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NoriakiOhuchi et.al,

Sensitivity and specificity of mammography and adjunctive
ultrasonography to screen for breast cancer in the Japan Strategic
Anti-cancer Randomized Trial (J-START): a randomised controlled

trial

The Lancet
Volume 387, Issue 10016, 23-29 January 2016, Pages 341-348
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Public Health ?

Public health is defined as the science of protecting the safety
and improving the health of communities through education,
policy making and research for disease and injury prevention.
(Pitt Public Health)

Public health is “the science and art of preventing disease,
prolonging life and promoting human health through
organized efforts and informed choices of society,
organizations, public and private, communities and
individuals”. (Winslow, Charles-Edward Amory (1920).
"The Untilled Field of Public Health"'. Modern Medicine. 2:
183-191.)
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surface glycoprotein: interim results from
the Guinea ring vaccination cluster—
randomised trial
Lancet, 2015 July 31
https://www.sciencedirect.com/science/a
rticle/pii/S0140673615611175?via%3Dihub

25
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

NE

o g BIKFRE(X?
¢ Public Health ?

BARIIIETUVOARRBELTIET U REZBEIEISERALTL
10, AYDESE - EYHEHEEORBNLEENS

o PBESRRO(RE : &£ YT LEREETEZE

+ EREREABR (WH3R) DRI & ARIR

LR (-1998) D BADI &

HREERDOBERR
ERERRERICHITAFI

BR1: JESERABRDE

T8 (TAZ N\ EH)

EIRIBOMEGARS T4
MELTLIDZHOVYEDLH?
o IETURIZECEFTREN? ZLTHEREE?

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND

26



https://creativecommons.org/licenses/by-nc-nd/4.0/

ZREFOEEIZKY,
CCITHRASNTUL B %E
HIBRLZELT=

£ {OF 3

AG7IL-J T NT)(BE1B)

[HET X£58 (L) XBA®D

BEEANFEO=RE IGTHE
E#tt. 20165)

ZREFOEEIZXY.,
CCICTEAIN TV -EZ%E
HIBgLZELT=

EE DK

AG7IL T NS (EE(E)
[YETUREHE(T) XD
BEEANFEDER JGIHE

B#tt. 20164F)

L TF2EZHARAT. [TRTHRSSIRS T,
FEEREFRIC—FIETEEDEITELIEER, TDEIILERENLNALHRATN=DTIT N, FAPYE
FERRGATRBIIALSFESLTEYHLIZLO T, BER (BEOBAEKH) BEHoOTLES=L, TRT
AHNATLESIEVSBEREEL-, — A, BHZRIPEEFLVOBRERICE AR THSILB AR
Bloh, EDRBELDERZRERLELS-,

LHL. ZEhHS20EHFEYHES, COXKIC

MAEFIEREEEDEL

(XX RTOREEET
#913,000FRID =XEm
(RBEODHTF)MLIRES

SOTHRRLEERTRYTRGVNICE K, ETHRIENE

LD THO=CLZMRBEELz. BBELTDZRBROUEHESL, EXEMOERLGE-HFLEF,
ThIA(HEIVR)DERDEELRATYITHY, ERBHELLLITU>THUN LGV BERIEICH HEM,
EEINTIRBELBENZLOTHRRONATNEY,
HHAEDOHBHETIEXR - BREVSFHEITIRACKESNATOET L, EOHFIEIMELTEREL DA
BOBBRVO DOTEEATWIRELNOCE, COEBFDISLHBER S T HFMRILHENERIELT

PLILEEHRSBELEL -, FMBULVEL, FARSETOAETHEI-BRERDEED—DTT ., (HHEED
UTokyo Online Education T iz 2019 KiBiEiE CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

EFE/HEDLNAGNEDICIEZS

I OEmMLETELY, AT EEDIE
83 : WPELWLAS, IESITHMN D EFEMEHEELL
MRLBSSEOREL s mme sl MRS=# )

i 1 ABEOERTRAOBMHDER TR RE
= e 1T 2\ . KAE (QQoHIZFETTRHELUEALL)
R+ (B3I —av/N\TEE750085 A)
ARA AT ILITH (1918-20THES0005 A)
(2R A 258 Z Rt SR OKER D SEF 50008 A
F— X iR K, TIX00H A
FFRADALF N ANEF60075 A
EVTIIZESFEDREEFRZE35008 A

RO EI 0/ \0)19 AR
20095 FB AN TP RITRHDZER

hopk EETANBERRIEDER RHESH
BEBA T (LEHAR. 20134)

HEFECEFTRREROELIDH ?
EREHE
JRY-aSa=H—>3>v

UTokyo Online Education 1l {ffiiz&% 2019 Ki5i5k# CC BY-NC-ND

28



https://creativecommons.org/licenses/by-nc-nd/4.0/

= O =2 #rF&
Death rate (per 100,000 poepulation}

(ot o

10 SEDERRBR SO RIS T4 32~ Tk 29 £ —
Figunel0 Trendsin death rates firom leading causes of death, 1899-2017

400
— I |
. Pneu;‘;nia mﬁ'—’izgﬁ
340
(2017)
_ 2005
e - EVTEN
fim] £23 Malignant neoplasms
: 1643
0B Tubarculagis \
mmﬁﬁa — 8337
o) - \ Cersbrovasculardiseases
\ LA Sy
X Heart diseases
150 "
_ A A — 71
7 VN AR
100 T SrEosy IR — 204
Buicide Accidents Sanility
— 184
a0 1
— 13
I:] TTTTr T 7T T T T rrrr T T T T T T I T T T T T T T T T T T i I T T T T rr T T T T T T T T I T T T T T T T T T I I T r T i r T T e T
BRi& 37 43 «EKEY .pgd o 6. #®m . FHm O 4 . B FEE O
1999 1910 20 &l ‘4] 50 il T ‘el ad 2000 10 M

F

B4 @4, Vital Statistics of Japan 2017
https://www.mhlw.go jp/toukei/list/81-1a.html

29
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

E&E-EBMDHP H

=5 5 - IETY R (EBM)EZE-#iEt
Bk ARELI=RY 1849 AL D &gk (R/—)
1858 FAFUHF—ILEEE
1895 X$#BNOHRER 1897 ZARAEYVERK
(L RTY) (INLZI)LFERTOTY)

1940 R=VV DB HFEK
1946 ARLTRRAL Y
MEHRE

1972 CTOHRFE 1973 RAFUDHER
(INDORXI4ILF)  (EH EEE)

1998 FSAYXTTH5E

(A2 DTRITAYY)

30
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

NEFOESR

18054F FERF M BILFZEALV-ELEF 1T
18674 C.H.Moore ELE & UIB&1iT

18814F T.Billroth K458 & L1 B& T

18844E T.Billroth & £ 17 fiT

18944 W.S.Halsted EZ! 3L E VI BR AT
18974 K.Schlatter B £t

19084F W.E.Miles g =12 =& 5 U] BT i < EBE?E%

4=
19334 E.A.Graham Fy {8l fifi & $&1iT (BREET HH5 )
- e — — Ol O
19354 A.O.Whipple B8+ — 15 A U1 BRflT ERaRIIY
19384 SF.Marshall #2 a4 T &8 & & LI BRAilT
Photo from wikipedia
https://ja.wikipedia.org/wiki/%E3%83%81%E3%83
%ATY%E3%82%A6%E3%82%BBY%E3%83%B3%E3
%82%A2%E3%82%B5%E3%82%ACY%E3%82%A
A#/media/%E3%83%95%E3%82%A1%E3%82%A4
%E3%83%AB:DaturaMetel-plant.jpg
CC BY-SA 3.0
31

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

o i
| O §

E4000$0);5Lﬂ M MNEi4000EME N

PYY=NFLNY= BT =L S Fm et M= MFRS

- SItlh::nlu-:Mul‘.hnﬂ

AR

9B — IR LA —TRDEFT A NHE (B)I(RINERE. 20135F) IvF—IL3- LAD—[ROEFIAA L (F) I(RIIEE. 20134F)

ERISTRADEBEHEHRNSIEEY .. NADERNEEFEETHAZEMNHST=DIE
1970F &
HalstedDELEBILRKFEMMNBESNDIETI0ELLE

B XEICHAWVSIEEEENO D FEHEA
FNALMED BB ILIEESNT-DIL1960FE R . TCMLF/NIAEELDRE LN IRESD

32
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

IO HIBH T (EK Pearsonm 538 EYR.A Fisher[Z kYU fEIL SN 1=

EFREROFER

HERC-RROHR

BLEZF RIS

(=01 DEILTRDIREE ? hhid
EFEh=(TTHRED)

FrEREEMZDOEILE
Galton FD&#E ., BEE. Francis Galton (1822-1911)

ﬁ%B i Ometri kaﬁ$E Photo from Wikipediac
BF(E.S. Pearson 1895-1980)%

BEFLLTRAOVF O KREHUR

Pearson y2 BAEERE

PearsonfHES R | \\q
Pearsony> i &Y D 4
“KIBEAEER” (FisherD“/MEAXRIEBE”) Karl Pearson (1857 -1936)

Photo from Wikipediac 33

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



http://scienceworld.wolfram.com/biography/photo-credits.html
http://scienceworld.wolfram.com/biography/photo-credits.html
https://creativecommons.org/licenses/by-nc-nd/4.0/

T_HE GENE

ANINTMATE HISTORY

Eallxir-RERE

L g BN P

. Ealzdr-RERKE
B =R L H—

$¥F fit-se Plth - $o8F f-ue pip X -w

i

DuE— VB LhD—EEF-HELSANER- LI(RIIER. 2018%F) DB —VE LHD—EEF-HRELSAERE- TI(ERINERE. 2018%5)

HZoE L REDFEEMEDVED..... SHD, ZLTEREIREREIZ,
“NEDEZEICH L TCEGEFRAENENIZEDEELFZRITTDMNIZDLY
TREDAHIGL . REF WG]
F)=—F—TF(Ex)vI7—EER [T RXTORZGLAED
34
UTokyo Online Education Z{ii{ffl{zEZ 2019 K+5iFH CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

ZEEFOEREICKY.
CCICHEASN TV -ERZHIBRLELT:

DUSTEFIZEITHRET 57
ZRE FFIMeaAFELLTOFAFUT—IL]
(EFEkc. 19914F)
http://www.igaku-
shoin.co.jp/bookDetail.do?book=2833
p68-H14 RAEIBEFEDRTREREAMT 52

AW BRE)FAF7—ILITHREFE
fZof=!: it D AMEEL DYEE |
(BRHZE KR+, 20084F)

-'-ﬁi’ FAi—ILlE
ﬁﬁ*@%‘aﬁ-’

EFEEZOHREIZKY.
I AShTULV-ER
#HIBRLZELT=

SEDORMK
SR BFIetFEEL
TOFAFUT—ILI(EZE
E%. 1991%)
http://www.igaku-
shoin.co.jp/bookDetail.do?b
00k=2833

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND

35


https://creativecommons.org/licenses/by-nc-nd/4.0/

E&E-EBMDHP H

¢

BT BREITED IFTUR(EBM)EE - #Et
1849 AL S DIEHEERZ(R/—)

1895 X#EOHER 1897 FREYVERL 1858 FAFLH—) EEx
(LURFY) (L TILERITY)

1940 RV OB FEEK
1946 RARLTRRAL Y

MERER 1947 #HTOSUX LLHER
1960- 753 HLWHE
MABRKREERD S AT L
NIHD K FRIEEAERS R T L
1962 O R T4v7 M
1972 CTOHE 1973 REAFUDORER 1972 Cox[EIF
(INOUXIT4ILR) (=3 EEE)

1998 FSRAYWXITHFH5E

AP RITA4YY)

36
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

ZEEF DA SIZELY,
CCITBRASN TV -EBE
HIBRLZELT=

R.A.Fisher(1890-1962) DB &

EZEFESZDHESICXY.,
ZZICHEASNTLV-E{EE

RERFTEE DA
AT HERIE AR D B3
AEBRIEFAODRM

HIFRLZELT=
Jerome Cornfield (1912-1979)
NEE
Jerome Cornfield David Cox
1912-1979 1924-
NIHCH#EEHREL TEEE RAAVELRFRR
IS3VH LHRISE EBiometrikaiRsE R

OCRTovoEIROBASE R -#HEtH

> multiple risk D ?E;ﬂllﬂ;sﬁl:iﬁk
hiA - EIRBER ) £ iRy E CoxElE
EREREERICHEI R EL TS E

37

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

0

©
1

expletal]l + explatal)

0.8

0.6

0.4

0.2

.0

AV X T1v Y E
logistic regression

/’ log(p/ (- p)) = B, + BX

KUY —RRRIIZIE

f_,I" = Po + p1xy t0 +Ppx,
/
e BT SBR (AR DI TIESH
1 — ' — BEORY) . EAFRERLERS
= =2 TxE 2 Z)RVBFhoHEE

-BIE IR AEZET/INSA—2HETE. Cornfield
DB IZF AT BE, FisherD¥IB 8% B
iﬁw*ﬁg ‘j:_léﬁ_b\'.)f:o

38
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

Cox[allE Cox regression

INF—F DR FE3

A

BAERA
SET
BT D/\NTF—F)

— ~-
¥

mn

) 2

F 55 (

FEl)

=TT IFEELLY

KGEBRNYT—F

12
10

104 9.4
& Stage 2
= o
o= a e Stage 3
@
[&]
=

[
bt a a5
5
a4 33 39
@
o= 37 1.9

2 a3 13 12 5

I, 06 g
z 347
13 1.2 1.1
T T T T T T

5 07 05 05 03 03

05 1152 25 3 35 4 45 5 55 6 65 7 7.5 8

Time (years)

Fg 1. Recurrence rate by stage and time from random assignment. Risk of
recurrence in each B-rmonth interval after random assignment among those
rernaining recurrence free at the start of each interval, by time and stage.

P Sargent etal.

End Points for Colon Cancer Adjuvant Trials: Observations and Recommendations Based on
Individual Patient Data From 20,898 Patients Enrolled Onto 18 Randomized Trials From the
ACCENT Group

JCO 2007; 25: 4569-74 figl

https://ascopubs.org/doi/pdf/10.1200/JC0.2006.10.4323

hazard h(t;x) =h,(t)w(x)

EBINT—FETIL: NF—F=RR&ELICEDLIRBN X EEE=R
NSRRI NIXERAT (FABH TR

DIMEARNVEPHAABRELGERRICLIHTIEES

39

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

EE-EBMD HP H

B W AEREIEY IETFU R (EBM)# - ikt
1849 aLSDaEHRNX (R/—)

1895 X@ORR 1807 PREYLARK 08 TAFTARES
(LUNFY) (AT Ltk T=Y)

1940 R=U)UDEhRHE
1946 RARNLTRRAL Y

1947 FIHTD ST LILHER
ARER 1960- 73V H LR
bfhﬁﬁiﬁtsﬁ_d)‘/x-?é
1972 CTOHRE 1973 REAFLORE NIHDOKRERAERS X T L

(IO XI4ILER) (ZH# EFE) 1984 LRC-CPPT&%

= M
1998 FSRYXTTHE 10 BB

(AL DR TAYY)

40
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

LRC-CPPT

Lipid-Research-Clinics Coronary-Primary-Prevention-Study

7 B A D WAk D B AREE1E
OALATA—JLELIZLDLAS

mULEETLOTL

OLATO0—)L{ETECHDERE DRYE RrmEse ARaTE

http://pathology.or.jp/corepictures2010/03/c02/03.html

38067 RS T47 ALARFIIVETSEARO_ETHRHER
7-10% 40— lost-to-follow-up 0 !l $150,000,000

1%@DALATA—=LELY > 2%DYRIFEL

NI DTITHhNI-ERKRRER D55 THRELBEE# N DB ATZED D
— D THB. MDERTIE. h O THAERNAZELE-HEDODT
L. XVEELTOD—DOTH S,

AHAZ RN LREREADLLR
FRRAERICCHETOERXE : EFERAICEHMN =2 41

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

NHLBIETIILIZ & BEE R ER

NHLBI : National Heart Lung Blood Institute

KB EEREO-ODERRATL. EFEOHPH#,1988;146:11-3.
HEHEEGreenberg Report (1967) o TR04E:BNT-
http://sph.unc.edu/files/2013/07/greenberg_report.pdf

Sponsor
Monitoring Board
Policy
Board
Steering Coordinating Project
Committee Center Office

Central laboratories or centers
Endpoint-committee

Coordinating Center = Data Center 42

UTokyo Online Education AT {ffiZE3 2019 K#5iFi# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

North Carolina-Chapel Hill
SKBDT—4tEV5—K
Ed Davis& (20004EE8)
KH51%1986-87F I Z—ITHTE W
[ k<K -da, BARATEEOHERIZIELC S
ETNEMN, CCOBRANINOTESL. l=|=l'kb g
BEILIEETLSITE]
(EFEELEIBLTTIL/AMMEER)

O —% &4, Chapel HillB3 (-2 LEB%ER) © e

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

E&E-EBMD HP H

LW -SRIt L) IETUR(EBM) & #ikt
1849 AL SN aEHRNX (R/—)
1895 XD E 1897 PREUVESH 1858 FAFTr—ILREZ
(LY RTY) (INLTZILHRTTY)
1940 RV DHERERE L
1946 Zl‘l/jjl*V’f:/.‘/ 1947 #HTHIH LILHAER
LT 1960- I33VHLBR
NABRKRBRD AT L
Wi CrE NIHDO KIRIERAERS AT L
. 51973 RAF:
(AU ZTLILE) (5;?5%%2)% 1980 MilanoRise
1984 LRC-CPPTH#%*
1998 FSRYXZTHF 1991 EBM
l:l“ ) s‘ - A%
BT, 2005 MEGAMNHFE (AHA)

44

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

RAEFEHNFERARSTX
(HEFDEAEHE1994-)
BEDIVRRAUMITERIRMNEEBASH TULVELD[T/N
ARANFEN TSI T HERER
o BIEMIEDA/\AF> (MEGARET 1)
* AT ERMAEBNEIEDUFT (NSASFER)
o BHELEIED T 54— (OFRAT 4)

3L~

TR T—R 3 —EHER

BAD2FE/MIEEEAMRBELTEDZE (FRE20006HERE) .
hTIArNET 3L 5—ZRAEBL T, REOESRFEHAHTE

LS EATHEL

BEAERMNER. SHLOEZESTEL, LHALIHH

(TN TBIHDVEH oT=0 NSASIZCSPORIZEEAY , OFIZATOPIZE M-
1= BRBIIA Ao, LoDl KENREBRHITR, 45

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

20174108268

b EEEEDHAILY,
SRR O B8 1 COISBASN LB EBIRLELS

LS

HA#ZFEHRE 2017410826H
BEERHEY RHEL: HEOHESL

ZEFEFDEEIZRY,

s . CTITEASRTUEEEES | NS S
19915 B At A—TOHEEEEIF— RLELE ' NSA

JCOGT—ARtA—E%iL BHOEM | msovimmenscammons
= (B /XT )y O~V R) S —F § = o
19935 ERIESHES BEe) | Oites | | SR e
20004E CSPOREENEHL—> X%EHEINZARINAE | |

. ol RHBTERN Ty ExHH
2009 BRERREEBRMIRERIL (HFE) | cxpEcl(E2Ek. 2013

N = F) | BSAMOBRRRED LS
2016 ﬂi 75\ AJ Eﬁ HE Eﬂ: qj"?: % Fﬁ Hﬁk EZ.‘?\ J:'-E fﬁ” Fi https://www.igaku- R BEZ M EHO T
shoin.co.jp/bookDetail.do?book= A KW-'”’““’*‘ﬁ*"””mi*“‘*‘f

81034

KiEth R AL (2013) BEEAT+HILBAR (2013)

. . Rh 2o SdE 2 5Lk - _ I TKRERIN-SASERER : BADHNAEREZLEZ-FERAERDEEER]
UTokyo Online Education ZT{ifZEE 2019 KIiZiEkHE CC BY-NC-ND Peli NS Rt s ae



https://creativecommons.org/licenses/by-nc-nd/4.0/

E&E-EBMD HP H

IETUX(EBM)EE-Hist
2 BEEKICEY 1849 AL SDIEIBHX (R /—)

-~ e nif S
1895 X#DHER 1897 FPREUVEH D e 2 e
(LUNFY) (R4 itho=)

1940 RV DR FERK
1946 RRLTRRAYY 1947 b THSUH LERER
PRRER 1960- 753 H LR
NABKREEBRDO AT L

NIH®D 5 AT A
1972 CTORE 1973 RAFUDHER 1980 Mi|an0;§1;:ﬁsﬁ/ 7

(NDVZT4NE) (=3 EBE) 1984 LRC-CPPTRE L
1980-ARPA-NET
— s 1991 EBM 1981 IBM/PCHE
19985 R Y XY J F 5% 1996 PUBMED

(A2 2D T1Y7)006 MEGAD ST (AHA) .
OS2 =/7—33> 7

47
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

E&E-EBMDHP H

IETUR(EBM)ER-HiEt
25 Sapg L1 m 1840 AlSMN =BT (R /)
il = 19008 Pearson®Biometry (BN Xk ELTO#HEE)
1895 X#WODFER 1897 72 1920-30 FisherdS24 LLEHE
(LURTY) (I8
_ 1950-6068 ERSHT-SRARSITOBRKEETILELTOHRE
1940 ~Z= BRSO FEE
1946 Ak 1960tE AT —T—2DEHT (Mantel-Haenszel)
19801 LI A X#rEtDEH

R RHER
1972 CTORE 1973 RE7owxERn -
. 2 ol 1980 Milano®#Ze
(NDVZT4NE) (=3 EBE) 1984 LRC-CPPTRE L
1980-ARPA-NET
— s 1991 EBM 1981 IBM/PCHE
1998F 5 RY XY T 55 1996 PUBMED

(A2 2D T1Y7)006 MEGAD ST (AHA) .
OS2 =/7—33> 7

48
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

UTokyo Online Education 1l {ffl#z& 2019 K155k CC BY-NC-ND

NE

o 25 ERIKGBEREIX ?
¢ Public Health ?

BERRIET VAR RELTIET Y REZEEITERLTL

B KYDEFE-4
o BESE R : £ Mt E TP CER R TE 22
PRELER (i

o BB

%) DX EARIR

LLIAT(-1998) D BARMDI;RER | JELHEHERD IE

RRBRHE R D

BEERRAERIZHITBF1

R

BRIBEBROMEGARAT 4

T TL

WM VEDILM?

R EERD Eﬁ’lﬁ?ﬁ‘%ihé

L

{12/ (TA4AN\VEH)

VI3 EHr. IV, HATUVE=DY, TLTHE
(B.Disraeli(1804-81))
o IETURIEFECEFTREN? ZLTHETREE? &


https://creativecommons.org/licenses/by-nc-nd/4.0/

ICH (1998) LL#T
ICH:ZTZEREICETSERHESE R
D4R A

BRIZHITHRERITH T/ T ARk,
WMEBEOFHRR(?)ERITT-, EVEFEZDEFSICLD,
CCI3BA SN Tz E SR ZHI

fERIE BRLELI
BICHE KSAERNARE T ECTCTEEM T
DVD/\wo—SE{5R

BBC
GALAPAGOS Islands That
Changed The World

7

Photo by David Adam Kess ,from Wikipedia
https://ja.wikipedia.org/wiki/%E3%82%AC%E3%83%A9%E3%83%91%E3%82%B4%E3%82%BI%E3%
83%AA%E3%82%AF%E3%82%A4%E3%82%B0%E3%82%A2%E3%83%8A#/media/%E3%83%95%E3
%82%A1%E3%82%A4%E3%83%AB:A_Galapagos_Land_lIguana_on_the_North_Seymour_lIsland_in_the

_Galapagos_photo_by Alvaro_Sevilla_Design.JPG 50

CCBY-SA3.0
UTokyo Online Education T iz 2019 KiBiEiE CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

GCP/ ICH LIETIOH A E D EER DRI RE R

o F=<SADY OF | (=& >7%HEF)
¢ BRT-ITTHRFESIN TS EH
RAERDEDIES

o EELES

¢ Hikim Lk

¢ %HSEGDFEﬁ

D ERE

o = Rt Y

Kt

o ERORER(TLLTLER

RT3 AY)

o1

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

b THld--
ICH-GCP uﬁuwbb\lo) SERDREIRE R

o 1={SADIYOFH]
¢ BART-ITTHRFESIN TS EH
o EELEKRABEODEDES

o HiEiwm DRI
15EER&HT=Y DIEBIE A /NS0
FEINHERAIILEREBRTIEIERERBOIRFMHABRINTEAL
FREFMICLSEEEHE (FxE. KL%, FRAM)

e ERENDEIE -BLEE
o EBROXRE(E (L TLEREKRAEH)

UTokyo Online Education Z2fiT{ffMEEE 2019 KIEIFME CC BY-NC-ND

52



https://creativecommons.org/licenses/by-nc-nd/4.0/

ICH-GCP/EQLLRTI D H B D ;RERD /5 ik
FTORBRER

¢ 1HEEXHT=Y DIEFI R /S0
BLEDB RS

o FABEFEHEMNTSAIYIIRRAF
aOVhrA—SEEEDE

o ERFIIAERTRE R

FREFIEDPTODRER:
Wi EBLRETII DL !
RERE S TEMICEENT AR
A+77FIC
HMENETEEELNLZITNIERFELELTEESLT

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

EErE SR EIE S5 1 UER

BEMNROELEERME: RBRABRIARELBOMIRDELES
E@'I:*._:Superior

EEXM - +  JEL M Non-inferior

(E'E95%)
NBRZEEFELFNIE| - . B%E : Equivalent
[#ERIIZ (5%) BE
’ ¥ c=9": Indeterminate
Lower o (upper : iﬁ"é"O)
» HERAEREND
dEEIRIRTEHM?

ERERRI ISR TS HARUMRDEL
BB DEL, RERBOFFE (BE-ORXN), --
sEHAEROHHREH KT

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND

54



https://creativecommons.org/licenses/by-nc-nd/4.0/

METHIICE B TLHLY &lE

1. 2730
2. I CE=AEITDEFHRENFELLEL

1619 DD RABRG oM ICHRITHEOEL
=fEBIHAE

BOREBRZTAE, FAEAEITEES
=R ERR Eassay sensitivityF &

55
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

http://www.sod-jpn.org/beginning/discuss_06 10.html

RINTDFERE

o BLOBHIDA T HBCTHARE (RERNBE, B
RBRER) L TRE

¢ 19894 [Z7R/N

THEED-HHEL SRHR

o BBEREbDENIZEET 5 5ER
¢ 5ODNEFINTSARFBREBZLYBRENSGERIND
o ODEDEITEERS !

ZEIEFOEEIZXY.,
CCICHEASNTULV-EESF
HIBRLZELT=

HERESE

EAB#ERE 1998458 16H

RHEL:THRGUIHFEL

L REXKH EEHSDME
IR £ 78

23980516

EEEZEDEEIZEKY.,
CIITHEASh TV -EES
HIRLZELT=

HERZE

BA AR 19984 4H18H
RHEL KEE4ENHEL
Ll EIFSHECHER 5
L ¥2Z8800018FH E4 &
AGREYHLE

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND

28980418

56


https://creativecommons.org/licenses/by-nc-nd/4.0/

R/ NTDFER : Assay sensitivity

7R T (FRYT7RAL D) DY —IFA LB RA
T.3—OYNTERNIIRSY T LR . IR IIEFRRESHh
TWS, HENTEERNRF-OTEERERLUNTELA
ERBRELE=-OMNRBIIRE ? /

SRERER .

REGIE MR . RECIIEROBAME (T EBRIsh ...
nicergoline 177 24 34.5% vs 13.5% mental symptoms
Indeloxazine 551 164 14.9% vs 20.9% spontaneity

21.6% vs 24.9% emotion

iIdebenon 534 179 30.5% vs 33.1% mental symptoms
bifemelate 589 141 37.6% vs 30.9% volition & emotion
propentofylline 762 245 25.6% vs 30.0% mental symptoms

23.6% vs 25.7% emotional disorders
20.2% vs 22.2% volition & spontaneity

ARRREVThEh/ ST ERBELRSERER, 5254
S EMLABRET R THROEOENTASLE LA

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

VITOU (B4 ILAREE) DIERI

o 15fFBFHY19934F9-11AICF T

o BOFURBICHTBVITOVOREBBEEER

o [BEEERAIIEIYRERTHR

LD BATIK(EKIZKEE) PASHIEFTESE
BOSFUIRN B ELERA (ARKXEFEZEBERDOH)
HNABETIIREET. NILARZXFEAEM

o MIREF(REHE) IBEICLIHRTCEZERET

o BEXELKIIZEF.FHLEDIEICIGAISEERE]

o ZONEUANEBERTE., FRIRERIIM (T —HE|E
AAEEZAEFELICTEALIYEEEDRIYIDHBIEEILETEAMNEICH
H->TLV\5S (Nature 19944F9H8H)

LEDOEEERXKEOBBEE L. [BEEEIZIXBEEREANENNS, FDAIC
WEOH ., REEFRFEI RLIELVHERZHLT-
NIZKYEBFEDIRALENLELLGYICH—GCPEEMND

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND

58



https://creativecommons.org/licenses/by-nc-nd/4.0/

1989
1989

1993.9
1996.5
1996.6
1997.3
1997.4
1997.7
1998.4
1998.8
1998.11
1999.2
2002.7
2003.6

2004.4
2007.9

VT DU LIBR O RE PR ER D BE 52

RISTFUBAIL Y L (R/ST)EBEEDORZBRYEL
BT ARFSAURSTRE
YIS EE
ICH-GCP(E6H ARSI ) B
REEWTE

ZHGCP, ERGCPEA!
EXESRERE
EEn-ERMRET 4L

GCPE2EE
ICH-ESHARSAUTBNERT—22 T ANICE TS AEERE LB
ICH-E9H A F 541 U TEREREER D 1= DR ETRG R Bl 18 %0
NENMERICRSIERAERESORY HU 1B

REEWTE

[EETE D AERDSEEDRE B

[ERPROA R IR 9 HfmERiE & 1B AN

EEN-ERMSLERERE

ERH*FABRICBITAHA AR

BR(RTYT4)

59
UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

UTokyo Online Education T {fFEE

1989
1989

1993.9
1996.5
1996.6
1997.3
1997.4
1997.7
1998.4
1998.8
1998.11
1999.2
2002.7
2003.6

2004.4

2007.9 =
(Efaiﬁnwaﬁwﬂﬁsséb\ﬁsa;i RELERD IS

UL E ROl RRBROES

IRINTUBDILY ) L (RNT)BELDES
B#EHATAFSIUESTRRR ¥

VTSR 9/ HREHR >

ICH-GCP(E6HARSAV)EREE (R

(RTY
RELUE
ZHGCP, A9 GCPEAN <¥EGCP'\0)$€T$ >
EXESEERE

Eﬁnn Eﬁ%%ﬁ%ﬁtz@ nﬂﬂi
GCP5E2 1 TN TIEBHE—R
ICH-ESH ARSI BNERRT — %0
ICH- E973»f|~7»r/Fﬁﬁlinitﬁﬁa)f—&ba)%ﬁnJrE’JJﬁﬁllJﬁ%u
NEEMERICRIERAEERD
RELUE
[EREBDAERDERDIRE &
[ERERDARICRE 9 S fmERtE &t 1B AN
EXD - -EEfEeSmiEms FITETEERE. 7OT7RER

FSvT357 . ERREREIEEBRA

RDixH



https://creativecommons.org/licenses/by-nc-nd/4.0/

CNFETBATE R IGREETISEFHLL

!%II 201443 8 158 %47
%JLIZI-I-

FIES
Xk (—REEEK)
E&a PR S ER D En i Bl (G
’7'J:73)L|~5«r7»
Ea R ER-2020E~D R E
(M&EH HEFHD53R)
Xk (IUAF—EBNK., (EESRK)

B i @ s t a t i s t i € &

EMfat OGRS

Fo ML EREFADhARARIC,
EMhiatFOES 78,

KABE T EMHEHE O BRI (R Ay LS4 2014%) 61

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

2013FICHRBEL-FESE

ion AR 6L BR S 1E 5= 44

(TAFAIN\VEH)

Z1EEFDEEIZKY,
ZZITHASN T -EE%
HIBRLZELT-

SRDORM

R85 BIFVDE Ta44/\>
ERRTIRATESHI(BARE
F . 20165F)
https://www.jmedj.co.jp/book

/search/detail.php?1d=740

5% (2016)

wF 28 A Ik

BDEH PLEA
P ofha, Kit. B

20 mbm m

T .
.,
W
b i
Wi
W T
Bl | 3

TRETRACTED(H])
Sk, 2 AT

BAR BEX[HERE : ﬂ—?—%d)hﬁ WEL. & I (P AFE. 2016%)

%Kﬁﬁfsi(zom)&

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

EZEIEZF DA SIZLY,
ZCICEASh TV -EGZHIBRLELE:

MEEELE

2006 JIKEI HEART HZA#NDARBIETVR

RHEL: NIV LR 2B AL KRIEER R ER

The JIKEI HEART Studym B AR ADIETUR%
HERIZHRIE

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND

63


https://creativecommons.org/licenses/by-nc-nd/4.0/

VIMEZIU R RAV M F—T R TREHET 4

Jikei Heart Study B DR A (=LY

el L O COITEASN T EGEEIRLEL-

Lancet 2007;

369: 1431-9 Prof Seibu Mochizuki MD et.al,
ETRACTED: Valsartan in a Japanese population with

3081451 %5 I [ 2B & hypertension and other cardiovascular disease (Jikei

- Heart Study): a randomised, open—label, blinded

PROBE&ER endpoint morbidity—mortality study

B{T/a%+Valsartan vs THE LANCET2007; 369: 1431-9

BT8R +ARBLUSND | https://www.sciencedirect.com/science/article/pii/

B hna e S0140673607606692?via%3Dihub#fig3

1RIVRRAVMIODMEET + D MNE S BHEE (ZEP. TIAICKD AR i
FEE, DAEICKOIAR BIDEICLHIAR; ---)
IRIVRRAVNTEEZ /\HF—FH92:149=0.61(0.47-0.79, p=0.0002) 64

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

UTokyo Online Education ZEflT{ffi{ZE = 2019 KiFiEL# CC BY-NC-ND

YINEZ R RA A —T O RERTEEMT 5

EEEZDESIZXY.
ZCICEAShTL-E{GZEIBRLEL:

IVRRAMMI T HEBEDNEDE
/?
Prof Seibu Mochizuki MD et.al, p

RETRACTED: Valsartan in a Japanese population with
hypertension and other cardiovascular disease (Jikei
Heart Study): a randomised, open—label, blinded endpoint
morbidity—mortality study
THE LANCET2007; 369: 1431-9fig3
https://www.sciencedirect.com/science/article/pii/S0140
673607606692?via%3Dihub#fig3

HAIBKT, AMEDERISHOOLAETAELKRREBEERRBRETSCENEEICHETHS
CEETBRTEIARTHD, T AHRILdouble blindixTlxti<, PROBEZTIThhl-C &,
IDEE, — @M RE MM RE(TIA) ELVSBEEEICSLOWARUIRIVRRIVMZEEATSY, C
D2DDARVRIEDERNR—RIVERAVIDERICKEEBL TSI LETH S,
AMEIZEESEHN KFPEERREVSE—J IIL—TTELbh, LMPROBERENSIEYE
NEENREELDEICEY L TONEIZH DTV AEICE>TEESNA TR END, PUDEE
PTIALLSEBREICZLOVIVR RV ERTET HCEICRELNHAS, RHICEAIL, BENX
BEITOo>CTWAARBYARICIFEMEBARVINREZFREZEESABMETHEVOINATRABELS
ATREM B ETEEL, (BREBIMSAT7ILT—IR—R £E)



https://creativecommons.org/licenses/by-nc-nd/4.0/

L 4

¢ o

® & o o

HERFEETEESH

EBMODAZEY TKBIEBEREERNS (ELITHREFOHMLLVEEET) XL
[CRESh. ZOTRRRIMNRFTEILEICEHDNT=, LHL

2007 EMNEERBNELICHEZ ALY, BRFEHRRD-OHIZKRIERAER
DEBIXAEBBETH-T=

MNAMEEZRITIE. HRETEOBRKRHARZEET SER(T LT, o1
MNASEEGE —RZRTIE. BERBROSREEE - R ERIEOBEILPI
#HBOHIERICIEE o1

SEIOPIHIEKRRBREBDRERICZ LA of=

[RESHEAREHSINETNEZZASMEAENZHNEZHLPILDIL
B CHEERRBREITIIEVSEBEZFIE—BINTEN Tz, KEMFLIE. T
ERESEVVSFMATEHRKRRAERIIERINSZEN S OT-
BFHESN/PNETETHCROZERBHICES XSGR ERIITELE T
RERZ TR o= /MRIECROMEFEL=?

hiI TREOHAMHROSNIETLEM>- HEEDEESHLOFEH
BATHTSEARRERITHEREICIITELGL., EVSBLVAHDH-T=. ©
BAABESHDEEDILIBHISTSERRAERITIFELLILZL

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

@ Eurcpean Heart jounal [2009) 30 14611469 FASTTRACK

10 409 Heurheartyehp 363 ESC HOT LINE

Effects of valsartan on morbidity and mortality in
uncontrolled hypertensive patients with high
cardiovascular risks: KYOTO HEART Study

Takahisa Sawada'®, Hiroyuki Yamada', Bjorn Dahlaf?, and Hircaki Matsubara’
for the KYOTO HEART Study Group

H

Hethud: The h'l'l'_lTC EART Study was of a multicentre, Prospective Randomizer

and re Nt was f
Fulzl' s Cutr #
valsartan add-on G ndf-ARB theatrment an T lloes up
up o W ik kg H-e 1 of st reARE arm, walartan
Ea k HESTUND,
Conch

Watiartan aid-on treatntent B o Ao Dress VOPE A xv.y.luq prits. Ehir Conwen-

Rablpreriha Lisepridy Hompaul! Chirk, i el Saeder

EH"RE‘S%T

W OD{SCTIl Wit 00 24 U ackd v al I el forr higherigh hyper

CEEsn N terTed of the ity and ir 1|"\r

oint (PROBE) design,

£F pelirs. I bolth grouds. T

tonal mon-ARE treatment in high-risk hypertendre patients in lapan, These Benelits cannos be entrr r'frlll.ulllrJ

dilfferencs in Blood presiure dontiol

Kaywaords Higherizk bypertdzifin b BB el pumm ol Bl ot g i M,I-
-
ACE inhibvto nificantly reduced mortabity, myocardial ndare

Introduction it d i .

tion, and stroke in high-rak patients® Another important study,
Cardiowascular disease & the leading couse of morts wiorid m this case with ARE, was the Losartan intersention For Bndpoint
wide! Hypertension is the most cor - came of oo snary LUFE] redusction in hypertermion study, where bosartsn-based
heart diseae and heart Talure im japarg how r, Cerebrovasosar therapy prevented more cirdiovisduler morbedty s death, in
diseate i till more prevalent in fanan than in % = 5 societies pardic strokn, than Mencbsl-based Fegrmen
The percentage of cerebral ble: owo or three times greater blood pressure control’ There are now

than in white people, and cer S’ infarcti n is mostly caused by showing beneficial efiects of RAS blockens o

ZEIEFOAEIZXY,
CZITHEASN T -EBFHIBRLZELT-

G E
BHHZEZE Fpi25%F2H6H

BHU. BEAIET U REFERAPIE
JINILTAR 7-471'/\/0)%3:?&&@%(#

ﬁéhké%
 FHEFHELTOHMR.

JEREEEES

IR %0

T755M?

pCunar-Eype mekscmic droke = b0 b srbensie small vesdel
divepin ! Prof Kohjiro Ueki et.al,

The e —angiote uin fystem (RAS) plays 2 magor role in the Effect of an intensified multifactorial intervention on cardiovascular outcomes and
homeoitas F bie —a = ectrolybed, 3

mortality in type 2 diabetes (J-DOIT3): an open-label, randomised controlled trial
The Lancet 5-12(2017) fig3
https://www.thelancet.com/journals/landia/article/P11S2213-8587(17)30327-3/fulltext

67

Hesipvm, Chi, actiwataah ou BAS 5

Feadcular dasass ncidencs N pan & flars from those in

riand of hyparer. arel cardevaseylar Srgan damige.” PeJueramr
ACEL &g The Heart

Oawncormas Preventicon Evalustion (HOPE) Study reporied that

ou Triah have inves.  ad €

1.5 tivees highar

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

Thomas F. Lischer

The codex of science: honesty, precision, and truth—
and its violations

uropean Heart Journal34(2013)fig1
https://academic.oup.com/eurheartj/article/34/14/1018/

473214

Image from Wikipedia

Mendel D& EE (3 A MA R & £ BEHEF : ERARICE T EHEFORBITHLIDONZ

UTokyo Online Education i {ifi#z&%& 2019 Ki5i5k# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

AAEHEREEE

o HIEIEHCT —RAMIOD 1L, 74, 104,
© 2000F LIfE . ERGIHRAIEMNFEHELTLD,
» 2006 OOOOK [HAEzw=HiE
> 2006 OOOOOK (OOKE) RNAMIZE
» 2012 OOOOK(OOKXZE) MBE (#iEH#HmXT—X 1)
» 2012 OOOK(OOKZE) A IVARZE(#E#HX T —X F101i)
» 2013 OOOOK(OOKXZE) BRAZBIAR(#BEHXT—IF717)
» 2014 OOO0O0OO0O% (OOEX, OORFILKIZH) FEH
» 2014 OOOOOK (OOHHZEFT) Eififa
(2001 FELUF, BHAFFFR/—N/ILE L 1HR2 (i)

o HRAIEXDIELED. HEBF IR,
o1y %Z:IEOD %%‘i?)ko)ﬂo
o STAPHIR E 2 R2HEIC P> EX RN NS LA o T=,

=

69
UTokyo Online Education AT {ffi{ZE 2 2019 K¥EiFk# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

*Elb\iﬁi' J:é

RDE. ATADHI

Z1EHEFDEEICKY,
ZZIZBASNTUL -BEZFHIBRLELT=

BEZE>-HS A RDEDH
BAEEXIAEFE - BFEDES, RE. EH ]

P.135 [X3-2
(RANEFE 20164F)

UTokyo Online Education AT {fflZE3 2019 K#i5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

BABERELICLS
EFERERICIETAENL - BERH L

T/ LG HICS ML= MEFEDRE
o EXQRBIHIRGDEEEEL T D, TAET OIL YIEFD

I=I I:ll:l T—OT:O

o MIBZETIIEARAEAMNZFIZITARTEXETHH. EFIT—HRAHTE
I FEELELY,

o EFICIL, %(@Fﬁﬁ RIS DERIEIERR, TL TR AXGEDE
%%nnb\%é "(

Wy E{EAI

E{RERHT D K I7E DAYRTRRMSHEFEL, EHERE, @R
.1I:L, %)L\ld:ja&‘k’[t?;é;t%&b\ii ‘Fn?ﬁl 2%,

2B 3N  BRGEZBMAETHEBRMMIL BILE
?—’rilihiﬁ—;%}&tﬁi&) BEEAGONE L\_&b\%)é

71
UTokyo Online Education AT {ffi{ZE 2 2019 K¥EiFk# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

RRBEXREEICELD

BER3C130.02% 2000 HD 218
a] IE 32X 130.6%

Web of Science

0.012

0.01

0.008

0.006

0.004

0.002

T |
1 - ]
i 0.0002 IEI" jC '
T 1 ' &F o NMcv=-g~= e e~ e ihi
1 = = -
: 0.0001 : |:|] IE:ﬁjC
i ' .
B 0 sinasasasanaall TN S P I
h BonswdonNt0San
| choanne88288380 L
f Lo B T T O I I o I e I IR I
h---------------------------------------h
B P S . - Y . . ul 15K
\ M|l
%
% N
‘\
R e TS Er i, R ¢ | AT Mo 1
\\‘ -
I\r
il e N iy
‘ | -
3
..mlllllllll”“" ‘
T e e rrrrrerrerrerrwnn” LLLLRL RNy
LU U B B Vs B B Vs B B U BRI T B (R SRS (Vs QR (Vs Y T, QS T, R
CO-H NSNSt WOUO~M~000 O O -
OO OO OO
e R e [ e R [ Qe e e e e e = e e e R I YR Y|
Daniele Fanelli

Why Growing Retractions Are (Mostly) a Good Sign
PLOS One, 4, €1001563(2013)fig3

https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1001563

CCBY 4.0

UTokyo Online Education T {fFiEES 2019 X

BIEEE CC BY-NC-ND

2.0
1.8
1.6
14
1.4
1.0
0.8
0.6
04
0.2

(suoijjiw) @23uUaI2S JO gaAA Ul SpJ02ad

72


https://creativecommons.org/licenses/by-nc-nd/4.0/

HAGEEYFEEFH(20134F9AH10H)

1 EREREARR. BRPRBIERICIL ML) A SRR B D
EORHBIROHERED S ORRO M HBAT

B FFOE (205 B AR e S )

201340 A 10H

ZH ¥

2. Z D=8z T B R 7 :
[CEMRETEEMARRRACDRE

NLETHH L

D2RZIRET 5,

SRSBHBRISEBEORERAELE s s

UTokyo Online Education iﬂ'\ﬂ}ﬁ nﬁﬁ 2019 X iﬁiﬁ CC BY-NC-ND http://www.biometrics.gr.jp/news/all/seimei_20131126.pdf



https://creativecommons.org/licenses/by-nc-nd/4.0/

BAMEEVFEOIHARITEIEE)

TFERZELNZH DD

RETAETFHTS
FIEHERICEIBEEFHS

*® & o O

ZFEFDEASICEKY,

BEOHARTAVEBTIT D | cccmAsh O EEREERLEL-

iLE

BT|ZEZE 2015548 16H
RHEL: THABRFEARIOZEEHELRIE
~N BE4EYFS BEGTHERHE

BRI TR E HIE YRR (20174 A0 )

AMED + B EAR [Z LD E Wt KB RS

=3k

(2018F Eh i a—RXEHIR) 74

UTokyo Online Education AT {fflZE3 2019 K#5iF# CC BY-NC-ND



https://creativecommons.org/licenses/by-nc-nd/4.0/

oo Bl AR D) FERN : J-DOITID A7\ Dk

Effect of an intensified multifactorial intervention on cardiovascular outcomes and mortality in type 2
diabetes (J-DOIT3): an open-label, randomised controlled trial

The Lancet 5-12(2017)
https://www.thelancet.com/journals/landia/article/P11S2213-8587(17)30327-3/fulltext

Effect of an intensified multifactorial intervention on
cardiovascular outcomes and mortality in type 2 diabetes
(J-DOIT3): an open-label, randomised controlled trial

Kohjiro Leki Takayoshi Sosaka, Yukiko Okaraki MosayukiKat, Sumie Okahata, Hisayuki Katsuyema, MikkoHaroguchi AiMonita, Ken Ohashi,
Kazo Hara, Atsushi Movise, Karuo lumi Maokilshiruka, Yasuo Ohashi MitsuhikoNedy TakoshiKadowaki and the - DOT3 Study Group*

Summary

Background Limited evidence suggests that multifactorial mterventions for control of glucose, blood pressure, and
lipids reduce macrovascular complications and monality in patients with type 2 diabetes. However, safe and effective
treatment targets for these risk factors have not been determined for such interventions.

Methods In this multicentre, open-label, andomised, parallel-group trial, undertaken at 81 dlinical sites in Japan, we _

randomly assigned (1:1) patients with type 2 diabetes aged 45-69 years with hypertension, dyslipidaemia, or both, and

an HbA,, of 6-9% (52-0 mmeol{mol) or higher. to receive conventional therapy for glucese, blood pressure, and lipid =0

control (targets: HhA, <6-9% [52-0 mmol/mol], blood pressure <130/80 mm Hg, LDL chaolesterol <120 mg/dL [or
100 mg/dL in patients with a history of coronary anery disease]) or intensive therapy (Hha, <6.2% [44-3 mmol/mol],
blood pressure <120/75 mm Hg, LDL cholesteral <80 mg/dL jor 70 mg/ dL in patients with a history of coronary arntery
disease]). Randomisation was done using a computer-generated. dynamic balancing method, stratified by sex. age,
HbA,, and history of cardiovascular disease. Neither patients nor investigators were masked to group assignment. The
primary outcome was ocourrence of any of a composite of myocardial infarction, stroke, revascularisation (coronary
artery bypass surgery, percutaneous transluminal coronary angioplasty, carotid endarterectomy. percutaneous
transluminal cerebral angioplasty, and carotid artery stenting), and all-cause mortality. The primary analysis was done
in the intention-to-treat population. This study is registered with Clinical Trials gov, number NCT00300976.

Findings Between June 16, 2006. and March 31, 2009, 2542 eligible patients were randomly assigned to intensive therapy
or conventional therapy (1271 in each group) and followed up for a median of .5 years (IQR 7-3-9-0). Fvo patients in
the intensive therapy group were found to be ineligible after randomisation and were excluded from the analyses.
During the intervention period, mean Hba,, systolic blood pressure, diastolic blood pressure, and LDL cholesterol
concentrations were significantly lower in the intensive therapy group than in the comventional therapy group
[6- 8% [31-0 mmol fmol] »s 7 -2% [53- 2 mmol/molj; 123 mm Hg vs 129 mm Hg 71 mm Hg s 74 mm Hg and 85 mg/dL
vs 104 mg/dL, respectively; all p<(0-0001). The primary outcome occurred in 109 patients in the intensive therapy group
and in 133 patients in the comventional therapy group (hazard ratio [HR) 0-81, 95% CI 0-63-1-04; p=0-094). In a posi-
hoc breakdown of the composite outcome, frequencies of all cause mortality (HR 1-01, 95% CI0-68-1.51; p=0-95) and
coronary events (myocardial infarction, coronary artery bypass surgery, and percutanecus transhiminal coronary
angioplasty; HR 0-86, 0-38-1.27; p=0-44) did not differ between groups, but cerebrovascular events (stroke. carotd
endarterectomy, percutaneous transluminal cerebral angioplasty, and carotid artery stenting) were significantly less
frequent in the intensive therapy group (HR 0-42, 0-24-0-74 p=0.002). Apart from non-severe hypoglycaemia
(521 [41%] patients in the intensive therapy group vs 283 [221%] in the conventional therapy group, p<0-0001) and
oedema (193 [15%] 15 129 [10%], p=0-0001), the frequencies of major adverse events did not differ between groups.

Interpretation Our results do not fully support the efficacy of further intensified multifactorial intervention compared
with current standard care for the prevention of a composite of coronary events, cerebrovascular events, and all-cause

mortality. Nevertheless, our findings suggest a potential benefit of an mtensified intervention for the prevention of

cerebrovasoular events in patients with type 2 diabetes.

Funding Ministry of Health, Labour and Welfare of Japan, Asahi Kasei Pharma, Astellas Pharma, AstraZeneca, Bayer,
Boehringer Ingelheim, BristolMyers Squibb, Daiichi Sankyo, Eli Lilly, GlaxoSmithKline, Kissei Pharmaceutical,
Kowa Pharmaceutical, Mitsubishi Tanabe Pharma, Mochida Pharmaceutical, MSD, Novartis Pharma, Novo Nordisk,
Omno Pharmaceutical, Plizer, Sanwa Kagaku Eenlkyusho, Shionogi, Sumitome Dainippon Pharma, Taisho Toyama
Pharmaceutical, and Takeda.
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Effect of an intensified multifactorial intervention on

cardiovascular outcomes and mortality in type 2 diabetes (J-

DOIT3): an open-label, randomised controlled trial
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Nakamura H et al

Primary prevention of cardiovascular disease with pravastatin in am—
Japan (MEGA Study): a prospective randomised controlled trial IVI E ( A
Lancet 368:1155-1163, 2006 fig3 ,

https://www.sciencedirect.com/science/article/pii/S014067360669

o Primary prevention of cardiovascular disease with
pravastatin in Japan (MEGA Study): a prospective

751 {ZQ?DﬁﬁaajmmiSEd controlled trial

I Haruo Nakamura, Kikuo Arakawa, Hiroshige takura, Akira Kitabato 'c: Yoshio Goto, Takayoshi Topota, Noriaki Nokaya, Shoji Nishimoto,

Eﬁ,ﬁﬁﬁnﬁsﬁ * Mazaharw Muranaka, Akire Yamometo, Kyoichi Mizuno, Yoswo Chash r-:rt'“ MEGA Study Group
= A e 78 [
=1718 . ackyro Evidence-based treatment for hypercholesterolaemia in Japan has been hindered by the lack of direct

‘ —'eude in this population. Our aim was to assess whether evidence for treatment with statins derived from
*) b m 0) I e]xapulatmns can be extrapolated to the Japanese population.

Methods In this prospective, randomised, open-labelled, blinded study, patients with hypercholesterolaemia (total
cholesterol 5-69-6-98 mmol/L) and no history of coronary heart disease or stroke were randomly assigned diet or

E *A@,L\%E%@JM@@ pravastatin daily. The primary endpoint was the first occurrence of coronary heart disease.
t¥tic es were done by intention to treat. This trial is registered at ClinicalTrials.gov, number
S  —
TETURIEELLEUTDIC
5 3966 patients were randomly assigned to the diet group and 3866 to the diet plus pravastatin group.
; ‘i)bni <0—CL% ow-up was 5-3 years. At the end of study, 471 and 522 patients had withdrawn, died, or been lost to
follow-up in the diet and diet plus pravastatin groups, respectively. Mean total cholesterol was reduced by 2.1%

S —
I t 7—s Vs z E& [Emmﬁ 27 mmuol/L to 6-13 mmol/L) and 11-5% (from &- 27 mmol/L to 5-55 mmol/L) and mean LDL cholesterol

3.2% (from 4-05 mmol/L to 3-90 mmol/L) and 18-0% (from 4-05 mmol/L to 3-31 mmol/L) in the diet and

(E%_ﬁ %ﬁ“rﬁ plus pravastatin groups, respectively. Coronary heart disease was significantly lower in the diet plus

g pr atin group than in the diet alone group (66 events vs 101 events; HR 0-67, 95% CI 0-49-0.91; p=0-01).

4 Tnoo There was no difference in the incidence of malignant neoplasms or other serious adverse events between the
FERREFER)  vopon

2 £ E Fﬂﬁ riE%‘ -g IE : 1:| rPTreal.menm ith a low dose of pravastatin reduces the risk of coronary heart disease in Japan by much

e sdme amount as higher doses have shown in Europe and the USA.
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James Shepherd et.al,
Prevention of Coronary Heart Disease
with Pravastatin in Men with
Hypercholesterolemia
NEJM 1995 ; 333:1301-7. fig2
https://www.nejm.org/doi/full/10.1056/
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Primary prevention of cardiovascular disease with pravastatin in Japan (MEGA Study) : a prospective randomised controlled trial
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Are randomized trials always necessary?
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Breast cancer mortality at ages 35-69
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Breast cancer mortality at ages 35-69
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