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Roles of the Data Storage System in Clinical Trials and
Observational Cohort Studies

Shinichiro UEDA*! and Shigeru KAGEYAMA ™

* Depértment of Clinical Pharmacology & Therapeutics, University of the Ryukyus, Japan
*? Division of Clinical Pharmacology and Therapeutics, Jikei University School of Medicine, Japan

{Abstract)

Appropriate observational studies with sufficient external validity are apparently warranted to assess
comparative effectiveness and safety of treatment with approved drugs in real world clinical practice. This
kind of study must register patients consecutively without any arbitrariness, assess outcome carefully, (e. g.
cardiovascular events) and automatically extract clinical data including results from laboratory tests and
prescribed drugs. Clinical trials for the assessment of efficacy of newly developing drugs may also need such
patients’ registry. Data storage system by SS-MIX may be appropriate for this purpose.

(Upn J Pharmacoepidemiol 2013 ; 18(1) : 31-34)

Key words: post-approval, cohort study, data storage system registry of patients, comparative

effectiveness research
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EDITORIAL

Non-Statistical Key Issues in Conducting Sensible
Observational Studies to Resolve Clinical Questions
Shinichiro Ueda, MD, PhD

“Life Is Not Complex. We Are Complex. Life Is Simple,
and the Simple Thing Is the Right Thing.” Oscar Wilde
Life is full of questions. Clinical practice is full of clinical
questions. Physicians have many questions come across their
minds when seeing patients ie 3 questions for every 10 pa-
tients they see,! although most questions, unfortunately, are
left unanswered. To resolve such questions as quickly as pos-
sible, the best thing for us is to appropriately conduct clinical
research. Some physicians think that observational studies are
easier to conduct than randomized controlled trials (RCTS).
This is true in some aspects but in other aspects, completely
wrong. We have to bear in mind some key issues, which does
not necessarily mean complicated multivariate analysis, for
conducting sensible observational studies.

Article p2225

In this issue of the Journal, Minakata et al report the possi-
ble association of impaired renal function with poor outcome
in patients after coronary artery bypass grafting.2 I would like
to emphasize that their success may be attributed to the regis-
try of patients well constructed by the clinical questions they
had, the patients and outcome they defined, and the variables
they selected. Clinical studies based on registries have been
increasingly published recently.34 The key issues for registry-
based observational studies are discussed in this editorial re-
view.

Purpose of the Study and Clinical Questions

First of all, the most important issue in conducting any clinical
research is to have a clear purpose; that is, sensible clinical
questions from clinical practice. The quality of clinical research
largely depends on the quality of the clinical questions and
subsequent research hypotheses. There are roughly 2 types of
clinical research (Table). Seeds-driven research examines the
efficacy of new drugs for approval by regulatory agencies,
whereas needs-driven research is intended to resolve clinical
questions. The former needs a very strict study design. Effi-
cacy of drugs should usually be tested in double-blind, RCTs
with restrictive criteria for eligible patients and endpoints under
the strict regulation and guidance (ICH-GCP) with few excep-
tions. Observational study design may fit the latter but RCTs
also are applicable as pragmatic trials with less restrictive
design. Pragmatic RCTs may also be fit for comparisons of
strategies of care. For example, intensive control of cardiovas-

cular risk factors such as blood pressure is better to be com-
pared to standard control by a RCT rather than in a cohort
study. Therefore, study design should be determined by the
purpose of study not by a hierarchical “pyramid of evidence”.

Definition of Patients and Outcomes

The target population on which the researchers will focus should
be defined clearly according to the purpose of the study. As
observational studies usually need a large number of typical
clinical practice populations for sufficient statistical power and
generalizable results, inclusion and exclusion criteria should
be clear, simple but much less restrictive than in a RCT testing
the efficacy of new drugs in similar patients. For example, the
RELY trial was a phase III trial that the examined efficacy and
safety of dabigatran for approval and the exclusion criteria of
RELY trial consisted of more than 20 conditions,’ whereas the
cohort study comparing warfarin and dabigatran by FDA sen-
tinel project had only 3 disease-related conditions as exclusion
criteria.® Selected patient subgroups can also be predefined
according to clinical questions but the feasibility of dividing
patients into subgroups should be assessed. Outcomes are
another part of clinical question. Outcomes in observational
studies should be more (or equally) objective and severer than
those in RCTs. When patients with atherosclerotic cardiovas-

'ASAéeds-dr-iven research
- Evaluation of efficacy of new drugs for approval
- Principally double-blind randomized controlled trials
- Rigid study design

- Restrictive inclusion and exclusion criteria for maximization
of efficacy and minimization of adverse event risk

Needs-driven research
- Clinical question based

- Comparison of effectiveness of treatments outside of clinical
trial settings

- Comparison of strategies of care
- Evaluation of association between variables and outcomes

- Observational studies and pragmatic randomized controlled
trials :

- Less restrictive inclusion and exclusion criteria for represen-
tatives of clinical practice
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Registry of well-defined patients

Completeness of follow up for well defined
subjective outcomes and variables

Figure. Well-constructed registrations of patients can be used as platforms for several types of clinical research.

cular diseases are focused on in observational studies, outcomes
may be death, nonfatal myocardial infarction and nonfatal
stroke, whereas double-blind RCTs are allowed to assess less
objective and milder endpoints such as worsening of heart
failure or angina. Outcomes in observational studies should
also be easier to diagnose than in RCTs. Most diagnostic cri-
teria in clinical trials appear to be unfriendly and cannot be
translated for use in large observational studies like as inclu-
sion and exclusion criteria. Improvement of feasibility, usu-
ally at lower cost than in pharmaceutical trials, at the expense
of the precision of diagnosis may be acceptable traded off. A
debate still lives on in terms of accuracy of case-specific mor-
tality even in clinical trials.”8 Because fewer researchers con-
tribute to observational studies than clinical trials and report-
ing cases with selected information carries unavoidable and
unadjustable biases, intensive laboring to determine the cause
of death in many cases, which may be more complicated than
those in RCTs, may be impractical.

Variables

Because the aim of observational studies may principally be
seeking a possible association of target variables with outcomes
and confounding is a key threat to the validity of results, logi-
cal selection and definition of target variables (independent
variables to be tested) and variables confounding results (con-
founders or adjusters) in accordance with the purpose of the
study is necessary.

Registration of Patients and Collection of Their Information
Once the patient group is well defined, patients must be con-
secutively registered. Either intentional or unintentional exclu-
sion of eligible patients causes a selection bias. Missing pa-
tients are usually not missing at random. Logically excluded
patients from the registry should also be recorded and reported
precisely with the reason of exclusion for validity of the sum-
marized data and sensitivity analysis. An advantage of obser-
vational studies is inclusion of a population representative of

clinical practice, so exclusion of patients may reduce this ad-
vantage. Recently developed data storage systems may help
consecutive registration of patients through automatic data ex-
traction systems. Care is needed, however, because coded di-
agnosis is not necessarily correct and therefore adequate vali-
dation of extraction system is absolutely required.

Registration of 3,000 patients receiving newly approved
drugs as typical post-marketing surveillance in Japan has little
value in terms of assessment of safety and efficacy because of
intentional selection of patients, lack of comparators, and some-
times forced switching from drugs competing new drugs with-
out any sensible clinical reasons. Such studies should not be
regarded as proper observational studies but just seeding trials
only for promotion of new drugs.

Relevant variables and outcomes also should be collected
with similar caution. Reliability of results from prospective
cohort studies may depend on completeness of follow-up. As
mentioned before, missing variables and outcomes, which are
not usually missing at random, may cause biases. Researchers,
hopefully with biostatisticians and research coordinators, are

- advised to discuss which and how many variables and out-

comes should be collected. Standard operating procedures for
data collection and data management at participating sites and
central data centers should be established. Although intensive
monitoring of data, such as source document verification, done
in the same way as pharmaceutical trials is difficult in obser-
vational cohort studies, central quality control of collected data
at data centers by a biostatistician may improve the accuracy
of results.

Registries of Patients as Platforms for Any Clinical
Research (Figure)

Appropriately constructed registries of patients can be platforms
for any clinical research. Prospective or even retrospective
collection of well-defined outcomes and variables may allow
researchers to conduct sensible cohort studies, case-control
studies and cross-sectional studies based on one registry. Prop-
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er data management and central statistical monitoring of reg-
istries by biostatisticians may improve the quality of data at
lower cost. From this point of view, registries of patients can
also be platforms for RCTs. In fact, the Thrombus Aspiration
in ST-Elevation Myocardial Infarction in Scandinavia (TASTE)
trial investigators recently successfully conducted a large, clin-
ical question-based RCT at very low cost based on the plat-
form of a well-constructed registry of patients.® Unlike phar-
maceutical trials, researchers in academic trials are haunted by
concerns about cost, enrolment of patients and quality control.
Registry-based RCTs as well as observational studies may help
researchers overcome such obstacles.

Disclosures
None.

References

1. Ely JW, Osheroff JA, Ebell MH, Bergus GR, Levy BT, Chambliss
ML, et al. Analysis of questions asked by family doctors regarding
patient care. BMJ 1999; 319: 358—-361.

2. Minakata K, Bando K, Tanaka S, Takanashi S, Konishi H, Miyamoto
Y, et al. Preoperative chronic kidney dysfunction as a strong predic-

tor for postoperative infection and mortality after coronary artery
bypass grafting. Circ J 2014; 78: 2225-2231.

. Daida H, Miyauchi K, Ogawa H, Yokoi H, Matsumoto M, Kitakaze

M, et al; PACIFIC investigators. Management and two-year long-
term clinical outcome of acute coronary syndrome in Japan: Preven-
tion of atherothrombotic incidents following ischemic coronary at-
tack (PACIFIC) registry. Circ J 2013; 77: 934-943.

. Japanese Circulation Society Resuscitation Science Study Group.

Chest-compression-only bystander cardiopulmonary resuscitation in
the 30:2 compression-to-ventilation ratio era: Nationwide observa-
tional study. Circ J 2013; 77: 2742-2750.

. Ezekowitz MD, Connolly S, Parekh A, Reilly PA, Varrone J, Wang

S, et al. Rationale and design of RE-LY: Randomized evaluation of
long-term anticoagulant therapy, warfarin, compared with dabiga-
tran. Am Heart J 2009; 157: 805-810.

. The U.S. Food and Drug Administration (FDA). A Protocol for As-

sessment of Dabigatran and Selected Safety Outcomes. http://mini-
sentinel.org/assessments/medical_events/details.aspx?ID=219 (ac-
cessed July 25, 2014).

. Gottlieb SS. Dead is dead: Artificial definitions are no substitute.

Lancer 1997, 349: 662—663.

. Hauptman PJ. Does it matter why and how patients with heart failure

die?: A debate that lives on. Circ Heart Fail 2008; 1: 89-90.

. Frobert O, Lagerqvist B, Olivecrona GK, Omerovic E, Gudnason T,

Maeng M, et al. Thrombus aspiration during ST-segment elevation
myocardial infarction. N Engl J Med 2013; 369: 1587 -1597.

Circulation Journal Vo!.78, September 2014

57



RREM 3

59



/8™

; { \)
REGISTRY OF CAD PATIENTS WITH BAEREFR L‘\I
DIABETES CO I BE=
PRAGMATIC PLATFORM FOR SENSIBLE SRS RN
CLINICAL RESEARCH

ﬁe%&(:ﬂﬂb\ RRIAZCO I BRICHILRREL

RN E SRR - BARERTE DS D HE
ey WER: BAR—USH—A 2P\ L, FRFSZR.

FEHAFAFREETIN ERIEY Hi8=E. MSD, Jp+H—. A DIRETE
TRAFEFHMEAR BRARRT Y- Efml A TLERTE, HEAAIE, MSD, juz ML
B Ar~X. PAZoA. BEERISE Jrd

SRER S BRERANERRS ORER(C T TEIRZR DB Obstacles in “academic” clinical research

ERORNE TORRLEE RO

e - ERERMBERID S RBOER(S IS IER
5 TR A - —= "*‘ - Big questionlZi2 D H'5s
- BERTYA > - CHERRRYTFHS SR CANTNEORES
gﬁ‘““’i‘g*““‘t E25 BT - ARREEEN & LR e L S e
D RE EEELT(“ R e o
-gwmv&gﬁm ERSHOIR, FREER - SREENTO [E=FUST] o [BE] OfiE
. DI=EHD: GCPER i . A5
STEREORTIST  meoums =n Joimg aECHTECO
-ggg;x*& il - iRt T

? - Eff, EREES, SEE,
- ERMERLES ERETS. i 30 - AHERODS
. BRI BRI A M O
. L’b!’ﬂ‘)ibb\ﬁﬁ « PHFT=7#Pharma

UH—FOTwaa B3 ISA NN —23> CRONEBERE, F—I<—R{ER. lmm
EREA,

SRR EADIAILE < Ovariation EEL . TEECRDREL T Si-_su . wE. WK
B Ui e BEURDS -5 M Tl mER LA cmmss
=] 654
or ACSOEHE
i X [TEFEEE e, LHEE. hEe
Variables Fa-crseons | “Emer%nm

oEAOER. FER, Me PR X
XS/ VUBIEBAME. M. HbAlcE P
oEHI. BMEETEE

o Q

O

(2008~ ) ).:2iiveby
«ZERET. Propensity Score MatchingPERRE
B ) O () Xz FORBERMEE TR L STRE
Dizibzile utcome
: — 5 | Ee sL
atients O (7] wr bl

61



HEDES
- 2288

- PESERER T TIEAI6547
- BB, FRBCGEMEUATEE. JERGTIERIZET1140fIRE

SERlE [ | JERRE R

| TRAIEE

Y %/E % %o/ R %/E
SRR 4066 114 1.029% 211  193% 520 4.60%
12558
mgl11 2481 60 0.88% 66 097% 169 2447
i34 % 4
&t 6547 174 1.12% 277  1B1% 689 4.38%
A 2 ) DERE

130- 140mmHg’&reference
3 JN—KH (vs.130-140mmHg) I\F—RE
gt‘ FERFRIE DGR, IR T ®LC

5 ¢ [t

o
>140mmHg 130-140mmHg 120-130mmHg  <120mmHg

(vs.130-140mmHg)

IEBFEHE AT EE FEBUEERTER
L] NI S
T L I I

o
>180mmHg  130-140mmHg 120-10mmHg  <120mmbg >140mmHg 130-140mmig120-130mmHE <120mmHg

RS RS SR T i R R e |
5> 4 MeLERE

BERHAN) \1 U2 MRS 1 BRI
T - BERE

WIS, JEer
| (LDL70-85m/dl,SBPI20mmHg) £ Bl

SOALERDT  3EMRE
LDL IR$EHAME

—RIVERA V- BRE, FRELLHEE, FREMREP. FRER
DECEIAROES WOMITEIRIZNEERLTHAE)

62

I—
SERSIRIIE D7D ML (BB,

IEETEIEOEAIEER. FEETEIEREEF)

05

EIRFISERME > 140mmHg vs. 130- 140mmHg
04 HR1.47 (1.18-1.85) p=0.0011

>140mmHg N
34 <130mmg

M PIME 13428(3.74)

130~140mmHg l

&L -
0 1500 -
WEND

2000 2500 3000
(days)

RCT on Registry

L HF kLSRR )

(e

N !
[ o ][ Soosmemm |

FE, S5,

HbATcE FUSIRIREE - BRRVE T £ 88

BRDT S MMEERSUE

2 I

DPP4 FHESZRD S >4 AL

HEPRRSHCADBEL XA N —ZEE8
& UTEHRDOFR
- RIUEVR— MO BN E R TR SR

A UROBEEERLTED. WHDB/N\—RIZRK
RA > NTORBTAEIRE £33

!Zhiﬁ— roOBRETHIRECT —SEE,. REEENT

i<

R=RCUES
PN

- ERSFRERRRIFER] (C DV T DR, $ < DERZRAIE
AETRET H D AMEROB &L TEER

A LMEEBRBORE, BEEREL




B U BB R AT DI

B4 OFR LD CHHIEES ORI
DHH (Strategy trial)

3

R— NAR

PO NALEZ L OBBOMEETZ
SEREETORDE, BN

EMORR. BXLFPD A

2B IRCT
(FKER) o

ARSOBFTIIRG
BHREETDOPK/PD = -
KEHPGX o—2J> ~O—JURRK
| HERe-n- WREHER

Obstacles in “academic” clinical research

HEHBOMER

- EREREVEERID SEATTIRER DIERR (S LIS U (FERE

- Big questionlCRD S

RRARRIT AT IRUELANZIUROESE
- [REKHIS = RSB BEEN & UERRER SV DEE

HESIE ORI

- IREBEHTO [EZSUSJ] © [BE] 0&aB
- BEER. B

ER AHMER BECHIZED

- RER

- AHEROE

- BV RERFRIAR AR DRER

» PAFTZFP#Pharma

EFIODHE [Znew user cohort active
comparatorANEEH
-
:—=:
c———
=]
b New-user design e MMLVM-\
1 == et
fe— ey —_—
2 ey T ——
i e
s i =
. “m T D

;
BfCIGUIZRCT £ O7R— MAR

BRIV EEIES | R HEE. 2T AR
| DHBEDZHD |
| Sifi—b |

BB Heart Attack  LEBEBSED BEMARETH COPD, LFR2
Trial (1981)  £HTFANE  LSANUWR BE BHBT
DEHTHNE

HARTANEZ UKPDS EBEHEF/EE REACH LFEEE B
TORLE, L& registy BEETEST
m:m_F Uz DESTENE
2

SEHRS>  RELY gnuxaﬂt FDAZ>F=JL  Medicare O

Joszok  KR—hTR

Medicare RELYE—3
K=k
AEO/S52 L RALES BELASES WAL BOUDAME
> FHE VR CEITCT

[EEE i e peE S R SR T |
FARINA\ZRER

-BEOTE

EGE

- PO N LFHE

- B OB LSRR TF D/ \> KU D
- R IER R S FROBE

No Cohort, No RCT, No Development,

No Research Training

Registry of well-defined patients

Ueda S, Circ J 2014

Figars. atients Can be Used. for

63



Conclusion

- BRORSN SORMICED\EERFE S EOEE
HEEDE AR ASN D ET TS, B, B0
B2 AHENELECTS,

- 2 B EAH UL EBIREREE0IR— NIER
7. ERIREROBE FORMEAORES UTERT
H3.

- BELIZ N RRRIAEHEES 2 H3EDODTN
BUARIER Th— MK ER B,
AREEHIET Y MEERRIRORE, R
No—=>JORBLRDES.

- T SRR S REEEERES T L THREEt
ANDHEEEETE 3.

64



Bl 4
FEBRROTUTICE T 5 —FEXR

=
EERL | WXZA Mg [BEEED | F OE 4 iRk | Ml (HRE | -
, MREE 4 _
HERS
HERERA FCH A bV FERET 5 N— HiRREE
GEREZH= Ry TN FEPRRBR, BZMFEICJpn. J. Phar) 13 31-33 2013
IR BiF 57 —F R b L—macoepidemi
VAT ADIER ol

Ueda S. Non-statistical key is|Circ J. 2014 2151-3 2014

sues in condcting

sensible observation|

al studies to resolve
clinical gquestions.

65






