aoog
goooooouoouoodoooooouoouoouoooon
O0000000000D0196000 00 Charnleyd 000000 Frank
GunstonO OO OO0DODO0DO0D0OO0OODOOODOOOOOOOOODOOOOOO
0000000000000000000000000O00DO00oDo0oO
00300 0000000000000 000D000D0DD00oDoDOooooDO
doodoooooooooooooonouooouoooooooon
00000000000 0000000000000O0O00O0O0O0000
00000000000 0000000DoO00oDoOoOoooooOog
0000000000000 000000000o0ooo0ooDooooooag
0000000000000 00000000000000000O0o0OO0g
dodoboooooouoodooooooooooooooooooog
gofdoooobooooouoouooooooonoooonooooon
61



62

gbobo0oooobooogodbswansonD 0000000000 ODOOO
gooboboboobobobboboboobooboboboobooboobo
gooobooobobobobobobooboboboboboobuooboobo
gboooboobobbooboobooboboon
gbooboobooboobooboobobobbopoboooboon
gbhoobooboboobboobobooobobobboboboobooboobo
dddddddooouoooouoggooooogoooooooo

gbvrioooooooooooobobbiooooooooooobobon

Ef cooooo

goooboobbobboboboobobobbobboobuoobooobo
goooboobbobbobobooobobobbobboobooboobo
goooboobbobbobpoboobobobobooboboobooboonbo
gbooobgooboboobooboobooboboboboobog

Jooon

I} oooooo

RADDODODOODODDOOOODDDOOOO0ODODOOOOoODbObOOOoDD
gbobooboobobobboobooboobooboobooboobooobo
gooboboboobobobboboboobuooboboboobooboobo
goobobooboobobobbobobooboboboboboobuooboobo
gobobooooboboooobobooorAOO0ODDOOOODDOO
googoboobbobboboboobobobbobboobooboobo
goooboobbobboooboobooboobooboobooono
gbobooboobbobbooboobooobobobobobooboobooobo
ooooboobobboobooboobobobobooobooboboooo
gobooboooboboboboboboboboboboboboobuooboobo
gbooobuooboboobooooboobo

gobooobbobooooooobobobbbooooooooboboog
UO0bORrRAODDDOOOODLDDOOOODLDOOOODLDOOOODDDOO
gobobobodorRAOUOO0ODODOOOODLDOOOODDODOOOODDOO
goooboobobobboboobooboobooboobooboobo
gogbobooooobooooboboooobbORrRADDOOODDOO
OO0ORAODDDODOOODDOOOODLDDOOOODDOOOODDOO
gbooobooboooboobooboobuooboboboobooboobo
gobogoboobbobbobooboooboboboboboobuooboobo
gbooobooboboobooboooon



0 20
OO0 0000RALD OO OO O O

0000000000000000000000000000 0000

RADOOO000000

RADDOOODOOOOODDLOOOOODOObOOOO0DbOOoOoooDDOD
gboobooboobooboobooboobooboobbooboo
ogbooboobooobooboboboboooboobobboonooboob
gobobooooobobogeoLbbooooobbooooooobooo
gobbodorRAOOODDOOOODDOOOODDOOODODOOOO
Ub0o00boobboOorRADDOOEIDODOO0DOO0ODOO0OONOACROOI
gbbooobbooobbooobbooobbioo0boz1im™RAOD
gobooboobooboobooboooboooboboobobobobobobo
gbooboooboobooboobooboobooboobnoobDon
Ub0oe200000O0bb00O0o0OobObO0o0oobLbbOooooDobDbOon
gboobooboobooboobuoobuooboobooboobon
gbooboobooboobooooBs@mooboooobonoboonoo
gbooboboobooboboobo0obobDOoe-302-402-350 O O

OO00ORADDODDOODOODODDODODORAODDDODDODDODD
obooboobooboobooboobooboobooboobDon
gobbooobbbOrRADOOODODDOOODODDOOOODODDOO
gbooboobooboobooboobooboobooboonboo
gboobooboobooboobuoobooboobooboobon
gobooboobooboobooboooboooboooboboobobbo

01 RAODOOOOOOO

gooo DDDDDDDDD oooood
ooooooooo O oo O
oooooo ood o0 O
ooooogno od 00 O
ooooon od O O
oooood O oo O
ooooon od O oo
coooooood oo oo
ooo oo

63



64

gboooboobboobboboboooboboobobobooboobobobo
gooobooboobobobboboboobooboboboobuooboobo
gooobooobobobobobobooboboboboboobooboobo
Uo0000Ddoeso2-ed
UobORrRAODDDODOOOODDOOOODDODOOOODLDOOOOODD
gbobooboobbobbooboooobooboobooboobooobo
goobobobooboboboboboboobuooboboboobooboobo
goboobooobobobbobobooboboboboboobooboobo
googoboobbobbobboobobobbobboobuooboobo
goooboobbobboboboobobobboboboobooboobo
goooboobbobbobobooobobobobooboboooboobooobo
goboboooobobooooboboooobobORrRADDOOODDOO
goobobooobobobbobobooboboboboboobuooboobo
UooobuooboboonboAlo2en 2-111
gobbbOdo0rRAODODODDOOOODODOOOODDOOOODD
googboobbobboboboooboboboboboobooboonbo
gboooboobbobboobooboooboobooboobooboobo
gooobobooboboboboooobAooboobobooboboobDboobDo
goboobooboobobobbobobooboboboboboobuooboobo
gooobobbboooooooobobbbbboooooooobobobbooo
gbhooboobbobboboooooB@boobOoobooboooDog
gobobooooboboooooboboooobobooooobobooooon
gboobooboboobooboboboobogooB0boboOoOonDO
ooooogobAbDbbDbODbObDbObDDbODODDDODDODODODODODDODODODD
gboboobooboobobobboboboobooboboboobuooboobo
goooboobobooboobon
gbooboobooboobooboobbobboobooboon
gobbb0doorRAODOO0ODODODOOOO0ODODOOOODDOOOODDOO
jddddoooouououooooooooooooooooooooo

OD232-120 2400000000 0O0OOOOOOOOOOOOOOO0OO

gobogoobooobooboboobz0bo0ooboooboooobog
gbooboobobbooboobooboboon
gboobooboobooboobooboboobooboobooon
gbooboobboobbooboboobobobboobobooboobooobo
gooobooboobobobobobobooboboboboboobooboobo
gboooboobobooB@oooboooobooboooboobobooo
gobogoboobobobboboobooboboboboboobuooboobo
goooboobbobboboobooboobooboobooboobo
gbooboobobooboobonbooboooooobooobooboon
RAOOODOUODODDOOOOUODDODOUOOUObODbOUOOoOobObOoooooDoD
gooboboobooboboboboboboobooboboboobooboobo



gboobOoRrRADODOOODOOO

OOXoboooooooooooobcecrPOOOOOooooboDbDODO
gboobooboobooboobooobobooboboobobobobobobo
gooooobooQeoLboooooooooobbbboboooogoo
gbobobobooboobobooboobobooboobobon
RADDOOODODOOOODDLOOOOOODOOOOODDbObOOOOoDDOD
gboobooboobooboobuooboobooboobooobon
goboobooboobooboobouooboooboboobobooobobobo
gboobooboobooboobooboobooboobooobDon
oo
RADDOOODODOOOODDOOOODLDbOOOOODOLbOOOOODD
UORAODDDOOOODDOOODODLOOOODDOOOODDOOOOn
gboobooboobooboobooboobooboobooobon
ogooboooobbooobobbooobobboooobobbooooooo
gboobooboooboobobboobooboobooboboooboob
RADODOOODDOOOOOODODbOOOOODbObOOOOoDbODbOoOoooDDO

gbooboobooobosid

02 0bO0ooooooooboobooboboboboo

0oooooooo 0000000 oooooo 0000000000000
000o0ooo 0 0 0
0000000000000 O000000d] 410/25mg0 25mg/2wl 10,6600
0000000MO000mO 122.7/3mg0 6mg/day0] 89,5710
000000000 m 91.1/100mg0 1000 200mg/day] 33,2510 66,5030
00000000000 O000000ENDD 89.8/500mg0d 1,000mg/dayl] 65,5540
OD-0000000000000000 | 77.3/100mg0d 100mg/dayQ 28,2140
0000000MOO000000m 92.5/80mgU 240mg/dayl] 101,2870
000000MOO000mMO0Om 102/100mg0 300mg/dayl 111,6900
000000MOo00Oo 337.1/20mg0 20mg/dayQ] 123,0410
00000000000 0 0 0
00000O0o0ooo 26.2/60mg0 180mg/dayl] 28,6890
000000000 17.2/25mg0 75mg/day 18,8340
0oooooo 43.7/200mg0 400mg/day0] 31,9010
oooooo 0 O 0
00000000MO0000000000 | 417.4/2mg0 40 8mg/wO 43,3680 86,7360
00000000000 388.7/50mg0 150mg/dayQ] 4256260
0oooooo 0 0 0
00000000mMO0000m 113190/100mg | 3mg/kg/8W 10200000600000

1,358,280

65



66

RADDO0O000000000

RAODOOOOODOOUOODOOOOODOOOODOOOOOOOODOO
O00000000ooooADO3MOOo0o0ooo0oooooooood
O00oo0ooO0o0oO0oOoO0OodopoUooOoooOooDooooOoooDOood
oo ooobogooooboood
oo bboobboobbuo
0000000000000 0O0DoOoCRPOODOOOUOODOOOODODODOO
0OXOooooooooooooooooooooooooooooooo
g0oo0o0oooooooooooooOOoU0oUoUooooooooooo
00O0ooO0ooooOoooO0ooooU0oooooooooogoDOoo
VARSI visual analog scale00 0 0000000000000 ODOODOOQOL
gbboboooogobobuooouobbb oo bbbuouoo
O00C0CCOOODOOODOOon21502-160

03 RAODUOODOOODOODODODDO 1. 000000

0i10ooooon
0200000000000
g3ooooooooo
g4b0o0oooooon

2. 00000000
ginoooobomoobobobogo oo
gz0000ogn
gjooboobobboooobono
g3ooogog

3.00000

0100000 0CRPUO

gziboobooon

O30

4o oobooobooboooogoc
goobbooobboobbooobnd
osooboodooooobobooOo
4. XO0OOO
0i10bobooooooboobobobogon
gooboooogoo

5 000000AMS ODHAQLOODODOO
ugobgoboooo
6.000000000000DO0O00DOO0OO0




gboobOoRrRADODOOODOOO

gboobooobooboobooboobooboboobobooboobon
CRPOOOOOOODOODOODOODObOODbDODbDODDbDODDbDOD
gboboobboobboobboooXxXxboooboooboooboo
gbooboobooboobooboobbooA@oboobonobo
gboboobboobbooobboobboobboooboboooboooX
gboobooboobooboboobooXbgoooboooobooobo

gooboooobbooobobooooboboooooboooooo
gboobooboobooboobooboob20bbobobobDbo
gboobbooobodboobbdo2rozs 000 oonooonooo
gboobobooobobboobooboobooboobooboon
gboobooboobooboobuoobooboobooboobon
gbooboobooboobooboobooboobooboobon
ORAODODOv7OODODOOO0ODODDODDOOOOLDDOOOOODbOOOObDDbDOO
gboboodobboezwoo220 00 0000O00O0O00O00OORAOODODODOO
gbobbooobbbooobbbooobbbooobbbUO0oUbRrRA
gboobooboobooboobooboobooboobooboo
Al 2-230 2-2601]

00o0000o00o0o0on

goboboooobbuooobbbORrRADDOOODODDOOODODOO
gboobbo4mgoboobooobooboooboobooboo
gboobooboobooobooboboobooboobobooboon
gboobooboobooboooboooboooboboobobooboboobo
gboobooboobooboobooobocerPObOobbobDbOoDbDO
gobDoOoXoooooooooooobAMoooobooooAIMSO

04 RAUOODOOOOOODOODOOO 1 00000000000000

0idgoooooooon
020000000000

0300000 o00ooooooooo
0400000000

0 00 visual analog scale 0O0O0O0O00OO0O OO
2. 00000000000
010000omoobobomooboombooor
0200 0000CRPO

03X oood
3.00000000000000000
O010AMS ODHAQ U OO ODODODOOOOOO
0200 0000000000000000O0000

67



68

HAQUUUUUUUOUOUOUOUOUOUOD2-2702-2800 0 00O OO OAIMS2-SFO
MHAQU O UOUODODOUOUOOObUOoOobboobobuoobbooobboob
ggoaoooooboobbibiboodoooooooaoooobooobobon
gohooboobbobbobbooboboboboboobooboobo
gbooobooboboobgooboboooboobooobobon
ACROUUDO0OO0O0O00DOO00DLO00DLO00DbO000OACROODOOOO
ooz dggooobooooobbobooooobobboogn
gooobobobbboboooooooooboobACRODOOO200000
gobooboboobbobbobobooboboboz2oboobooboobo
oobooobobooobooobboobbooboAIMSO O OHAQLY
goobobobboooogcrRPOODDDDOOOO0OOO200000000
gooboboobbOACROSODDOOOODDOOOUOOUOODODDDOO
O000000OPaulusOOD22000000000D0O0OO0OOXOODOODOO
OO0SharpOD000O02-3002-310 0 Larsen0 00000000 0OO0O

gpooooo

2-10

2-20

2-30

2-40

2-50

2-60

2-70

2-80

2-90

Arnett FC, et al. The American Rheumatism Association 1987 revised criteria 3358796
for the classification of rheumatoid arthritis. Arthritis Rheum 19880 311 30001 315-

24,

Guidelines for the initial evaluation of the adult patient with acute 96133256
musculoskeletal symptomsd American College of Rheumatology Ad Hoc

Committee on Clinical Guidelines. Arthritis Rheum 199500 391 10107 1-8.

American College of Rheumatology Ad Hoc Committee on Clinical GuidelinesO 8639167
Guidelines for the management of rheumatoid arthritis. Arthritis Rheum 19960

391 5000 713-22.

Guidelines for monitoring drug therapy in rheumatoid arthritisd American 8639168
College of Rheumatology Ad Hoc Committee on Clinical Guidelines. Arthritis

Rheum 199601 39 5000 723-31.

Schiaffino KM, et al. Assessing the impact of self-efficacy beliefs on adaptation to 11188602
rheumatoid arthritis. Arthritis Care & Research 199100 47 4000 150-7.

Zautra AJ, et al. Coping with rheumatoid arthritis0 a review of a decade of

research. Ann Behav Med 199200 141 1000 31-9.

Parker JC, et al. Cognitive-Behavioral Approaches to Pain Management in 7918716
Rheumatoid Arthritis. Arthritis Care Res 19930 &1 4000 207-12.

Revenson TA. The role of social support with rheumatic disease. Baillieres Clin 8334718
Rheumatol 19930 71 2000 377-96.

van Jaarsveld CHM, et al. Aggresive treatment in early rheumatoid arthritisO 10834865
a randomised controlled trial. Ann Rheum Dis 200000 5900 468-77.

2-100 Pincus T, et al. Combination therapy with multiple disease-modifying 10577301

antirheumatic drugs in rheumatoid arthritisd a preventive strategy. Ann Intern
Med 199901 1317 10000 768-74.



gboobOoRrRADODOOODOOO

2-1100 Boers M, et al. Randomised comparison of combined step-down prednisolone,
methotrexate and sulphasalazine with sulphasalazine alone in early rheumatoid
arthritis. Lancet 19970 350 9074000 309-18.

2-120 Felts W, et al. The economic impact of the rheumatic diseases in the United
States. J Rheumatol 19890 161 7000 867-884.

2-130 Yelin E, et al. An assessment of the annual and long-term direct costs of
rheumatoid arthritisd the impact of poor function and functional declin.
Arthritis & Rheumatism 19990 421 6000 1209-1218.

2-140 Choi HK, et al. A cost-effectiveness analysis of treatment options for patients
with methotrexate-resistant rheumatoid arthritis. Arthritis & Rheumatism
200000 437 100000 2316-27

2-150 Felson DT, et al. The American College of Rheumatology preliminary core set
of disease activity measures for rheumatoid arthritis clinical trials. The
Committee on Outcome Measures in Rheumatoid Arthritis Clinical Trials.
Arthritis & Rheumatism 19930 36] 6000 729-40.

2-160 Goldsmith CH, et al. Criteria for Clinically Important Changes in Outcomes(]
Development, Scoring and Evaluation of Rheumatoid Arthritis Patient and Trial
Profiles. J Rheumatol 19930 201 3001 561-5.

2-170 Pincus T, et al. Remodeling the pyramid or remodeling the paradigms
concerning rheumatoid arthritis-lessons from Hodgkin's disease and coronary
artery disease. J Rheumatol 19900 171 12000 1582-5.

2-1800 Scott DL. Prognostic factors in early rheumatoid arthritis. Rheumatology,
20000 39 Suppl 10 24-9.

2-190 Fuchs HA, et al. Evidence of significant radiographic damage in rheumatoid
arthritis within the first 2 years of disease. J Rheumatol 19890 161 5000 585-91.

2-200 Mottonen TT. Prediction of erosiveness and rate of developmant of new
erosions in early rheumatoid arthritis. Ann Rheum Dis 19880 470 648-53.

2-210 van der Heijde DM, et al. Biannual radiographic assessments of hands and feet
in a three-year prospective followup of patients with early rheumatoid arthritis.
Arthritis Rheum 19920 351 100 26-34.

2-220 Plant MJ, et al. Measurement and prediction of radiological progression in early
rheumatoid arthritis. J Rheumatol 19940 211 10000 1808-13.

2-230 Van Der Heijde DM, et al. Effects of hydroxychloroquine and sulphasalazine on
progression of joint damage in Rheumatoid Arthritis. Lancet 19890 11 8646101
1036-8.

2-240 van der Heide A, et al. The effectiveness of early treatment with "second-line"
antirheumatic drugs. A randomized, controlled trial. Ann Intern Med 19960 124

0 80000 699-707.

2-250 Tsakonas E, et al. Consequences of delayed therapy with second-line agents in
rheumatoid arthritisd a 3 year followup on the hydroxychloroquine in early
rheumatoid arthriti§] HERAstudy. J Rheumatol 20000 271 3000 623-9.

2-2600 Albers JM, et al. Treatment strategy, disease activity, and outcome in four
cohorts of patients with early rheumatoid arthritis. Annals of the Rheumatic
Diseases 20010 6@ 500 453-8.

97395496

10366114

11037892

8507213

8478874

2084231

20455014

89328902

3137902

1731813

7837142

2565997

8633829

20205640

11302866

69



70

2-270 Meenan RF, et al. Measuring health status in arthritis. The arthritis impact
measurement scales. Arthritis Rheum 19800 281 20001 146-52.

2-2800 Fries JF, et al. Measurement of patient outcome in arthritis. Arthritis Rheum
19800 231 2[00 137-45.

2-290 Paulus HE, et al. Analysis of improvement in individual rheumatoid arthritis
patients treated with diseasemodifying antirheumatic drugs, based on the
findings in patients treated with placebo. The Cooperative Systematic Studies of
Rheumatic Diseases Group. Arthritis Rheum 19900 381 4000 477-84.

2-300 Sharp JT, et al. Methods of Scoring the Progression of Radiologic Change in
Rheumatoid Arthritis-Correlation of radiologic, Clinical and laboratory
abnormalities-. Arthritis and Rheum 19710 411 6000 706-20.

2-310 Sharp JT, et al. How many joints in the hands and wrists should be included in
a score of radiologic abnormalities used to assess rheumatoid arthritis?

Arthritis Rheum 19850 28] 1200 1326-35.

2-320 Bell MJ, et al. A randomized controlled trial to evaluate the efficacy of
community based physical therapy in the treatment of people with rheumatoid
arthritis. J Rheumatol 19980 25] 20000 231-7.

2-330 Komatireddy GR, et al. Efficacy of low load resistive muscle training in patients
with rheumatoid arthritis functional class Il and I1l. J Rheumatol 199700 24

0 8000 1531-9.

2-340 Van den Ende CH, et al. Dynamic exercise therapy in rheumatoid arthritisO a
systematic review. Br J Rheumatol 19980 371 61 677-87.

2-3500 American College of Rheumatology Subcommittee on Rheumatoid Arthritis
Guidelines Guidelines for the management of rheumatoid arthritisd 2002
Update. Arthritis Rheum 20020 461 2101 328-46.

7362665

7362664

90226420

5135791

86103488

98149456

97408628

98330198

11840435



0 30

0000000000000 NSAIDs[

U000 U0UDORALDOOOOONSAIDsO OO OO

ooboooboooooon

godd

0000000000000 non-steroidal anti-inflammatory drugsd
NSAIDsOO OO O00000000000000D0D00000o00ooogon
ddboooddbopms- 1000000 ooooooooood
RAULUODUODODODOOODOODODODOUOOUOOO0oOOooooooooooao
O00AD320 00000000000 cCOXOOODOoooooonoooon
0000000000 PGOOOOODOOOODOOUODODOOODOODOO
0031033 0 0000000000000 000000000ORAODO O
dodooooboooooouoouooooooooooooooood
00000000 0O0D1240D14403- 200 RAO O OO OO OO OO NSAIDsO

01 NSAIDsODOOOOOOO0OO0OO

ogoood
good
goooooo gooo gooooood gogoooog
goooood gooboooon gooooobod goooood goooooo
goooood goooodonNab O0O0000000Nat 0 OO0OO0O0C0O00O0 gobooobog

oooooooo
obobooooood
oooooooo
gooooocood
g

oooooot o
oooooooodNand
oooooooot o
gooooooon
goooooood
ooooooot o
oooooot o
oooooooono
ooooogooto
coooobobooooo
gooooood
ooooooo
gooooooo
ooooooDo
gooooog

gbooooooon
goooboogn
gooooogoo
goooooooo
gooooooooo
goooooooggo
gbooooooood
gboooobooooo
goboooobooobo

gopoooooooft o
goooooan
ooooooooo
obooboooooon
gooooood
gooooooooon
gooooooooooo
goooogooo
gooooooboo

goooogobo

OCOX-200000UNSAIDs, T OOODOOO

71



72

gbobooobooobobobodocboboobos4amoo@mobooon
gopopocoXoonobooopopoceox-igecox-2onoooobooooobo
000000 OO0 0O Do390D0650D1030D1240D14403-203-41 COXO O O O O O
gobobooooobooooboboooobbboorAOOODDOO
000000000000 0O0AD D0330D06500D1030D12400D1440J0780J079013-
200000bbooboobooboooboobbooboobooob
gobboooobbooobbooooobobooobooooooooonoAl
o34juobobooooubo«4Moooooooobbooogon
gooobooboobobogog

NSAIDsO O O

10ogaooogaoood

goobobboooobbobobbooooz2mobboooooboon
gobooobooobboobbooobboobbos4a0g0onDOoOoon
gboooboobobobbooboboooboboboboboboobooboobo
goobobboobobobobooboobuoboboboboobuooboobo

02 0000O0OOD0OOOOONSAIDsOOO

ogooao ogood ooo ooo
ogoooooad ogoooooo 570 010
0 gooooooad 500 01020
0 goooooad 360 010
ogoooodooo | gboooo 210 010
0 0oooooo 200 010
O 00ooooooo 170 02030
0 ooooot O 150 020
O ooooooo 140 02030
0 goooooood ol 030
0 ogoooooa ol 020
0 agooooo 60 80 020
goooood gooooooo 30 030
00o0ooooo 2.50 030
0oooooooon 20 0 30
0oO000O0ONadOOO 00 20 030
gooooooao 20 030
goooooooa 1.50 030
d0000000Nat O 1.30 030
0000000Nad 1.30 030
0000000000 1.0 030
tooooooo 0



000000000000 0ONSAIDs)

gbobooodboDbDo s-4d]

200000000

gobogooboooboooboobooboobooboobboobboobb
gbooboboOobobooro34 00 0D0DO00LODOOODOO0ODOOD0
alDoODDoOoODDooODOOO0000ooobbooooooobbbooooon
gbooboobooboobooboobooboooboooobobDbo
gbooboobooodbBOoarens-4d
bOOOOOODOOOOUOOOOUOOOOObUOODbUObODbUOUbODbObOD
goboboboooooobbbbooooopcOooonDbObDbOOn
gb0oo0o0obDodADJeesny1seds-5e]
clbbobooooooobooooooobbbboooooooDooboobb
oo UUU o
0Jreoo3-40OoobOooooobOoooobbbooobDbbooon
gboobooboobooboobooboobooboobobooboo
gbooboboobooog3t
dioO0DOO0O00O0O0OO00DOOO0OO00DDOoDbogrd
eflD000O0OOODODOOO0OO0O0ODDOODOUOUODUODDDDODOOOOO
gbooboobooboobooboooboobboobobobobobobo
gooooboooo
flooooobobobooooobooouobobuoboboobooooog
gbboobbooobbtbos4adobogobooooboooobobooobon
gbooboobooboobooboobooboobooboobon
oobobooobobbooobORrRAODDDOOOODDOOODODDLDOOO
U000 o0Odnocoanzeoiizros-4 0 4000

gpcoxXxuooouoguoouuuugounn

coxXgcox-iocoxXx-2nugonouoobooooboobocoxXx-1000d
gooboooobob bboooobboooobobbooobobboo
gdoooobobobbobooooogeox-20bbobooooooooooob
gbooboobooboobooboobooboobboobboboo
Ubbodbos3os403e03-7l 0000 O0O0OOOOO0ODOOO0ODOOO
goboobobobobooogoocecoX-200ggooooopobbboggo

03 O0oood 04 000000
i1.000000000000C000000 1. 0000ImmMmooboocooooocoooooog
2000000 00000000O0000CO000 200000000000000
000b00oooomooooooooon 3.00000booomooooaon
400000000000000 4000000000000 O000000MO0O0
S500000000000000 ooooooboooooooooon

73



ONSAIDsODcoXOOooooooooobobobobooooooooo
ooooopboobobbcecox-20gpooobobbbbodnmddAOdD14D
D0470D1030J25003-403-7C1 U U O O OO OO0 00nooooooooogn
gbO00ogrsoro DO O0O0O0OO0O0bOo0bOo0ooooooboong
gooopobobbboboooooooeoX-200gooooooobobon
Uobobobooooobobobo0o0ooobbo0oundD Al bo390Db0650D0960
D1030D1240D1440J07803-203-41 I O D OO OO0 OO0 oOoooooogao
gogooooobobobobobbibibododoooooooooooboobobn
obORrRAODDDOOOODLDDOOOODLDOOOODDOOODODDDOO
Uo0bo0o0oobb0oobb0ouobb0oobbOdlibobo390Do6e50D0960
D1030D1240D1440J078003-2003-4(1 ]

000000

0000000000000 D0DDODO0O000000OoooooDoDoOoOOO
O disease-modifying anti-rheumatic drugsd DMARDs[I O OO0 OO O OOOd
0000000000000 00000000000000oO00ooOO
oooooooooodooonoooooouooooooooooonog
OO0oo0doONaOOOooooooooooooooooooooooon
O00o0DO0OoQoLObDUuooOooooOoooOoooDooDooDOooOn
0000000000000 00000000000o0oooOoooDooOg
0000000000000 000000000000000000Oo0OO00
0000000000000 0000000000000oooooooDog
oo ooooouoooooooooooa
0o o o A

0000000000 000o00nn

OOODONSAIDsODOOOPGOOOUOOODDODDODOOOOOODDODOO
goboobbooooobbibto40oboooooobbooooon
googoboobbobbobboobobobbobboobuooboobo
gobbbhos4a00smoooogoooobboooobbbooon
goobooooobo0boboobmoboo0obo0obOooBUNODODO
googecoToOGPTOOLOOOODODLOOODODLODODOAL

gboobooobooooboobobooboboboobooboobooo
goboobooooboboboboboboobooboboboobuooboobo
goooboobobobtboz4ooobobbbOboooooooooboobobon
gbooopooboobobooboponn 00O oOOo0bOo0bOo0oboong
UOONSAIDsD D OOO0DO0OOO0OooOo0ooboooooooooboooon
gogoooobbbbbbboo0oodnbbADJ40203-203-81 0 0O OO
gogoHODOODDDODDDDDODOOO0O0000ob7o3o 1 0ooooon



05 NSAIDsOOOOOOoOo

gooogo

000000000000 0ONSAIDs)

1.00000000000 2. 00000000000

010 o0o0ooo 01 ooooooooooooooo

oz20000 0z2Mob000bo0oooooooooooooogm
o3ooon g comooooooobcooon
043000 g3Mmboooobobomooooooooooon
os5moooooon U400oooooooogono
OeoooOoOonO osmooooooooooon

geoobooboOobbObOobOobooomuooooo

gooooooaoo
gooooooboooboboobooog

gboobooobbooboobooboobbobboboDbdA»dD490
oo3uoggoecox-200ggobooooooboooonbbooon
goooopopoobobobobbbbbbbboooooouobbb ADDo39D
D0650D0961D1030D1240D1441 0 0 0D 000D 00000000 OoOoOoon
gbooboobooboobooboobooboobooboobon
goboocoxXx-20ggoooooboooooooooooooboobobbboon
0o 00 BO 312011

oo UUUU o
godooooooobbobobooooooooooobbbbboodosam
U0o00o0bobooobDbOo0bDbDONSAIDsOO0DOOoOooooooDoo
gbooboobooboobooboobooboobooboobon
gbooboobooboobobooboobobbogAl

NSAIDsOD O OO OOooobooooooboboooboooboooo
gooobobbbooouoobbboooobodbOose-wBue-4Mooon
coXxuogoooobobobooooooooooobobbbbbooooooooo
OONSAIDsDODOOO0DOO0O0Do0oooobooobobooobobooonbDog
gbooobon

D0140 Krug H, et al. Tolerability and efficacy of nabumetone and naproxen in the 20151097
treatment of rheumatoid arthritis. Clin Ther 20000 221 1000 40-52.

D0390 Emery P, et al. Celecoxib versus diclofenac in long-term management of 20075906

rheumatoid arthritis[] randomised double-blind comparison. Lancet 199900 354
0 9196000 2106-11.
D0470 Knijff-Dutmer EA, et al. Effects of nabumetone compared with naproxen on 99293241

platelet aggregation in patients with rheumatoid arthritis. Ann Rheum Dis
199901 5&1 4000 257-9.
D0650 Simon LS, et al. Anti-inflammatory and upper gastrointestinal effects of 20046402

celecoxib in rheumatoid arthritist] a randomized controlled trial. JAMA 19990

75



76

2821 200000 1921-8.

DO0710 Taha AS, et al. Neutrophils, Helicobacter pylori, and nonsteroidal anti-
inflammatory drug ulcers. Gastroenterology 19990 1161 2001 254-8.

D0960 Simon LS, et al. Preliminary study of the safety and efficacy of SC-58635, a
novel cyclooxygenase 2 inhibitord efficacy and safety in two placebo-
controlled trials in osteoarthritis and rheumatoid arthritis, and studies of
gastrointestinal and platelet effects. Arthritis Rheum 19980 417 9000 1591-602.

D0970 Tramer MR, et al. Comparing analgesic efficacy of non-steroidal anti-
inflammatory drugs given by different routes in acute and chronic pain( a
qualitative systematic review. Acta Anaesthesiol Scand 19980 421 10000 71-9.

D1030 Neustadt DH. Double blind evaluation of the long-term effects of etodolac
versus ibuprofen in patients with rheumatoid arthritis. J Rheumatol Suppl
199701 470 17-22.

D1240 Porzio F. Meta-analysis of two double-blind comparative studies with the
sustained-release form of etodolac in rheumatoid arthritis. Rheumatol Int
19930 131 2 SuppldO S25-30.

D1440 Gotzsche PC. Sensitivity of effect variables in rheumatoid arthritisd a meta-
analysis of 130 placebo controlled NSAID trials [published erratum appears in J
Clin Epidemiol 19910 447 6000 613]. J Clin Epidemiol 19900 431 12000 1313-8.

D1470 Shepherd HA, et al. Effect of sucralfate and cimetidine on rheumatoid patients
with active gastroduodenal lesions who are taking nonsteroidal anti-
inflammatory drugs. A pilot study Am J Med 198901 861 6 ALJ0 49-54.

D1490 Roth SH, et al. Cimetidine therapy in nonsteroidal anti-inflammatory drug
gastropathy. Double-blind long-term evaluation. Arch Intern Med 19870 147
J 10000 1798-801.

3-10 Jack DB. One hundred years of aspirin. Lancet 19970 3501 9075000 437-9.

3-20 American College of Rheumatology Subcommittee on Rheumatoid Arthritis
Guidelines. Guidelines for the management of rheumatoid arthritisd 2002
Update. Arthritis Rheum 20020 46] 2000 328-46.

3-30 Vane JR. Inhibition of prostaglandin synthesis as a mechanism of action for
aspirin-like drugs. Nat New Biol 19710 231] 2500 232-5.

340 0OU00O0DDOOCDOObOOObOO.OU0bOoOob,obDb,bb, 2002, p227-253.

3-500 Caruso I, et al. Gastroscopic evaluation of anti-inflammatory agents. Br Med J
198001 280 62070101 75-8.

3-600 Smith WL, et al. Prostaglandin endoperoxide H synthases-1 and -2. Adv
Immunol 19960 6200 167-215.

3-70 Warner TD, et al. Nonsteroid drug selectivities for cyclo-oxygenase-1 rather
than cyclo-oxygenase-2 are associated with human gastrointestinal toxicity[ a
full in vitro analysis. Proc Natl Acad Sci USA 19990 96] 13000 7563-8 .
Erratum inO Proc Natl Acad Sci USA 19990 961 17000 9666.

3-80 Silverstein FE, et al. Misoprostol reduces serious gastrointestinal complication
in patients with rheumatoid arthritis receiving nonsteroidal anti-inflammatory

drugs a randomized, double-blind, placebo-controlled trial. Ann Intern Med

99122947

98421711

98139309

97187563

94023716

91073157

89285249

88023105

9259670
11840435

5284360

7353130

8781269

10377455

7611589



000000000000 0ONSAIDs)

199500 1287 4101 241-9.

390 Taha AS, et al. Famotidine for the prevention of gastric and duodenal ulcers
caused by nonsteroidal antiinflammatory drugs. N Engl J Med 19960 334
0 220101 1435-9.

3-100 Yeomans ND, et al. A comparison of omeprazole with ranitidine for ulcers
associated with nonsteroidal antiinflammatory drugs. Acid Suppression TrialO
Ranitidine versus Omeprazole for NSAID-associated Ulcer Treatment
0 ASTRONAUTOStudy Group. N Engl J Med 199801 3387 11000 719-26.

3-110 Hawkey CJ, et al. Omeprazole compared with misoprostol for ulcers associated
with nonsteroidal antiinflammatory drugs. Omeprazole versus Misoprostol for
NSAID-induced Ulcer Managemenfl OMNIUMOStudy Group. N Engl J Med
19980 33871 110001 727-34.

3-120 Bombardier C, et al. Comparison of upper gastrointestinal toxicity of rofecoxib
and naproxen in patients with rheumatoid arthritis. N Engl J Med 20000 34
0J 210007 1520-8.

3-130 Furst DE, et al. A controlled study of concurrent therapy with a nonacetylated
salicylated and naproxen in rheumatoid arthritis. Arthritis Rheum 19870 30
0 20000 146-54.

3-140 Miller DR. Combination use of nonsteroidal antiinflammatory drugs. Drug Intell
Clin Pharm 19810 1% 100 3-5

Jo7s OO0, 0D0. UHACZ DUUOO0DUODOObuoobOoboboobooooooon
goooooboooooooooobboOom ooobbooo.oooboo
19970 311 3000 1115-66.

Jovol DD OO, OO UHACRZI UL OUODOOoooooooooooooooooon
oobooobonooo.0c0ooo0o0 19970 311300 1077-113.

Joost DOOOo.00C0cOonooopPMSODOOOO.O0O0ONO19940 1@ 900 2107-20, 1994.

Ji200 OO0O0O0O,00. 0000000000000 O0CO0O0OO0O0ODOOOODOO0On
0.00000 19940 311200 521-8.

J1320 0000,00.000000000C0000KPT-22000000000.00A0
00 19930 211 10000 3839-55.

JI370 0 000. 000000000 Db000KPT-2200000000. 000000
19930 211 90000 3173-200.

Jis600 O DO0O0O, 00. 000000000 0DO000O0b0bOO0DOo0obOOD240000
oo0D.0000 19930 @1 500 1229-39.

Jive O OOO. ODO0DO0O0O0COOOODOODODODOOO0OOObOOobOOobOOoO0Oan.
o000 19930 3@ 2000 306-18.

J2500 0O0O0,00. 0c0bo0oo0obobooboboooboooobOoooonooon
gooOo0. 00 20000 201 100 65-86.

Jao20 DOO0OOO0OoOoOobO0oO0OO0bO cobooobOoboobooboobooo,oon
oobOOoOoOobDOONSAIDOODOOOOOOOooOOoOoobobocoooooooooon
obbooooocoboooobooOoob1 0o0oo0o0O0obOo0ooocOooooOoon
oobooooooon0.0000 19910 31 500 554-71.

8618582

9494148

9494149

11087881

3548732

7023895

77



78

0 4o
HRERERERERE

00ooo00o0ooooooo 0ooo

Jo00o0dboRrAOOOOO0OOOO0OO0OO0OO00O0OO0

o 000

O00D0O0OD00ORAODDODODOOOOOODOOOOODODOOOOODOO
OORAOODOQOLODIODODOO OO D0200D0430D0590D08200D0840 D095
DlLIO0JMe4- 11 0 D 000D 0OO00D0O0OD0O0ODO0O0OD0OODOODORAD
gooodoobotdbos 1000000 ooooobnogo
0000000000000 0000000000oOo0ooooooDooOog
0000000000000 000000000000000000000
0 00 00D0430D1150D13304-104-20 0 0 0 000000000000 OO
O0D0DO0d0omg/0 0000 000000000043 00D0O00noDOO
00000000 oouoodonodobdobesal DO OO0
000000000000 o0oo0o0o0oo0oDDO0OD0D0D0DDDOddisease-
modifying anti-rheumatic drugstd DMARDsOO O O O O O 00O D0200D0430
e 0000000000000 000000000000000O0Ogd
O00oooooooooog

O0ooooooododoRrRADOD0OODODOODOODOODOOoDOoooOoOoo
OO00D0ORADODODODOOOODOOOOODODOUOOUOOOOOOOOn
0000000000000 00D00O00000000000004-20
0000000000000 00000000000000O000oDOoOOg
000000000000 0000000000D0D0O0OD B

auggoaad

0o0o0o0ooooodooouoooooooooonnbUdoDboords-
10440450 0 0000000000000 0O00O0O000000BMO 4-41]
i ODOO0OO0OO000D0D0DODDOOnon-steroidal anti-inflammatory drugsO
NSAIDsOO O OODMARDsO OO0 O0O0O0OO0DUOOOOOOOOOOOOa
dooooooooooooooooooooon
i J00DDOO000Oo00o0DO0OoooOO0o0ooooooooDoDoooooon
OODMARDsOOOOOODOODOOOOOO0oOOoooooooooood



0000n

goooobo

gbooooon

i OODO0OOOOONSAIDsODMARDsOOOOOOODOOO

iv J0obdooobooooboboobobooobuoooobooo
gooboooboobobbobboooooooooooLbbobbboononoogo
gbooobon

v J000oboooobbooobobooobooobooobogoLy
goboboobboooooboobbooooobobobbouooooooooboa
Oooboooobon

200000

goobboooboboooobboooobobboooobobboooooboobo
UbooobobooboobbdDAD4-104-404-501]
i OO0DO0OO0OD0OO0ODOO0OU0OD0OORAODDOUODOODOONOMRAO
i 0O000O0bObO0oOU00ob0obOooU0oobobooDOooRrRAIDDOOD
U RA

100gd

UD000b0b0o0bO00bO0oDbO0OODONSAIDs DMARDsO DO OO
oo UUU o
lomg/000000D00O000O0O00ODOO0OO0OO0DO0ODOOO0O0ODO0O0OD

000AD4104-404-5000 DMARDSO D D 0D D OO0 O0Ooooooooogoo

gboobooboobb0AD4144 0000000 oobooonoD
gboooboobboooboobbo0obiboldnAD4104-404-500 0O
oboobooboobuobobuoboboobdOmg/C0000O0OD0DORALDDO
gboobooboobooboobooboobooboboobobooboo
gooboooboboboooobobbbdbossbbooobo—-000
gboobooboobooboobooboobobobobobobobbo
gboooboboobounobBOass
oboobooooobouobdobobobozoueomg/UdnoonoonAnd

0440000000000000000000000DO0O00O0O00ODO 010%

O0o0ooOo0o0oobOoOoooooboboooDboboomg/0O000DO0O0DDOO
gobobooboooooboobobbooooobobbbooooobooboobobod
OmgUOOO0O0O0O0DOOAII

2000000t

gooooobooobobbobobboogoooooooooobooboLn

goboboboboooooboobbooooobobobbouoooooooboa

gooobbbooooobbbooouoobobbboobbdBO4mon
79



gboooboobboobboboboooboboobobobooboobobobo
oboboobboobbobbobbobobooboboboobuoobooosb
opnro4-5t0 000000 DO0O0O0O0ODOO0O0ODOOO0ObObOO0O0ObObOOn
gooobobbboooogoNaDDDDOOOOoOoOooooDbDbDbOOoo
googoboobbobboboobooobobobobobooboobooDbo
gboobooboobbobboboooobobboobooboobooonog
ooboooobobooobodOmgbbgooboboo2omgooooonog
UBOp17O4-50 000 DOD0DOOO0DOOOOOOOO0DOODMOOOn
goooboobbobbobobobobobbobobooboobooobo
gobooobooobbooobos1ogboboobwoboboooonoobog
goooboobbobbobpobooobobobobooboboobooboonbo
gbooboobboobbooboobobobboobobooboobooobo
goboopobbooBO46e 00000 DOO0O0ODOODLODODODOO
gbooooboBOo4ydO0bOOOObOOO0ODbOO0ObLODOODOODLOn
googoboobobobboboobooboboboboboobuooboobo
gbobobooooooboobDAm 410

00000000

goooboobbobbbooooooooooooobobbbbobobobo
UooDDb4104504-804-90 00 000O00OOO0O0O0DOOOO0ODOOOOOO
gboooboobbobboboboobobobobobbooboobooong
gobooobbooobbotogo0goooooobooooboog
goboooboooboboobooboobooboboboobooboobo

01 bDoooboobooobo

1.00o00ooo g20000000
gigobooo,0bboon bibbodoboo
gz20000000 gz20b00bomooogo

80

O30o0oomoog o3goooooooo
04000000 040000
os00000omon gsgoooo
OednoooonO gedoDOogooo
O700000MO0DOO0 O70000D0O
osgoood O sOOoOognO
oounoooono goeuoond
rro0ooon oio000O0O
11100000 0110000
1200000000 01200000000

1130000004

0i130oooaoooo

oooooooooooo



gooogo

goooobo

U000000000D10404-104-504-804-9J 0 D 0O 0000OODOOO0O
gbooboobooboobooboobooboobooboobDon
gboobooboobooboobooobooboboobbobobobDobo
Ub0ooob0o0oboobobOo0UA@mOgbDbDUOONSAIDsOD OO
UD0o00b0o0o0bDbOob0bO0o0bo49INSAIDsDOODOOOOODOO
Ubo0AMDOOOo0obObOOo0obObooobooobooobooobobooobn
oooobbodddtbos4nnooooobobboooobobBMIRA
gboobooboobooboobooboobooboobnoobDon
000 0 00Do4s0D1040D1150D12104-1 1 J 00000000000 DOO0O
gboobgogiscomgbdbooodnoogodsoeotsooivgbogobboon
gbooboboobuoobobbobo0bilbOADD1o60D11504-1201]
gbooboobooboobooboobooboobooboobon
O0o0ob00obOobDboboboobooobbOoADDosH-120 0O OO0
obooboobooboobooboobuooboobooboobon
gboobooboobooboobooboobooboobboDboo
gboboobobogd2smgdonoogoONad0nbnoooooooooDoo
UbooboboooDdBO4g13d]

D0070 Goossens PH, et al. Reliability and sensitivity to change of various measures of 20409330

hand function in relation to treatment of synovitis of the metacarpophalangeal
joint in rheumatoid arthritis. Rheumatology] Oxford[120000] 391 80J1 909-13.
D0200 Proudman SM, et al. Treatment of poor-prognosis early rheumatoid arthritis. A 20397787

randomized study of treatment with methotrexate, cyclosporin A, and

intraarticular corticosteroids compared with sulfasalazine alone. Arthritis
Rheum 20000 431 80101 1809-19.
D0430 Hansen M, et al. A randomised trial of differentiated prednisolone treatment in 20001915

active rheumatoid arthritis. Clinical benefits and skeletal side effects. Ann
Rheum Dis 19990 5&1 11000 713-8.

D0450 Jenkins EA, et al. The prevention of corticosteroid-induced bone loss with 99308543
intermittent cyclical etidronate. Scand J Rheumatol 199901 2&1 30000 152-6.

D059001 Ostergaard M, et al. Magnetic resonance imaging-determined synovial 99255026

membrane volume as a marker of disease activity and a predictor of

progressive joint destruction in the wrists of patients with rheumatoid
arthritis. Arthritis Rheum 199900 427 50001 918-29.

D0820 Gotzsche PC et al. Meta-analysis of short-term low dose prednisolone versus 98210618

placebo and non-steroidal anti-inflammatory drugs in rheumatoid arthritis. BMJ
19980J 3161 71340101 811-8.

D0840 Hickling P, et al. Joint destruction after glucocorticoids are withdrawn in early 98455077

rheumatoid arthritis. Arthritis and Rheumatism Council Low Dose
Glucocorticoid Study Group. Br J Rheumatol 19980 371 90001 930-6.

81



82

D0950 Sharif M, et al. Changes in biochemical markers of joint tissue metabolism in a
randomized controlled trial of glucocorticoid in early rheumatoid arthritis.
Arthritis Rheum 199801 411 7000 1203-9.

D1040 Verhoeven AC, et al. Limited bone loss due to corticosteroidst a systematic
review of prospective studies in rheumatoid arthritis and other diseases. J
Rheumatol 19970 241 8000 1495-503.

D1060 Buckley LM, et al. Calcium and vitamin D3 supplementation prevents bone loss
in the spine secondary to low-dose corticosteroids in patients with rheumatoid
arthritis. A randomized, doubleblind, placebo-controlled trial. Ann Intern Med
19960 1257 120001 961-8.

D1100 Saag KG, et al. Low-dose corticosteroids in rheumatoid arthritis. A meta-
analysis of their moderate-term effectiveness. Arthritis Rheum 199601 391 110001
1818-25.

D1150 Hall GM, et al. Markers of bone metabolism in postmenopausal women with
rheumatoid arthritis. Effects of corticosteroids and hormone replacement
therapy. Arthritis Rheum 199500 381 7000 902-6.

D1170 Blyth T, et al. Pain relief in the rheumatoid knee after steroid injection. A
single-blind comparison of hydrocortisone succinate, and triamcinolone
acetonide or hexacetonide. Br J Rheumatol 199401 331 50007 461-3.

D1210 Hall GM, et al. Effect of hormone replacement therapy on bone mass in
rheumatoid arthritis patients treated with and without steroids. Arthritis
Rheum 19940 37] 10000 1499-505.

D1330 Messina OD, et al. Effect of low doses of deflazacort vs prednisone on bone
mineral content in premenopausal rheumatoid arthritis. J Rheumatol 199201 19

0J 10000 1520-6.

4-10  American Colleague of Rheumatology Subcommittee on Rheumatoid Arthritis
Guidelines. Guidelines for the management of rheumatoid arthritisd 2002
Update. Arthritis Rheum 20020 46] 2000 328-46.

4-20 Michel BA, et al. Fractures in rheumatoid arthritisd An evaluation of
associared risk factors. J Rheumatol 19930 2@ 1000 1666-9.

4-30 Kirwan JR. The effect of glucocorticoids on joint destruction in rheumatoid
arthritis. The Arthritis and Rheumatism Council Low-Dose Glucocorticoid
Study Group. N Engl J Med 199501 3331 3(00] 142-6.

4-40 Harris ED. Treatment of Rheumatoid Arthritis. Text book of Rheumatology,
Ed. by Kelley WN, Ruddy S, Harris ED, Jr, Sledge CB, W.B. Saunders
Company, Philadelphia. 1981, VVth Edition, p933-950.

450 000000 OO0O0OD0ODOO0OOO.0000D00,000,00, 2002, p204-226.

4-60 Weitoft T, et al. Importance of synovial fluid aspiration when injecting intra-
articular corticosteroids. Ann Rheum Dis 20000 597 3000 233-5.

4-70 Srinivasan A, et al. The effects of joint washout and steroid injection compared
with either joint washout or steroid injection alone in rheumatoid knee effusion.
Br J Rheumatol 19950 343 8000 771-3.

4-80 Buckley LM, et al. Effect of low dose corticosteroids on the bone mineral

98326609

97408622

97093533

97069520

95336483

94228198

95032222

93100688

11840435

8295176

7791815

10700435

7551664

7674230



4-90

4-100

4-110

4-120

4-130

Jo4601

density of patients with rheumatoid arthritis. J Rheumatol 199501 221 6[001 1055-9.
Wolfe F, et al. The comparative risk and predictors of adverse gastrointestinal
events in rheumatoid arthritis and osteoarthritisd a prospective 13 year study
of 2131 patients. J Rheumatol 200000 271 7000 1668-73.
000D0.000000000d. Pharma Medica 19840 200 77-83.

Mitchell P, et al. Inhaled corticosteroids, family history, and risk of glaucoma.
Ophthalmology 199901 106] 120001 2301-6.

Recommendations for the prevention and treatment of glucocorticoid-induced
osteoporosis. American College of Rheumatology Task Force on Osteoporosis
Guidelines. Arthritis Rheum 19960 391 110001 1791-801.

Matsuno H, et al. Biochemical effect of intra-articular injections of high
molecular weight hyaluronate in rheumatoid arthritis patients. Inflamm Res
199901 48] 3000 154-9.

gogboo,0b.ooboobobooboo,boobbooboobbooogn
O0o0boO0o3000bOo.0ob0b0On 19970 181 400 404-10.

goooobo

10914849

10599661

8912500

10219658

83





