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Methodological Review on Cardiovascular Disease Clinical Trials in Korea

Il Suh, M.D., Ph.D.,* Sun Ha Jee, Ph.D.,** Hee Jung Back, MPH**
*Department of Preventive Medicine and Public Health, Yonsei University,
College of Medicine, Seoul, Korea
**Graduate School of Health Science and Management, Yonsei University, Seoul, Korea

Background : Cardiovascular disease is the major cause of death in industrialized countries in-
cluding Korea.

Methods : The methodology of cardiovascular disease clinical trials, published in "The Kore-
an Circulation Journal (KCJ])' and in ‘The Korean Journal of Internal Medicine (KJIM) from
1971 to 1993 were reviewed. For the study period, a total of 169 research papers in this field,
including 155 papers in the KCJ and 14 in the KJIM, were reviewed. To review the metho-
dology behind the cardiovascular disease clinical trials, presence of a control group, set up a pri-
mary end point, determined sample size and the statistical method to be used, report on the
side effects, and consent of patients were checked. In cases involving clinical trials using control
groups, randomization and blinding were also analysed.

Results : Among clinical trials reviewed only 6 (4.0%) of the 169 papers were used a control
group, and 46.7% were set up with a primary end point. There was no clinical trial which used
statitical methods to estimate the sample size. Clinical trials which reported results with sta-
tistical methods were 107 of 169 papers:most of these used the student's paired t-test. The
number reporting the side effects of intervention was 143 (88.7%) and papers reporting with
the consent of patients was 15 (8.8%).

Conclusion : Most of clinical trials reviewed did not use appropriate method for clinical trials.
Methodologically well-designed clinical trials in cardiovascular disease should be performed to
guarantee the validity of study result.

KEY WORDS : Cardiovascular disease - Clinical trails - Methodology.
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1. REST

£ A79INE Clinical trial® Ale ke opal,
Az, 2 AwEel J4ERE W) dsied A
PyA72 Bt

19714 ol% A7 299 dlinical triale] 8%
sietstd gk ar|sele) a9 e Eol o e
R S £ET dSAdRE dee
A% Ak

23k clinical trialE&&

2. FAH
Age] dukARl EAo dmd, AR AN =7
HEE Aelsidnk. ZAMA clinical triald W24 2.
Z HES] st o] BAS st 1) gz
AHg o2 9) primary end pointdd o4&, 3) A4
EES AW, 4) d7AT B4 ARS8 AN,
5) 349 By 3% 6) #AEYE FREA AR, 1
315’_ 7) hZ2& M3 clinical trial?) 49 19 ¥4
ol9lef AFPFH dzT ¥IA FEHY
(randomization) A} 938 9 WA (blinding) AHS

4% 52 7t BAs
SEEE

1. ooy EuHW X XY =2 Hpe
ZAA3 A AAREE AR interventiond] ¢

g9 = T 87| ol gk 2} 3} 3] 7] Al b E &) o g 2} 81 3] 7] bl
1971 3 2 5 1983 8 0 8
1972 2 0 2 1984 5 1 16
1973 0 0 0 1985 15 0 15
1974 1 2 3 1986 8 0 8
1975 4 0 4 1987 10 0 10
1976 1 0 1 1988 9 0 9
1977 1 0 1 1989 8 0 8
1978 0 0 0 1990 10 0 10
1979 1 3 4 1991 22 0 22
1980 0 2 2 1992 12 1 13
1981 8 2 10 1993 17 1 18

A 155 14 169
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6% 11690] AT 1047 TEHUSS ¢ 5 AU

ZA4 clinical triale) tigAWe EH3Md "o
7)ol MEE =% 049 (54.2%)0] 1¥8LE, 229 (14.
2%)% 1XEES, g 17T8(11.0%)2 435S U
Aoz sch ok #ats A o] W =
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2. Clinical trial | WHHEXN HE

1) tiZ=Z (control group) 2l AFS 0%

Z 1697) ZAMWA clinical trial ¥ H&2TE AHR3H
& 6A(3.6%)0 A %t 146719] =Rl A E
& o] £3}9] intervention 439} WS v w3}
v A2 JAanE dusig B3 gxde AHEE
B2 19854 ojHoll= Aol ¢l 1985,
198743, 198930l Ztzh 1384o] WEEHA o, 1991
= 3Ho] By}

gy
ngt
Ml rlo
2

H 2. AEIAHZS clinical trialQ SIHA! Al S22
A 9 9 «87] o gA A%
LN - 80 6 86( 50.9)
k=0 14 1 15( 8.9)
qdF 17 1 18( 10.7)
HEA = 5 2 7 4.0)
nkl-Eo 22 2 24( 14.2)
ARAF 5 1 6( 3.6)
£333% 1 0 1( 0.6
HEZA T 2 0 2 1.2)
A3NEF 1 0 1( 0.6)
gAY F 1 0 1( 0.6)
AN 1 0 1( 0.6)
HEF 2 0 20 1.2)
FAsAZANE 1 0 1 06)
71 e 3 1 20 1.2)
A 155 14 169(100.0)

2) Primary end pointd& o{§

Clinical trial& AAlsl7] o]ddl ATFAE 3l pri-
mary end pointE TAHOZ A A 79%H (46,
7%)°] YNeH, 1 F e 1A A3 ¢F
A9 &g 7R A A7 ke W v)ES
A9 &8 AR AoJATHE 3).

3) Qivchatn} oitchet 2o 2E

ARty AR g T2 ol &slAEy
169HF 117(69.2%)Ho] &JHFAE gtz AL
on, Aol gl A JYFARIA I} R
=5 27(16.0%) ol A

AT Y A7 R BXx s B 4% 2
o AU BE A7lE 409 osht diR-Eelde
L}, 4173 o] A4S ARE3 =F% 18¥ 0] Ut At
ol 37|12 AASH=H primary response variable
of mzt SAAA BYE AMete AR =72 FHHE
A, FEO 2718 HAY 2AE AT =EE &
A gt

4) AFHD} EMA| AL E SAIEA WY

A Wie AMSSld ATARE AANE = e
16983 123H(72.8%)°I0th. 1% 108HA & pair-
ed t-test® ARSI ol dlEwglo]l HE T in-
tervention A¥E vliuslgl 7] Wieletn Azttt
TFAT] FAA S ANAG L =EE 4630] A
A, ol 5 Wsle] tigk AuwtE A EATHE 5).

5) FAgo| H11 ofF

ZAA clinical trial% intervention®] §-2-gol tj
sl 1509 (88.8% )04 HusAtHE 6). H38S
BE 106W9] =87 1064 F2HE-L o} Fof
< A&3Isen] 208 Rto] RAEF Rokg Fugh
Ao ehygth

6) &xie] 28 FHEX| o7
Clinical trial& QI7hE qPo 2 she Ago|o2 it

H 3. AEIHES clinical trial| primary end pointAld O

T8 871 diginEsA A (%)
A A 71 8 79( 46.7)
n A 84 6 90( 53.3)
A 155 14 169(100.0)
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H 4. O0HA BE-E MNEMAZSIZO0L clinical trial =88

F A H BEF 9l 2 44/ a4 Sk Al (%)
& & 7
1-10 5 0 0 0 50 32)
11-20 20 2 3 9 34( 22.1)
21-30 44 5 5 12 66( 42.9)
31-40 26 3 0 33( 21.4)
41-50 6 1 1 8( 5.2)
S10]4 5 1 0 2 8( 5.2)
2 A 106 12 9 27 154(100.0)
ol ghu) 2} 31 3] 7%
1-10 0 0 0 0 o 0.0)
11-20 3 0 0 0 3(21.4)
21-30 3 1 2 0 6( 42.9)
31-40 3 0 0 0 3( 21.4)
41-50 1 0 0 0 10 7.0)
S1o] 4t 1 0 0 0 10 7.0)
& A 1 1 2 0 14(100.0)
H 5. S0 NSS! EAEEY clinical trialQ) =R B 7. MEHES clinical trial@l 2RSS0 THSt oiZ 012
%.ﬂ]a&%\ _:‘L:;@y] gggi’]} 7_“(0/0) '?“ “Lﬂf_‘ ’)11\‘@‘7‘ EHZ‘E'}LH E}QQ 7}‘:}1] 71‘(%)
o 2074 15 0 15( 8.9%)
1E%A 41 5 46(27.2) solglo] Al 140 14 154( 91.1%)
Paired t-test 101 7 108( 63.9) A 155 14 169(100.0)
T-test 10 2 12 7
Fho zb ¥ 1 0 10 06) Ol BEE =75 OIUTHA 7). BE =7l #2559 o
Wilcoxon matched pairs i 0 10 06) 3k ogo] gtk 3l Sl Al B8 TR Fghrin
Slgned rank tes e Pelz 9ok 22l 849 $oIE dinical trial
13 L0 00 g gy sleden Ausieel & &dHe 240
A 155 14 169(100.0)

H 6. MEIHES clinical trial® FA2 87 02

7w e g oo
Hagh
228 9e 22 2 24(14.2)
244 oy BFAEE 96 10 106(62.7)
F2H8- glo] Fof Frgt 20 0 20(11.8)
Ik SN0 XN 17 2 19(11.2)
Al 155 14 169(100.0)

o] 3% Fezte] g dag st 2AHVY clin-
ical trialZ =&l #2ke] §o8 THEAE WY =8
2 158 8.9%°l At 49k, ol BF 1983 o] F

B2 oo o Br} & f4lo] ety Bk

7) thEZ2 8 ALS St clinical trialol] CHSt 24

UZ27& AHES clinical trial 669 tidoz dF
TR HAAY 4A, gs8dddy 2 9y
(blinding) Al H5-& EMEtt % 6 A7
FEFo| B9 26WolA 55 ARG 28U BE =
ol A AFUERET AR TAE AABAE W%
o w3 AT RE F AT 2 €994 §F
g3E AN 9% 61 F ¢ A Qe 2y 9
AP #AE AAG] st G B (single
blinding)& A3 A+ 68 F 1Ho] AU, o] =&
M= %k (placebo) & AHEEFSITE
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o] Yrl Aow E5E LR EFO] AL T/HEHAS
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16995 9431 (54.2%)& AR avkdo] IS
228 (14.2%)°] AA B Qe A AEAAZS F2
g0 2A oux AT 18P 1A HZ o
3 =& o5ty #AS AR BAE Aojza ¥
Ak fevEte] A9 olelgt FAlE s}, AAge]
AtE, 4, 85 5 9989 S, Adriee w
2, 799 A% 59 AEuAE nstd goRT A
&9

Al8aA 28 clinical trial=%o] A&A oz Fr}s}
A AL BHAHQ oAt Az P E ot
g} intervention®] W37t YEAE Hrksha AeAE
T o2 HESARE AL oo WHg A
BlEA] P g dolgta Azt b & = olME

ZAMN clinical trial WY& o2 AES] st
e 47k 718 7 A F2skslth

AA, clinical trialoll A 7} 7122e|AX F23 7]
9 dzTe ARgojFojtt ¥ A7Aze] 9w
1698%F & 6H(3.6%)%te] tlzag ARSI ole
tiiEe) =1o] APTehe 0|88t intervention?] A
- 3ol HMgE v Zog YanEg Bdsidrke R
o2 Azt olgjgt AFAAE 9dY d-FH|u
7(one group before-after study) 24 -39 olf2
Ao Mol FoJ7t a7 F APLE A2
intervention®l =&A7ez2A Arle #ARad
(sensitizing effect), A& 4Zo2 A3t H=xad
(maturation effect) 18] A7 A9 QA0 <l
3 9ALE<Ql & 3b(historical effect)9t ¥ in-
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Zlojct,

AR, clinical trialolX A7drE T84 A7le
o]+ intervention® fo¥ L& FEET e A
Age] REFE As] Adteld). AFudsrE AR
A A9 FE2 A9 primary reponse variable,

A, adsle An aeln Aadnaels fely

2 frojgEol uheh nEE ool deh Y B AT
o A% 2R A7]8 AT INE ANG =R &
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AAF =R 169135 123H(72.8%)010t}. o1F i
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o o
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(American Journal of Epidemiology, 1970~1990)l
LR E =FolA ARE SAXEAART Fod FA
Holldigt 2e B9 197030l A4 F948 &
o FFEoz EAE oY 1980 dtholl oA Mg ke
EAE] AL o fo5Es AgTe
Al AR FAZ Agstar Aok,

TAA | clinical trial o} B23 o35 shir} 2zt
Lol g Ze| seotolr} B AFA clinical trialF
intervention?] #2k&o] tiElME 1503 (88.8%)04
Bnsle] B3 £& BuES BTk ol H2}go
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2 ¥ clinical trial& 8ixE AL, 84, B4
stat 23 YA B Al Hrt 5o Eope} 2
ESEok] AtER A JYsE 58 94
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% 6%W(4.0%)°1Q 2 primary end piontE A3 o
46.7% 0]t}

=

rir

- 1082 -



A, d7d 89 27|18 FAsk=d $AA
ZAE AN = A QAT SARHS ALS
st AFAYE AAZ =EL 1698F 107H(70.9)0)
Aom 15 98HAN A paired t-testE AHR-3MI T

A&, intervention®] F2-go tid HuE 1439
(88.7%) 013 &Ate] FE F3 A= 15H(8.8%)
ot

g E:

ool ZAdE B HZ
trailol tigk B840 A F7Hslar YA o}H T iy
Y B EARE Holx o] A9 FHE HEA
R gl AAolth. oz o] Rofo] Aubyo] A
HEH clinical trial®] 8fo] 875},

A8aA8 EoF clinical
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