B TITLE CARDS
Primary prevention of cardiovascular disease with atorvastatin in type 2 diabetes in the collaborative
atorvastatin diabetes study (CARDS); multicentre randomised placebo-controlled trial.

Colhoun HM on behalf of the CARDS investigators: Lancet. 2004; 364: 685-96.
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Number of patients (%)* taking at least one
lipid-lowering drug, including study statin

Placebo Atorvastatin
Timepoint
1 year 3271349 (2%) 1252/1391 (90%)
2 years 9071305 (7%) 1184/1360 (B7%)
3 years 121/1018 (12%) 018/1071 (86%)
4 years Q6650 (15%) C42/692 (78%)
Average o 85%

*Denominator i patients not known to be dead who have not yet had a primary
endpoint. Non-comphiance is assumed when data are missing.

Table 2: On-study drug compllance and non-study lipid-lowering
drug use
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THIY multicentre randomised placebo-controlled trial
intention-to-treat analysis
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(cumulative incidence 2-35% / £ :primary endpoint in the placebo power 90% « =0.05)
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IBRREE : 81%
4053 screened
p| 804 ineligible or
. refused
3249 entered baseline
| 408 ineligible or
¥ refused
2841 mndomised
1412 randomised 1429 randomised to
to placebo atomvastatin 10 mg daily
2 incorrectly 1 incomectly
randomised randomised
no drug taken no drug taken
1410 allocated 1428 allocated 10 mg
placebo atorvastatin daily
Lost to follow-up for: Lost to follow-up for:
4 mortality (0-3%) ¢ 1 mortality (0-1%)
12 morbidity (0-9%) 7 morhidity (0-5%)
¥ A
1398 complete 1421 complete
follow-up follow-up
for morbidity for morbidity
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3L X70—)L (206.9mg/dL, 206.5mg/dL),
LDL-C(117.3mg/dL, 116.6mg/dL),
HDL-C(53.7mg /dL, 54.8mg/dL),
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« atorvastatin ZED BN ENBRREIZLS=-OHERITFTEXY 2 FFR< 2003 E 6 A 12 BIZ. TLT=,

Mean (5D} concentration Awerage treatment effect across the study
Baseline & months 1 year 2years 3 years 4 years Absolure vnits (05% Cly Percentage effect” (95% Cl) p

Number of patientst

Flacsha 1409 1306 1290 1258 b 600

Arcevasiatin 1428 1346 1323 1373 1014 632

LDL-chodesterol (mmaoly Ly

Flacsho 3-02 (070 307 (079 310 {0-B0) 3-04(0-B2) 3-04 (082) 3-12{0-80) -1-20(-1-23 w-1-17} —40% [-41 vo - 39) <0-0001
ATDevastaTn 304 (0:72) 175 (0:63) 186(060)  1-94(073) 207 (0-71) 211{070) _

Total cholesterol (mmolL)

Placeha 5-35(087) 5-40 (0-80) 5-42(000)  534(003) 5-31 (D90 S28(091) -140(-143w-137) - 26% (-27 10 - 26) 00001
Atoevasiatin 5-36(0:83) 387 (076) 397 (081 403 (0-83) 414087} 412 {0-34)

HODL-cholesterol (mmol/L)

Placsho 1-42 (0-34) 1-39(0-36) 137 (037)  1-33(0-36) 1-29 (033} 123 {0-30) 0032 (001 10 0-03) 1% (07 10 2) 00002
Aroevasiatn 1-39(0:32) 1-41(0-35) 137 (0-33)  1-35(0-3%) 1-30(0-32) 126 {0-30) -

Non-HDL-cholesterol (mmod/L)

Placahia 393 (08 4401 (0-89) 405(0-01)  400(00Z) 4-02(091) 405(080)  -1-42(-1-45wW0-1-35) -36% (-37 1o -35) <0-0001
Aoy astann 306 (082} 147 (074) 260(080) 2-68(083) 2.85 (0-86) 2.8k (0-82) . _

Trighroeride (mmol/Ly

Placeho 193 (109) 197 (1-22) 106123  198{124) 1-94 (121} 190{1-10) -039(-042w-036)  -10%(-2010-17) 00001
ATDevastaTn 1-95 (1-08) 1-53(0-93) 158 (088  1-61(003) 1-66 (0-58) 161 (0:93) - -

Apolipoprotein A1 (mg/L)

Placebo 1530 {200} 1410 {260 1460 (300) 1390 (270) 1330 (260) 1310(230) -016(-1-4 10 1.1) -0.1% (-0-9 10 0-7) 0-80
Aoy astaTn 1530 (270} 1470 {250) 1470 (200) 1400 (270) 1320 (270} 1320 {230)

Apolipoprotein B (mgiL)

Placebo 1150 {240} 1150 {280) 1100 (230) 1070 (220) 1060 (220) 1050 (210) -17 (- 2B 10-26) -23% (-24 10-22) <0.0001
Aoy astaTn 1170 {240) 060 (300) B00 (200} 790 (200) 810 (200} 800 {190)

*Treatment effect onwithin-person dhange in lipid or lipoprotein acnoss all study poings as percentage of placebo mean. fNumbers of patients at every timepoint are g en for LDL-cholestenol only, some of the other analytes
may have shightly different mumbers of patients
Table 3: Effect of treatment on lipids and lipoproteins
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- atorvastatin £ 83 {5 (5.8%:1.54 f51/100 A-EMD)RY), T5tHREE 127 51(9.0%:2.46 51/100 A - £F)
T atorvastatin BT XU H 37%IE FLT=(95% 15X —52~—17, p=0.001),

1000 51 atorvastatin & 4 FREIRE T HEFTBEARU 37T BEFRHTEDI LD,

SHREARUME 3.6% vs 5.5% (/\HF—FLtk 0.64:0.45~0.91), MITHEMIE 1.7% vs 2.4%

(0.69:0.41~1.16), XZ (L 1.5% vs 2.8%(0.52:0.31~0.89),
E5(2 atorvastatin FTIXIETEA 27%IE FLT=(—48~1, p=0.059),

Primary endpoint

ACUTE COPDNGTY SVEnTs

Cosonary
revascularisation

Saroke

Secondary endpoint

Diearth from ary cawse

Ay acute cardiovascular
disease event

Hazard mtio (G5% )

Number of patlentswith

an event (%)

Placeho Atorvastatin

10mg

137 (9-0%) B3 (5-Bw) ——
77 (5-5%) 51{3-6%) B
34 (2-4%) 24{1-7%) -
39(28%) MrEw g
82(5-8%) B1(4-3%) B
189(13-4%)  134(34%) .._

T 1 1T 11
02 04 06 08 10 12

063 {0-48-0-83) 0001
064 {0-45-0-01)
068 (0-41-1-16)

052 (0-31-0-89)

073(0-52-101) 0059

0-68 {0-55-0-85) 0-001

Placebo Atorvastatin
(n=1410) (m=1428)
Type of first event
Faral my ocardial Infarcoon 20 B
COither aoue coronary hean 4 10
disezse death
Mon-faxal myocardial Infaraion” 41 5
Unstable angina 9 7
Resuscitared candlac amest o o
Coronary revasoulansarion 18 12
Faal soroke g 1
Mon-faral stroks 30 0
Total 177 83

* Free silent myyocardial infarctions included in each group.

Table4: Breakdown of primary endpoint by treatment group

Figure 3: Effect of treatment on primary and secondary endpoints
Total number of acute coronary events, coronary revascularisations, and strokes separately do not equal the total
number of primary evenits shown above, becawse only the first of these events is includad in the primary endpoint:
Thurs, an individual who has had a stroke and a revascularisation will be counted onby once in the primary endpoint
but will appear in both separate totals for revascularisation and stroke. Symbaol size is proportional to amount of

statistical information.
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Total cholesterol (mmel/L)
059 (0-41-0-85)

Mumber of patlents with

an event (%)

Placebo Atorvastatin Hazard ratio (95% Cl) P
LDL-cholesterol jmmol/L)
=31 66 (35%) 44(61%) _._ 062 (0-43-0:91)
<31 61(B5%) 39(5-6%) | 063 (042-094) 006
HDL-cholesterol (mmoliL)
=14 62 (B5%) 36(5-2%) B 059 (0-39-0-89)
<14 6L (D6%) 47 (6-4%) . 066 (0-45-095) 070
Trighycerides (mmolfL)
=17 67 (246%) 40(5-5%) . 0565 (0-38-0:82)
17 B0 (B-4%) 43(6-1%) _._ 07 1(0-4B-1-05) 0-40

=gq 71{10-1%) 44 (6-2%)

<54 56(7-9%) IH(5-5%) 067 (0-45-101) 067

T 1 1T 1 1
o2 04 06 08 10 1.2

Figure 5: Effect of treatment on the primary endpoint by median lipid level at baseline
Symbiol size is proportional to amount of statistical information. p valwes are for test of heterogeneity.
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(the INTERHEART study): a case-control study




