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Getting the Methods Right — The Foundation of Patient-Centered
Outcomes Research

Sherine E. Gabriel, M.D., and Sharon-Lise T. Normand, Ph.D.
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ons and Delivery Strategies and in Research Method.

Milestones in Health Care fons and Delivery

g

Antibiotic agents lin and kidney dialysis, general
hesia, radiotherapy, first heart-purnp machine, influenza vaccine,
Papanicolaou (Pap) smear to detect cervical cancer, cortisone, intraocular
lens implants for cataracts

Cardiopulmonary resuscitation, kidney transplantation, vaccination against
poliomyelitis, chl for schizophrenia, Zeiss flucrescence micro-
scope, antitubercular therapy, cardiac pacemaker, artificial heart valve,
successful open-heart bypass surgery

Charnley’s hip replacement, coronary-antery bypass grafting surgery, heart trans-
Pl , oral pill, pe tal diag of Down's d

Cure for same childhood cancers; neonatal intensive care; computed tomaography;

Milestones in Research Methods

First large-scale, randomized, controlled trial

Case-cantrol methodology, Kaplan-Meier survival
estimator

Explanatory versus pragmatic trial concept, data
and safety monitoring, growth of observational
research methods committees

Cox lhazards model; met; lysis

coronary angiography; quality measures in health care; ambulatory surgery;
vaccinations against smallpox, measles, mumps, rubella, and pneumonia

Insulin therapies for diabetes mellitus, thrombaolysis for heart attacks, anti-
pertensive drugs, magnetic resonance imaging, robotic surgery, perma-
nent artificial-heart implant, deep-brain electrical stimulation system, first
laser surgery on the human cornea, hepatitis B vaccine

Coronary stents, triple therapy for the acquired immune deficiency syndrome,

ntroduction of biclogics, *physician extenders,” facial transplantation,
waccine against hepatitis A, first rotavirus vaccines

Human Genome Project completed, drug-eluting coronary stents, FDVA guid-
d I

ascendancy of randomized, controlled trials;
statistical stopping rules

Propensity score; large, simple trials; prognostic
models (e.g., Framingham risk score), growth
of decision and cost-effectiveness analyses

Evidence-based medicine, cumulative meta-anaky-

sis, reporting guidelines (CONSORT statement),
¥ wies, electronic health rec-
ards, Markov chain Monte Carlo sampling for

Is.gen), o

ance on p e Ivasive technigues for
surgery. human papillomavirus vaccine to prevent cervical cancer

Genomics, epigenomics, individualized medicine, health information tech-
nology, emergence of telehealth, meaningful-use initiatives, Affordable Care
Act becomes law

tion science,
large-scabe genomic research, reproducible
research

Patient-centered outcomes research

Infarmation on health care interventions and delivery strategies are from Le Fanu.! CONSORT denotes Consolidated Standards of Reporting
Trials, and FDA Food and Drug Administration,
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Pediatrics International (2013) ws, se—se

Original Aricle

doi: 10.1111/ped.12036

Predictive value of clinical chorioamnionitis in extremely

premature infants

Hironobu Tokumasu, Shiro Hinotsu, Fumiyo Kita and Koji Kawakami

Department of Pharmacoepidemiology, Graduate School of Medicine and Public Health, Kyoto University, Kyoto, Japan

. Japan Neonatal
‘-, Research Network (NRN)

Table 2 Relationship between clinical CAM and histological CAM

Histological CAM (n)

Clinical CAM (n) +) (=) Total
(+) 681 105 786
(=) 445 1236 1684
Total 1129 1341 2470
CAM, choricamnionitis.
Table 3 PPV of clinical for histological CAM vs gestational age
PPV CCAM (+) CCAM (+) CCAM () CCAM () Total
HCAM (+) HCAM () HCAM (+) HCAM ()
Gestational age n 891 115 14 61 120 310
(weeks) 4 859 134 22 101 180 437
25 86.3 164 2% 103 241 54
2% 86.1 136 22 95 3 376
27 863 132 21 88 in 613
Total B6.6 681 105 48 1236 2470
CCAM, clinical chori ionitis; HCAM, histological chori PPV, positive predictive value.
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Int J Colorectal Dis (2011) 26:1531-1540
DOT 10.1007/500384-011-1246-0

ORIGINAL ARTICLE

Clinical usefulness of pit patterns for detecting colonic lesions
requiring surgical treatment
Yasutoshi Kobayashi + Shin-ei Kudo - Hideyuki Miyachi - Toshihisa Hosoya «

Nobunao Ikehara « Kazuo Ohtsuka + Hiroshi Kashida - Shigeharn Hamatani +
Shiro Hinotsu + Koji Kawakami

¥ Table 2 Diagnostic
oy i pecc fnwes Percentage (no. of cases; 95% CT)
T i Sensitiviy Specificity PV NPV
Thrce features (4, B, and €) 8% 86.3% 66.0% 742%
# ) . § (33069 o 33/50) (101/136)
— _ - A gt mrownem, B gl pi 35.6-60.2 7920 512-788 660-814
1 Pit patem classification by rystal violet stzining. & Non- (= ;i Two features (A and B) 753% 81.2% 02% 848%
. staining, CT confidence inter- s
oeoplat, f adenommion,  caoeomus, terst Kudo 1.0l opy puckive pedicive (5269 s e ©512)
e, NP negative pcioive 635-849 729-87.8 585803 765-%09
Sleep Medicine 12 {2011) 565-571
Contents lists available at ScienceDirect
sleepmedicine

Sleep Medicine

journal homepage: www.elsevier.com/locate/sleep _

FI.ST

Original Article

Night-to-night variability of sleep latency significantly predicts the magnitude
of subsequent change in sleep latency during placebo administration

Atsushi Ogawa, Shiro Hinotsu, Hisashi Urushihara, Koji Kawakami *

Department of Pharmacoepidemilogy, Graduate Schoal of Medicine and Public Health, Kyoto University, Yoshida Kenoe-cho, Sakyo-ku Kyoto 606-8501, japan
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December 2011 | Volume 6 | lssue 12 | e28483

OPEN & ACCESS Freely available online @ PLoS one

Oseltamivir Prescription and Regulatory Actions Vis-a-Vis
Abnormal Behavior Risk in Japan: Drug Utilization Study
Using a Nationwide Pharmacy Database

Hisashi Urushihara', Yuko Doi®, Masaru Arai®, Toshiyuki Matsunaga®, Yosuke Fujii*, Naoko lino?,
Takashi Kawamura®, Koji Kawakami'*

1 Department of Pharmacoepidemiology, Graduate Schodl of Medicine and Public Health, Kyoto University, Kycto, Japan, 2 Ain Phamaciez Inc, Tokyo, Japan, 3Krft inc,
Tokyo, Japan 4 Department of Clinical Research and Informatics, Research Institute National Center for Global Health and Medicine, Tokyo, Japan, 5Depatment of
Preventive Service, Graduate School of Medicine and Public Health, Kyato University, Kyoto, Japan
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Diagnostic performance of chromoendoscopy and narrow band
imaging for colonic neoplasms: a meta-analysis

doic 0.1 111/7.1463- 1318.2010.02449 .5
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MabThera/Ritucan rituximab 6034 6166 1A AWM MRIE20068
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Avastin bevacizumab 2428 3634 OXERHTEHEOREL
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Tarceva erlotinib 1068 1357 ;’::;?,E:Z’(::::Lf6
Casodox bicalutamide 1206 1335

Zoladex gosaralin 1008 1104

Sandostatin octreotide 915 1027

Xeloda capecitabine 76 1019

Camptosar irnotecan 903 99

Erbitux cotuximab 652 692

Sutent sunitinib 219 se1 {0 1005 FL

Xolair omalizumab 425 472 BEFRImADERYT
Taxol paclitaxel 563 422
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NICE technology appraisal guidance 118

Bevacizumab and cetuximab
for the treatment of
metastatic colorectal cancer
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Available online at www.sciencedirect.com

SciVerse ScienceDirect

F[ SFV]FR journal homepage: www.elsevier.com/locate/vhri

Economic Evaluation of Pravastatin for Primary Prevention of Coronary
Artery Disease Based on Risk Prediction from JALS-ECC in Japan

& Yoshie Onishi', Shiro Hinotsu', Yoko M. Nakao®, Hisashi Urushihara®, Koji Kawakami, MD, BhD™*
A LA il LN W il e 2

*Department of Pharmacoepidemislogy, Graduate School of Medicine and Public Health, Kyoto University, Kyota, japan; *Department of Medicine and Clinical
Science, Kyoto University Graduate School of Medidne, Kyoto, Japan
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The NEW ENGLAND JOURNAL of MEDICINE
N ENGL) MED 367,'1]‘ MNEJM.ORG OCTOBER 2§, 2012

“ ORIGINAL ARTICLE ”

Aspirin Use, Tumor PIK3CA Mutation,
and Colorectal-Cancer Survival

Xiaoyun Liao, M.D., Ph.D., Paul Lochhead, M.B., Ch.B., Reiko Nishihara, Ph.D.,
Teppei Morikawa, M.D., Ph.D., Aya Kuchiba, Ph.D., Mai Yamauchi, Ph.D.,
Yu Imamura, M.D., Ph.D., Zhi Rong Qian, M.D., Ph.D., Yoshifumi Baba, M.D., Ph.D.,
Kacri Shima, D.D.S., Ph.D., Ruifang Sun, M.B,, Katsuhike Nosho, M.D., Ph.D.,
Jeffrey A. Meyerhardt, M.D., M.P.H., Edward Giovannucci, M.D., M.P.H., Sc.D.,
Charles S. Fuchs, M.D., M.P.H., Andrew T. Chan, M.D., M.P.H.,
and Shuji Ogino, M.D., Ph.D.

A Colarectal Cances-Specific Mortality, Mutart PIKICA B Colorectal Cancer-Speciic Martaliy, Wild-Type PIKICA
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Figure 1. Mortality among Patients with Colorectal Cancer, According to Regular Use or Nonuse of Aspirin
after Diagnasis and PIK3CA Mutation Status.
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Lancet 2009; 373:1607-14

Voglibose for prevention of type 2 diabetes mellitus:
a randomised, double-blind trial in Japanese individuals with
impaired glucose tolerance

Ryuo Ko Naoka Tajima, Yasuhik 3 ashiwag, Kazuaki Sh o, Kohel Kaku, on behalf of the Voglibose
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ORIGINAL ARTICLE
Cost-effectiveness analysis of voglibose for
prevention of type 2 diabetes mellitus in Japanese
patients with impaired glucose tolerance
Shurya leda'®, Makoto Kobayash’, Macko Tajima’ @
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Figure 3 | (a) Results of the sensitivity analyses on expected cost.
(b) Results of the sensitivity analyses on expected Iife years. IGT,
impaired glucose tolerance; NGT, nomal glucose tolence; T2DM,
type 2 dizbetes mellitus.

2013/5/27

10



RERFSPH ERARHAFRBEER I —XIMCR)
(Emﬁk‘ﬁﬁﬁih&M/\$T>

- KMERE RUED 14 BB 25 81U
« BRIRE TP 155m « T BRITESR
« XBMERER « FHIE - SRERERIROTSRGR
< HRTOEI—IL « ARVRIAY HERHR. B8 it

CMERIE (BUEA - D)
< SPEERRY B9 T0 kO — U or MRS

< EIRBIB (B0HA - &ED
- MCRH% 1588
- EERORE A
¢ X DDHIE@B/%
 EERORRCEE. BRHEROSE. BIfCEE b

oo EEEE R BUHE - {TIE

MR WPH ST (RRSE)

mRER ANBIm
HRHW: l!lﬂ'qu XAX Eiﬁ@m%tﬁﬁ
LEL Y T IIR l x J.! ‘ ﬂ'l' ﬂ" LR T N LN T B
nxw N TR Ee R MPHRR
nE o _' WREN ET EEL ]
SANARS "" O MIN-AE . (T ] BMETHT
HERA: MEREE VLA MMET WE, AR T ATE
FERE (L TR LT LR PO EE g 1
e F-ARE . EART Tr/T-RNR-RNE . SERE(EMNE
wIE WAIE  BECMEEREES-@E (WD _ i 0
WIE wE e ERLEN. SROBR (It FoRR Edvaed Wong (A TAEA-KEHFRIE
L] WRITE  BFCHEERTHEBGOUN (ER -
W4l WAME  RMBMER L LERAE (L) ;:““.“ 0 B R R ;
WEE WANE  EMOESHESEE (S LS LIEL RL S LR
WoE WATH RAMIRE (AW P

wiE NMAWE  FIT{IARROERGH. BRETFFR (0L ®IE TLEE] lll.(.’.nlll ARZERN (WM

o« EXG ERSEOMRHE. KELEE n

il
- WeE 1282
BN MPHRE (REEIO) = VA R OERMAENN (1
wiE AwE lllﬂ:ll BEDRALN (Worg!
aREN AHE 4R WeE Ana NPAESSREAMEORT it @I
e ERETHT
LELLY U0 ) 1 B ) (R S R

ARERT S—) ERRC CENRATe WM. SORT AN
EF-LE. WA (DEATREAR-ARESCF—) LER
~HEIFARR S HAMEMERER) . Ovstan Bl
(Catenon) . PHEF EREEaRBEARN) EXER (T Ty

CET FARE) . BEELS (MIYASRCLY— HARSE . RIIE
AR ATRAEE B < ISR CENRSMT . ANA

Fi% LABAREEA .AERE
(T R Bdward Worg (5 i L8 IR TR AR)
L 8§ GHIMATE
EESEAEEL AR G Mo () ”':
m
HH
mm
i
|
HH
i
e

2013/5/27

11



HEAEALRELHER - HLREELRER (AR

(SPH) RAIZEFHETIE. KFEFRE REARHY 0
FI) HAREZFRLTVET, CHROBHDLTF 40
HPEZ RS 201365188 () A —TF>
Iin&Y

Fr /R (FEER) .6 8298 (L) iRBAE (&
ij—o = : =

2013/5/27

12



