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United Kingdom Prospective Diabetes Studies (UKPDS)’
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ADVANCE (Action in Diabetes and Vascular Disease-
PreterAx and DiamicroN Controlled Evaluation) - blood
pressure lowering trial™ 14 double-blind, placebo-controlled
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1) 81guNN31 65 1
2) Havdm major macrovascular disease ¥ild stroke,
myocardial infarction, coronary revascularization, peripheral
vascular disease, ¥78 amputation vl
3) HuszdR major microvascular disease M1 macro-
albuminuria 4138 diabetic retinopathy SHEIT; 001
IFFunnsatasadnduuimaueuiungn 10 1
naudnaNNIANE
5) H major cardiovascular risk factor ?J‘Iuj (lewn
m‘]_l‘l_qua‘l, total cholesterol >6.0 mmol/l, HDL cholesterol <1.0
mmolll, 138 micro”albuminuria)
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1.3), Amauladinsuagieiau Feaas 1.2 fauiu 0.4),
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(L3 thiazides) e 15 ﬁmmmmmmmu‘fwm’lmmu
L‘ﬂwuw atnelsinu mﬂm'ﬂfmmﬂh ACEls mum@u
(Auenwileann perindopril BEUALAN @”m’mﬂ@ﬂum
4 open-label permdopnl ‘lummm”lm W 4 1N/3u ‘I/Nu LW@
mumu’tmﬂqwaﬂiuﬂ@u Per/ind 145U perindopril
slummmmmm uiumwumm L3 .AP8 8 1N/

NaMIANE
dleRamunafluszezinaedg 4.3 1 wudn Ny
Per/Ind LL@vn@Nmm@nmmummmu‘lﬁwmLfn@ﬂm@@m
mmmmmmm@@ﬂmmu 134.7/74.8 uu.ilan uay
140.3/77.0 un.dsen AINAAY nanqAe ngu Per/ind
Havdu SBP/DBP memﬂmmumummmm 5.6/2.2
u.ean ﬁ‘ﬂ‘l/l 2)

"UNTUILNUNATAINITTNEN6E morbidity LAY
mortality Wuin Nt lETuNaf N dat Perind griAinasnl
RN “major macrovascular LWAE microvascular events”
(combined primary outcome) ﬁ%’m‘i’m’cﬂmﬂ’mmfaﬂ Tnef
AN relative risk reduction (RRR) Winfu5aaias 9 (p=0.041)

(gU7 3) wananil Perind failunisinuniiy sz Teemd

’Lmq@”mmﬂmmme”mﬁmﬂwmsmwmnmm LN A
AnGuuaedsaL SBP (>140 1. 1/38% %78 <140 . Usan)
UszdRAuAulalin 9 52AU HbAlC (Heandnfesas 7.5
WIanaunNINYNduiesay 7.5) n19FNHIARLENAR
o a P = P v o
Ausulanmainew (H 1d7) nsldsqaudy ACEls

(@ lfl) n19FnEnfng statins (R THR) viTensinEsae
anti-platelets | fl 1aiR)

u@ﬂmﬂu naN Per/Ind muqﬁﬁmimmm all-cause
mortality mmﬁn@umm@nﬂmqmﬂ ﬁmu TneIfAn RRR
winiuFesaz 14 (p=0.025) ( ?ﬂw 4) jai e uiiles
4191N cardiovascular mortality w@mm (@mmmﬂ@z 18;
p=0.027) (gﬂﬁ' 5)

afks wudngw Perfind SeRnnsafues total coronary
events ﬁﬁﬂﬂdﬁnzjummﬂnﬂﬂwﬁﬁﬂ Any (anasiatay
14; p=0.020) LLmﬁ@‘LTﬁm‘mi‘ﬂ’a\‘i total renal events mu‘ﬁ\‘i
new microalbuminuria wmmﬁn@umm'ﬂﬂﬂmwuﬂ Ralilsl]
(anasFaEas 21; p<0.0001) ( @ﬂm 5) agalafinin wudn
ﬂ@u Per/Ind u@ummimmm cerebrovascular events LAY
eye events wVLsJmemqmnﬂammumn@mwuﬂ alial
na1aAeN RRR Waeeeas 6 Lazieuas 5 AMNAIAL

UaN19ARUNUas ADVANCE trial
NAN1FANEIAIN ADVANCE trial 4 meieidn nnsld
Per/Ind $9uriUN1sinnIAT§IL (m@mm’mmuiwm
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12877 registered

11140 randomised

1737 [13.5%] withdrew during run-in
394 [3.1%] ineligible

391 [3.0%] patient decision

269 [2.1%] poor compliance
238 [1.8%] cough

99 [0.8%] dizziness or hypotension
133 [1.0%] other suspected intolerance
186 [1.4%] other reasons

27 [0.2%] serious adverse events

5569 randomised to perindopril/indapamide

4 lost to follow-up

Scheduled end of follow-up
%] with vital status unknown

5157 [93%] alive
4908 [88%] with assessment at final visit
4081 [73%] adherent to randomised treatment

5571 randomised to placebo

11 lost to follow-up | =

Scheduled end of follow-up
11 [0.2%] with vital status unknown

4143 [74%] adherent to randomised treatment

LLUULLNH‘H@\‘Iﬂ’]TﬂﬂHWﬂNﬂ’]? NWQQHWQLW@LLUQNﬂQH’ﬂ@ﬂLﬂu 2 ﬂf\mﬂ’ﬂ ﬂ@NVlemﬁ“]_lﬂ’]??ﬂ‘H’WWJﬂ perindopril/

indapamide ﬂ‘LIﬂZ‘IEJV]VLﬂﬁ“LIEI’m@'ﬂﬂ (placebo) [LAN 1989BIMNNELAT 14]
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Follow-up [months]

5UN 2 pausuladiniade (systolic WAz diastolic blood pressure) Tutad runin uaznAsaIngn weneewliléFy perindopri/
indapamide (Per/Ind) 3281111887 (placebo) tAgl A MaeID mmumnﬁmmamwdfmfojuﬁfmmammm:ﬂmm
PAN9FARNLA, R MaeTie 119 NFaati1e (randomisation) (18N 19819BeMMNELAY 14]

Combined primary outcome

20—
ooo Placebo

= Perindopril/indapamide

Relative
Hazard ratio=0.91 [95%Cl

Cumulative incidence [%]

5 5078 4909 4805 4703 4383
5568 5448 2 5122 4986 4906 4806 4466

aa Ly

gﬂﬁ 3 QUANTFEUUDI “major macrovascular kAT microvascular events” (combined primary outcome) ﬂﬂﬂéﬂ'wﬂﬁjumﬁﬁﬂ’l?
o % . e . = o 1 dl Yo ¥ a
FNBIAQEl perindopril/indapamide (Per/Ind) LLG?.IULV]EIUﬂUﬂQNVﬂMUH’m@’ﬂﬂ (placebo) [1ON 19D NAIUNNEILAT 14]
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All-cause mortality

oo Placebo
== Perindopril/indapamide

Cumulative incidence [%]

Relative riskreduction=14%
Hazard ratio=0.86 [95%Cl 0.75-0.98], p=0.025

Relative risk reduction

12 18 24

30 36

& 4 h @

Follow-up [months]

Number at risk
Placebo 5571

5535
5533

5493
5500

5433

Perflnd 5568 5455

suUn 4 91R

a 1
o oAl

5397
5416

5340
5377

5282
5334

5211
5277

4355
5014

2126
2165

nsnfaed all-cause mortality 1esEtnanguinléFunisinuisian perindoprifindapamide (Per/ind) LfFeiLiiie

Aunguinliuenmaen (placebo) [1ON 19ENBIMNILLAT 14]

Total Total

b All i ular New
microvascular coronary renal
aviint mortality mortality plodedine svents microalbuminuria
0 - —
'B;‘ 5
c
S
= 10 -9
S -
-
@
L
2 15 14 4
-2 * *
g :
2 18
E 20 *
] -
= *
5=  *p<0.05

gﬂm 5 Relative risk reduction U89 microvasular A< macrovasular events, all-cause mortality, cardiovascular mortality,

total coronary events, total renal events UWaY new microalbuminuria T845UIaeINguA LA TN NEGaE perindopril
indapamide \WSsUWeUAUNANNAFUENMaDN (placebo) [ON 19819BIMNNLLAY 14,15]
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A 1 [~ [ 3 1 = C 4 dl v o
wrald dsziiudanane Hunndfidisargysulsaiala
WATMADALAAA 2 INUAR Grassi WAT Mancia til AIAIH
Witd1 HaRIN ADVANCE trial 19%97 Per/Ind 11140135017
e . - vr o ode A
nidselamilidnazuaninansilugioangundaAnsus
2999261 SBP >140 wn.ilsan wive <140 nu.dsan Aty

ABUATUNTING 15 2551; 23(4) ©
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European Society of Cardiology (ESC-ESH) guidelines 0l
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wwanueiled 2 wiinAusulalinazdensaglugo
high-normal (SBP=130-139 Waz/vi3a DBP=85-89 uu.1l30%)
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