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LD D ERRS

n BROBREEFOD

BKEOEME, BROXMMENHIDFREN ?

In 2002, Japan contributed to around 8% of papers in Narure but was

responsible for less than 4% of contributions to The Lancet
(Lancet 369:1333, 2007)
n QEBNTEATARTEAGVLEESASLOMN?
= BREWOEERCERICLALNEREILTHIDMN?
n GEEBERROZ(IEERDS (BRK-7O7HE) THEbATNZDOM ?
n SHROMERHO LL10HISEERERLENAS>TOELDM?

n FRRHAREAEDEN R
m BRERBAZE - RERDER

n (RERHIR - BEROERIEEB R DRK

PRI AN E

TEEBEI-H T AR BRAEODHL

TARE 1. Sivwrs oF Tor-Raxuine 20 €
vok BARC-SCIRNCY ARTICLIS.

YRS TABLE 2. Sriawss aF Tor-Ravus 20 Couemes
YOI CLISHCAL ARTICLES.

o 00 -z 1901 2000 19012000
Couseny N1 1N = 30m0) N=233¢  Couurny INw 28671 (N =2008) IN=26,948)
paront ovment

Unined Srmes Lol s w4 Unived Staves 0.0 821 837
Ubited Kimglom, s " 32 Camed Kinglom 162 (58] 53
Gipiasiy ; = 54 45 Canads 2 33 28
Lo k. ... 3 3L et 12 Lo Le
S = 2 Framce bR} [E 4
Canada 26 32 @ e o 14 12
et 2 I w3 0o s W
Mk o 15 A Ceoman ox 12 s
foiid o a ox oo us o0 o5
ot b " on  Seiuclamt 06 10 s
Pl oy 4 vs  Deamak s 07 07
Aaris i ot 74 Sl s o wr
Tekeien 03 04 04 Tl a4 0% 06
Spain L] o4 L L IR 03 UK L
Fantand 0l 63 LR} Spain a8 03 LES
Denmat ol L2 L New Zealand 02 e s
Cuina o1 o4 Wt ireland 03 04 04
oowsr 01 o3 a1 Regun 03 s i)
New Zusnd 01 02 01 Naown s 02 03
Swuth Mracs 03 na 3

“Blanking is baserl i serape +abue e 1991 £ 2000, Data for N
Gemenes xaid Naowre Moscine s bosed om wtekes pubbshed 0 1992 oy
2660 mad 1995 1 2000, egutively, mice Bee saved publishing 1 10

0 1995 3l ssrkes o Scsece el Naumne e bees: nchided, it
it 31 e iaed tes Buman bsith, Poncentagen deo st s 2 100 €
anes shares of ohve <omntmes e mot nchuded. Dt fur Ching include
Hong Komg

. Fercentages do
4 inchided.

15 baed on smerage values for 1991
ot s 1 108 bucamne shares of ether coumries

New E ] Med 347:1211-1212, 2002

o7 Australia 106 Australia 120

Med, Lancet,
AR
Nof articles

3

usa
1484 England 73
511 Canada 462
502 Germany 243
pee) France 300
410 TheNetheriands 204
a4 Haly m
202 Australia 260
261 Switzeriand 282
224 Belgium an
21 Sweden 186
183 Scotiand 45
10 158 Spain a1
%8 Belgum 152 Denmark 135
%0 Spain 136 China 02
8 Finiand 121 Norway 8
s Austia 8 Finland 7
50 Norway 83 Japen 7 Takashima, 2008
s tsrael ke Srazl o
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1956 60 1970 1980 1990 2000 2010
Year
Weight of a Single Publication Over Time, Represented as a Percentage of the Annual Number of MEDLINE Citations Relative to

the Number of MEDLINE Citations in 1950. Weiss AP: Measuring the Impact of Medical Research: Moving From Outputs to
Outcomes. Am J Psych 2007 164: 206-214

From bench to bed transléticnal bottleneck
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Hyman SE: What are the Right Targets for Psychopharmacology?
Science 229: 350, 2003

Questions relavant i iate dest Accessible Unbissedand
e clinicians and ppropriate design ceessil nbiased a
l:;:il::l? “ A and methods? et full publication? o usabile report?
Lo pribsiby questicos. | Cver 50% of studies Over 5% of studies Duar 30% of trial
addressed desigred without never published in fidl intarventions ngt
{sufficiently described
Tmpaatant outcomes systematic reviews of Biased yoder- .
not assessed wasting evidence ) oF studies Qver 50% of planned
with disappointing study Qutcomes oot
Chigcians and Over 50% of studies results
e ik b o take i
ysetting reseanch stops to e, Host new rsearch
agendas biases—eg, notinterpeted inthe
unconcealed COnERtof systenatic
trestment allocation assessment of nther
{hvantevidence
[ Research waste. : o $

Chalmers & Glasziou: Stages of waste in the production and reporting of
id relevant to cli and patients. Lancet 374: 86-89, 2009.

EEFEDENLABOEN
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e

BEHREOH - BEOFE
288 -knowhowD T B
Infrastructure, supportD A &

RBISENTS
®ll

REAZR - RERDER

BREEHFZ SABRDRE B (HA)

m FEERBAZE clinical research:ERE R R ETHHZE
DT
m jAB%:sponsored registration trial
DA R (R, ERER) 0FNM-ReMnER
T BH=HITITL, BRERFUBICIREL, MiERT
ERBEZT, RIRBEA T CHEAT 5= DERKRER
O EERERC—BRBERARLELIKEDRE (REDE
#9338 % (GCP: Good Clinical Practice) ) &R &h 3
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ERERBIZE S AR DB

pective study
(BPMEZE)

ESRWE clinical research

AAMREHSR B clinical trial

EHTHLAR
Investigator-initiated trial

ERIKEDLR
Sponsored trial

AREBERBOERE R |

[ »

EEERRAZE L REE T H3RE0

T fEEt

MR
(EREH) | oFE
(ERTEBE) | ofES

KE: R G8B&R%Z T ) [$2 Tnational research act, clinical
research actd) T

“EERFEDEEYhHEDYET

BROWBEYNMSKRDOYET

“BRTR 2B SR

» JEH:HE THE, BE, BT+
n BEEOH EBMRLLELIFED, BEAROD
HPHEICH T HIREE
n B S1F incentiveD D 7gE
» Financial
+ Promotional
+ Academic
+ Vocational

= BEERERO ST
» i, MEER, BE0 OB

LWANZERTHH: BEADER
s PLTOOERR+HR
» BRXERRE+ERELORLS~BER~tHletters O IGH
STht BFAARRE ZEE (7 O7REEZET) LYFERF
= EH
o HBOME: ETIEELD(BFRBETLIELL) ~RREHT —ROKR
o BEOME: RRRMOBR
o DROME: EFHET-ULL
s 3%
Pt Il B
Medical writing ~ supervision, editorial assistance
1 Presentation skill training
2+ How to survive debate & how to chair a meeting
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[ Replications |

EEEE]

| Paradigm shift~
Scientific Revolution

I Dominant, authoritative paradigm I

Sporadic anomalies

‘In both political and scientific development the sense of malfunction that can
lead to crisis is prerequisite to revolution.’
Kuhn TS: The Structure of Scientific Revolution. 2™ ed., U of Chicago Press, 1962.

Paradigm shiftZ#k5D (Z B MASH D EHETHD

= Review article B {4+ X ¥7roriginal contributionC#%
= BGDEER, BEMNTEAL
= ERFHROFN, FFE, anomalies, counter-instancesZ T % M Afreview
articleD & B
®  Ideal review should include a verbal and statistical evaluation of ideas, methods, and
results in primary research...Reviews should treat individual papers as ‘subjects’.
"+ Methodological review
2+ Conceptual review
> To evaluate the quality and origin of the informatien on which medical knowledge is based
i Integrative review
» Metaanalysis
(Berrios GE: The review paper in psychiatry. In: Freeman C, Tyrer P(eds); Research
Methods in Psychiatry, 2™ ed., Gaskell,1992)

Hierarchies of evidence?
(Rawlins, Lancet 372, 2152-61, 2008)

Evidence, in the present context, has only

Criteria
one purpose: it forms the basis for i e ey o sty
informing decision makers about the ‘witha very low rik of bias

! Ay BT ¢
appropriate use of therapeutic interventions W Tt s s sk e Bvos:

in routine clinical practice... e wamﬁmmmw,wﬁa
The notion that evidence can be reliably P o &
e Yy oo
placed in hierarchies is illusory. + e s M
place RCTs on an e Wl condotad sk
for, although the technique has advantages ” confoyling. bas,mdwmy .
it also has disadvantages. Observational T o thiaewe
0 ik &
studies have defects but they also have @
Y . & Gt g

merit. ji

of most aspects of the decision-making

are an ial ingredient
Levels of evidence

process.

Important limitations of RCTs
(Rawlins, Lancet 372, 2152-61, 2008)

= The null hypothesis
« ‘No difference’ hypothesis
# Inappropriate when benefit previously shown

= 73% of RCTs fail to refer to past evidence of benefits of
the Tx in question

= Probability
« Difficulties in interpreting p values
« Stopping rules of trials ~ serious pitfalls; no consensus
« Subgroup analysis
@ The problem of multiplicity
m Generalisability
« Explanatory trials: to estimate the biological effect of a Tx
« Pragmatic trials: to estimate the effectiveness of a Tx
m Resources

EBMICRI 9 DR AHIERAZ

s BATHITLTVS R (evidencelzBRELXHTIIHB)

TR ARSAVIZ R ERET D EHNEBMTH S

STEBMIZESURELBMITEBMOH A KA LIS TR ELHLBEIE

SLESLLOM JENSRREB ORI
(R TBRELNERECTIZT—FA)NOEK. ELBR, 2004)
sevidence  WMATELESHM)
MRATOCDBEICCOHMREHTEIEDOM IEVIREAND, X
#R7 & Devidence (DBATHENE) £ TH&

STCOBEIZX Devidence FFBILLTHINT A LLHYBS

s EBMORE (FH]

EBM is not “cookbook” medicine. External
clinical evidence can inform, but can never
replace, individual clinical expertise, and it is
this expertise that decides whether the external
evidence applies to the individual patient at all
and, if so, how it should be integrated into a
clinical decision.

Sackett DL et al.: Evidence based medicine: what it is and
what it is not. BMJ 312: 71-72, 1996.
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= VeteranDERERE AL,
» BSORELTVIEMOTEE,
» BEATORLELILEBEKTAREER (evidence)LB5IZBE TS (F HevidenceZ
BHEYTL)EE
- BRYEDY DR
o DiE-THEEE, BRLEBMIETELL !
Evidence-based medicine < evidence-led medicine
n KRHEREBOR PouidelineD #EEZALLWCEHNEBMICEITHIEEX
WIZHY>%
- M5t OevidenceD T T HFHIEA(EA TIZEMISZLLY)
- BNTZANERT2FHEB
- EBBEELDMNEYEBMOMMBIZIRIH ?

w —

REKFAIRDT A +8

» ETRREAALVTHAREIELTIIL AL

s BEEE - TOLTXBBRREEOH T L

s BUARENEBHRLLEVTHRAAEDTIIL LN

= BHBREAZRELGVLTHLTULT LTI

n EFAREMNINEEBLAVTTFIUERRLTIEL AL
» BETFF/OORBEBRLEVTRRLTILTAN
= A EHAERELEROFREZRAL TGN
s FRHEEERBLGVEFHREMBEL TIEL AL
. FRAHEEEEOHLTEERDTIILFAL
n (RIS BT TR EEILEL TZO L
(1B MEMETR2—Tv), 2008)

BERO—MREERN ERE

134 B PR SR ER IS A B A

n REBEABPSN, ChEBETHEEWRAHEEESLTL, GLP(good lab
practice) FOBMEBRERT, REE-BETREM-AHMEARESALGLRY, EX
@IIETEZLN

= ERTRESHIENEBRTRRET 0 ES5H ERERRNA

#): cholecystokinin(CCK)
POMEERLE, (RNENERMAEMT L. EBACERE,SBML. BELWBSE, W5
BERLT D)
PIEMBERICLEH .
WIER3E Tdopamine (RINEINH —#t & RIBEAMELL THE

S 1oL ide: BARDF THEA GBI XY
—tROEE
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(BEMEEPHE 2010)

B EREAER CAER) DT

EEMIAEES (18) ISR HER KRR D 248!
E 1 HRRER
o5 THEEER
« 55 IAHELER
JEIVHEELER
BRIk DEREREBRD 73 H:
SRR EEIEER
SRRMHER
SREFAOERER
SRR

L
@  HIMREOHETI oL —MMICRESLIBR
O ZORTRESNDZEANHEBRNFTERR

= 148 (1o EEREERER)

IEM:-BEERAICEREZRSL
o2, R MtolerabilityZ ST
© EMENHEF - 1 FE M dataZ IR
o XM M, HEIERAZEHRE
oSN ELTEELRNDIES
BE
SOHMAREHER ERAEMSERMEMICIEEL, &
KitFAEZEHALMNZT S
oREHEHR: —ERAETEENKEZHS

5 048 (LR IR RAAER)

TEH:-BEITEITARMNROER
O LB ELGREALLDHLIIT, BLEEIC

WMOMMEEE, Ak AREFRNTS

5 D fAEER D 18

» EZEETHISER Phase lla study; proof of concept study
O BB DBET, EDERERTD

n E-1H%RER Phase lIb study; dose range finding study
o AR RGRROBRE
o KYKIRHE
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. . e =
FE M (R REIAERER) I +BEXER 0D 151
EEM AR EOFEORT m BT BREER
oI HTRO-AEE, ERL-BENERUNRE o BEE DR %hE (active comparator)lZ®fL TR
ERITREL, ABRENRLTHENTHAEZRSL St HMEAESHTHIILERITTS
= . EMB5HE
o REIMOBRET Rt BOMERIT
= ICHTI(E300f5l 23 F 1% 5, 100411215 H%
54 52EEHE
L

% I\VH8 (R A BE R BLER)

FEMBEREOBRRRTTOENMNE RetniRsd
o Eohf-BEEATTOhERENMOAREH, BER
ROBTEELGERAEEEITS
® Good Vigilance Practice(GVP), Good Postmarketing
Surveillance Practice(GPSP) IZ#£5

@ Post-marketing surveillance&® &5
1. BEEHE (ERGMERE, 8ERTHRERZR
&)
2. BIE R - BREREHE
3. BETM &I E

ICH(EE S B S EREE ) 1

® ' |CH: The International Cc on Har i of T for

Registration of Pharmaceuticals for Human Use 88— 1991 (Brussels)

= The regulatory authorities of Europe, Japan and the US and experts from the
harmaceutical indus!

in the three regions to discuss scientific and technical aspects
of product registration

m  The purpose: to make recommendations on ways to achieve greater harmonisation in
the interpretation and application of technical guidelines and requirements for product
registration in order to reduce or obviate the need to duplicate the testing carried out

during the research and development of new medicines

m  The objective : a more economical use of human, animal and material resources, and

the elimination of unnecessary delay in the global development and availability of new
dicines whilst maintaining safe ds on quality, safety and efficacy, and

regulatory obligations to protect public health

ICH guidelines: ¥ B 73481

» 5 & quality
nEELOSERIEICETLLO

o R EMSER, S #Hvalidation, EEA,
GMP(good manufacturing practice)%:&

s B2t safety

£1in vivo, in vitroD JEERERRERICES T 510D
= F 3tk efficacy

0120 EREIZDLVT Dguideline

ICH 31tk Dguideline 12f&

E1: BRERR £ MEACH BEERH, REMMISONT
E2:ERERR M EROIMY KL

E3: ARKRIESESBEOMMLNE
E4:-AE—RIGEE

E5: S EREKT—2ZTANOBRERTHER
E6:BRRABRDEEEEICHTIES

E7 - B#hEICHERATIEXROMREEMEE
E8:ERRRBO—ARIES
EQ:ERFRBR DA ROHE

E10: BHORBRLL

E11MNRIZEIT ZRRERRER

E12: &
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wanm

WMOFHHNM 15 ! J
#5245 (B ) - GRSESELLEELSEED o G nsiecs ICREEERFRAFIKY g
HIEAEH CTDOH#ERL EEEM (investigator )l A\ A 1= A EBR D RAIRE s

20015 7H: CTDICLS MR R REENE
2003% 7H:-BELEUTCTDRSIEH L

SR —

(% D W @) - {Common Technical Document)

ERmEEl

bl

REUSETHAEZZ-M)

ICREBERBIZR AP &Y

1"

n B
 BRBR KE, BELHEIRRICEMESHATITIN

s Know-howDZ L&

u IncentivelZfalm ? -« - HERKIC L B2
2 —#RAERR, BT, SMO(site management orgnanization) &%
G RPER

» BEOAB~AOHNBFRE HHBEOSLE

= Conceptual issues

: BRBRIIBTIRERE, ARTHE CRESLIHBE L OBR
cf. Zimmerman M et al. :Are subjects in pharmacological treatment trials of depression representative of
patients in routine clinical practice? Am J Psychiat 159: 469-73, 2002
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ARIKIEE RN BT Eﬁd) R

BMASNE
i IRBAKBE~First Patient In (S —EREAL) ETOXMD L
= ER@AKER: 45 B
» PUTHETY: 50~608
RO~ First Patient In(B—EHEAL) ETOMM:
o ERERERGSUKICTST7HE: # 808
L EEARAEL
—r ABI-YDBANEMK
= B#:65
- 854160
« WE:210
RANIMND: FUTHENDII~566E, STUT AN EUDA~5E
Know-howMZ L\ ERE—MEEARDOE S, HRMENFLERORINELEDER

BERRE: REOXE, BNEORFBBRELICHTEHAROERBADIEHE

e

- HEERI= R BN (DR D) 2

<2

P Smg 1ome FAR P Sme 10me
ChR _DER

P Smg 10mg

L]

Smg 10mg

s BERBRLABROLAN-CO+FEORSLEL
» [REREARICHELZAG - Hf
o HH WRTFTHFA2, £PYHET. management, HIEMEE, AT
4%, medical writing, presentation skill
w CHERICH BN B
» GCP, ERX3t[EAER, central lab, regulatory science, JAERKIEE
LDHMBER EEFOEE, drug lag, Bridging study
n [RERHARARICEIT2BERDILEN
oth7 O7HE
n BULEMEESTHH
—i%h, Xi% B

BROEREEEAR

CDI0ERTORBOEIL

EFRkE0ABRERTIAERILSHIZ(ICH-GCP~#GCP)
DT O DE XA (ghostwriting~EIRN = FEEIZ 1)

EHR0E I O E LR AR BERIENEIM, Lancet, JAMAZIZIBE) ~
AROR, Mg 2E EHTEXETHEh7O7THERIZRNMI NS

TEMEER): BAOBKEN TR - HRICETDF H-BRERI—7

EXSmEcsHEEANHESHOET
PR ——

N. America  Europe N. America Europe N. America
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“Ezifwﬁﬁn:ﬁ:%@%u\igh-drug lag

#HRFEEEGZIORE
LB HHRKBIE (2004%49H)

39(39.4%)

31(31.3%)
28(28.3%)

6(6.1%)

sy 700

xm

*=
TR R LETF: 10388 HRELTLS
F—4(E2004%9ABANELO.
R FFELECHR,

HESARYO BRIEE (AEHE)

ENE L 1] RRE #£38(drug lag)
*E ax
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