B TITLE ASCOT-LLA

Prevention of coronary and stroke events with atorvastatin in hypertensive patients who have

average or lower-than-average cholesterol concentrations, in the Anglo-Scandinavian cardiac

outcomes trial- lipid lowering arm (ASCOT-LLA); a multicentre randomised controlled trial.

Sever PS et al for the ASCOT investigators:_Lancet. 2003; 361: 1149-58.

B PECO

P:

19,342 5, 40~79 &,

SAEEH|=160/100mmHg, A% =140/90mmHg.
3DULEDDNERERF(EERX, DEREE. 2 & DM, RIEEIIRER, sroke M TIAFE. B
55U Lt, MEFITIVRHPEAR, T-Ch/ HDL>6, BH CHD RiEFE. BIELE)FHIT 56,
3L XTA—)L=250mg/dL (6.5mmol/L) T Stain 4> fibrate ;&SI

(BRAOVEHE)

DEROEY DU R Ca g, ACE HEE, BEME, FIRE, FXHJLLY, R8F00
BEHHIWEIEBREDELM,
“REEmMERE BESmE, M BIESHDLE, BE TG>4.5 mmol/L, LDARZ£,
ahA— LR R ERR
BERPOPDE, 3MAURGMKEZS, —BMHNEMFEE, KnEFHiHlae,
any clinically important haematological or biochemical abnormality on routine screening.

ASCOT-BPLA FAER T Ca #EEEN—RELI-FRMR L 5t ARIER (9639 i) &
B MR EAN—REL- KRR R G AR AR (9618 f) 1255 LML,
&5(2 HMG-CoA reductase [HEZE

: ASCOT-BPLA HER T Ca I EER—REL=FRF EZE 4 LR (9639 ) &

B T EEAN—R L=t KM EZE G AR ERE (9618 ) TS24 AL,
T5tAREE (5137 )

Primary endpoint : Non-fatal MI* plus fatal CHD
Secondary endpoints : Total cardiovascular events and procedures
Total coronary events
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Development of diabetes mellitus
Development of renal impairment
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Figure 1: Trial profile
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Patients’ characteristics
Woman 979 (18-9%) 963 (18-T%)
Age (years)

=60-0 1882 (36-4%) 1853 (36-1%)

=B0-0 3286 (63-6%) 3284 (63-9%)

Mean (SD) 63-1(8-B) 63-2 (8-6)
White: 4889 (94-6%) 4863 (94-T%)
Current smoker 1718 (33-2%) 1656 (32-2%)
Alcohol consumption (units fweek) 8-0(11-3) 8-2(12.0)
Systolic blood pressure (mm Hg) 164-2 (17-T) 164-2 (18-0)
Diastolic blood pressure (mm Hg) 95-0(10-3) 95-0 (10-3)
Heart rate (beats,/min) 71-3 (12-B) 71-8 (12-6)
BMI (kg/mv) 286 (4:7) 28.7 (4-6)
Total cholesterol {mmaol /L) 5-5(0-8) 5-5 (0-8)
LOLcholesteral (mmoal/L) 3-4(0-7) 3-4(0-7)
HOL-chaolesteral (mmal /L) 1-3(0-4) 1-3 (0-4)
Triglycerides {mmol /L) 1.7 (0-9) 1.6 (0-9)
Glucose (mmol/L) B6-2(2-1) B6-2 (2-1)
Creatinine {mmol,/L) 99-0 (16-9) 99-0 (16-4)
Medical history
Previous stroke or TIA 485 (9-4%) 516 (10-0%)
Diabetes 1258 (24-3%) 1274 (24-8%)
LVH {on ECG or ECHO) T44 (14-4%) 729 (14-2%)
ECG abnormalities other than LVH T41 (14-3%) 729 (14-2%)
Peripheral vascular disease 261 (5-1%) 253 (4-9%)
Other relevant cardiovascular disease 188 (3-6%) 207 (4-0%%)
Mean (SD) number of risk factors 3-7(0-9) 3-7 (0-9)
Drug treatment
Previous antihypertensive treatments

MNaone 1021 (19-8%) 996 (19-4%)

1 2314 (44-8%) 2279 (44-4%)

=2 1833 (35-5%) 1862 (36-2%)
Lipid-lowering treatment 41 (0-8%) 51 (1-0%)
Aspirin use 882 (17-1%) 868 (15-9%)

Data not shown as n (%) are mean (50). EMI=body-mass index. TIA=transient
ischaemic attack. LVH=leftventricular hypertrophy. ECG=electrocardiograph.

ECHO=echocardiogram.

Table 1: Baseline characteristics
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Total cholesterol (mmol/L) LDL-cholesterol (mmol,/L) HDL-cholesterol (mmol /L) Triglycerides (mmol/L)
Atorvastatin = Placebo Atorvastatin  Placebo Atorvastatin Placebo Atorvastatin Placebo
n Conc n Conc n Conc n Conc n Conc n Conc n Conc n Conc
Baseline 51688 548 5137 5428 4869 344 4627 344 5168 131 5137 131 4733 166 4887 1-85
(0-78) (0-T8) (0-72) (0-72) (0-37) (0-36) {(0-92) (0-87)
6 months 4802 413 4744 547 4491 221 4395 345 4799 131 4744 129 4527 1.37 4477 1-68
(0-80) (0-84) (0-67) (0-75) (0-36) (0-35) {0-81) (0-96)
1 year 4736 416 4668 5-45 4458 225 4384 345 4736 1-30 4668 1-28 4496 1-37 4466 1-65
(0-82) (0-85) (0-69) (0-786) (0-37) (0-35) {0-85) (0-99)
2 years 4659 414 4586 5-35 4486 224 4386 337 4659  1-30 4586 1-27 4522 1-36 4440 1-80
(0-81) (0-90) (0-68) (0-78) (0-37) (0-36) {0-78) (0-88)
3 years 3880 418 3865 5.27 3748 228 3713 330 3880 1-30 3865 1-28 3775 1.32 3764 1-54
(0-85) (0-90) (0-71) (0-80) (0-37) (0-36) {0-76) (0-24)
End of 4415 421 4348 521 4256 232 4170 327 4415 131 4348 1-29 4277 1-29 4215 1-49
follow-up (0-85) (0-91) (0-72) (0-81) (0-37) (0-37) {0-73) (0-87)

Conc=concentration.
Table 2: Mean (SD) plasma concentrations by visit and treatment
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Figure 3: Effects of atorvastatin and placebo on primary, secondary, and tertiary endpoints

Area of squares is proportional to amount of statistical information. Point estimates of hazard ratios
are given with 95% Cl. Ml=myocardial infarction. *Includes silent MI. TExcludes silent MI.



Atorvastatin Placebo Unadjusted hazard ]

n (%) Rate* n (%) Rate* ratlo (35% C1)
Primary endpoint
Monfatal MIf plus fatal CHD 100(1-9) B-0 154 (3-0) 9-4 0-84 (0-50-0-83) 0-0005
Secondary endpointsi
Total cardiovascular events and procedures 389(7-5) 241 486 (9-5) 30-6 0-79 (0-69-0-90) 0-0005
Total coronary events 178 (3-4) 10-8 247 (4-8) 15-2 0-71 (0-59-0-86) 0-0005
Mon-fatal MI§ plus fatal CHD 86 (1-T) 52 137 (2-7) 83 082 (0-47-0-81) 0-0005
Allcause mortality 185 (3-B) 11-1 212 (4-1) 12-8 0-87 (0-71-1-06) 0-1649
Cardiovascular mortality T4i1-4) 4-4 82 (1-8) 4.9 0-90 (0-86-1-23) 0-5066
Fatal and non-fatal stroke 89(1-7) 5.4 121 (2-4) 7-4 0-73 (0-56-0-96) 00238
Fatal and non-fatal heart failure 41 (0-8) 2.5 36 (0-7) 22 113 (0-73-1-78) 05794
Tertiary endpoints{
Silent MI 14(0-3) 0-8 17 (0-3) 1-0 0-82 (0-40-1-68) 0-5813
Unstable angina 21(0-4) 1.3 24 (0-5) 1-4 0-87 (0-49-1-57) 0-8447
Chrenic stable angina 33(0-8) 20 56 (1-1) 34 0-59 (0-38-0-90) 00135
Peripheral arterial disease 42(0-8) 2.5 41 {0-8) 25 1-02 (0-66-1-57) 08254
Life-threatening arrhythmias 100-2) 06 3(0-1) 0-2 3-31 (0-91-12-01) 0-0540
Development of diabetes mellitus 154 (3.0) 9-4 134 (2-6) 82 1-15 (0-91-1-44) 0-2493
Development of renal impairment 31 (0-8) 1-9 24 (0-5) 1-4 1-29 (0-7T6-2-19) 03513

Mi=myocardial infarction. *Per 1000 patient-years. tFull definition of endpoints provided in reference 24. $includes silent MI. §Excludes silent ML
Table 3: Hazard ratio of atorvastatin treatment on primary, secondary, and tertiary endpoints
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Atorvastatin Placebo Unadjusted hazard p
(%) Rate® n (%) Rate® ratia {35% C1)
Diabetes (n=2532) 38 (3-0%) a6 46 (3-6%) 11-4 0-84 (0-55-1-29) 0-4253
Mon-diabetes (n=T773) 82 (1-6%) 4.9 108 (2-8%) 87 0-58 (0-41-0-77) 0-0003
Current smoker (n=3374) 35 (2-0%) 6-2 B0 {3-6%]) 11.2 0-56 (0-37-0-85) 0-0053
Mon-current smoker (n=6931) 65 (1-9%) 59 94 (2-T%) 85 0-70 (0-51-0-96) 0-0243
Obese (n=3425)F 35 (2:0%) G4 59 (3-4%) 10-8 0-58 (0-38-0-90) 0-0130
MNon-obese (n=6880) 65 (1-9%) 5-8 95 (2-8%) 86 0-67 (0-49-0-92) 0-0137
LVH on ECG or ECHO (n=1473) 15 (2-0%) 6.2 22 (3-0%) 9.3 0-67 (0-35-1-29) 0-2238
Mo LVH on ECG or ECHO (n=8832) 85 (1-9%) G0 132 (3-0%) 94 0-64 (0-45-0-84) 0-0011
Older (=60 years, n=65T70) T1(2:2%) 68 111 (3-4%) 10-7 0-64 (0-47-0-88) 0-0027
Younger (=60 years, n=3735) 29 (1-5%) 4.7 43 (2-3%) 71 0-66 (0-41-1-06) 0-0869
Female (n=1942) 19 (1-9%) 59 17 (1-8%) 53 1-10 (0-57-2-12) 0-7692
Male (n=8363) 81 (1-9%) 6-1 137 (3-3%) 10-3 0-55 (0-44-0-77) 0-0001
Previous vascular disease (n=1471) 21 (2:9%) a0 26 (3-5%) 11-2 0-80 (0-43-1-42) 0-4376
Mo previous vascular disease (n=8834) 79 (1-8%) 55 128 (2-9%) 91 0-61 (0-48-0-81) 0-0005
Renal dysfunction (n=6517) 60 (1-8%) 57 97 (3-0%) 9.3 0-61 (0-44-0-84) 0-0025
Mo renal dysfunction (n=3788) 40 (2-1%) 66 57 (3-0%) a5 070 (0-47-1-04) 0-0783
With metabolic syndrome (n=3926)} 47 (2-4%) 76 61 {3-1%) 99 0-77 (0-52-1-12) 0-1675
Without metabolic syndrome (n=6379) 53 (1-7T%) 51 93 (2-9%) 9.1 0-56 (0-40-0-79) 0-0007

LvH=left-vetnricular hypertrophy; ECG=electrocardiography; ECHO=echocardiography. *Per 1000 patientyears. tBody-mass index =30 kg/m’. £Definition of metabolic
syndrome provided in reference 24.

Table 4: Hazard ratio of atorvastatin treatment on primary endpeint by subgroup
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Figure 5: Effects of atorvastatin and placebo on the primary endpoint in prespecified

subgroups

Area of squares is proportional to amount of statistical information. Point estimates of hazard ratios

are given with 95% Cl. LVH=left-ventricular hypertrophy. *Definition of metabolic syndrome provided
in reference 24.
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The number of serious adverse events and rates of liver-enzyme abnormalities did not differ between
patients assigned atorvastatin or placebo. One non-fatal case of rhabdomyolysis was reported in a man
receiving atorvastatin who had had a very high alcohol intake and a recent febrile illness.
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