AoBevnc pe ayyelako eyKEPAALKO eMEL00OL0 &
SuoAutidatuia

YaBBomouloc XpnoTtoc
Entikoupoc KaBnyntnc NaboAoyiac AMO






68ypovoc acBeviC e 16TOPIKO KOATIKNG Happapuyng & AY eicdyetan pe AP nuuminyia and 2mpov,
ke@aialyio, AIT210/110 mmHg.
Enetyovosa CT ympic onueia apoppayiog, mpdipo onueiol 10YOUKOD EUEPEKTOV GTNV KOATOUVOUT TNG

AE péong eyke@alkng aptnpiog

, Meyaio EPQPUKTO IE TIECTIKA QOUILVOUEVA GTI|V
CT awsayoric kotavoun ™ AE péong eykepaiikig 48h neta




Epyaotnplokoc EAeyyoc

OA. XoAnotepoAn: 245 mg/dl
LDL: 147 mg/d|

TpwyAukepidia: 260 mg/dl

HDL: 46 mg/dl

AOLTTOC BLoXNULKOG EAEYXOC KD
Kamviopa: oxt

BMI: 33 (mayvooapkog)

AM: 150/85 mmHg

Age: 68

Gender: male

Total Cholesterol: 245 mg/dL
HDL Cholesterol: 47 mg/dL
Smoker: No

SBP: 150 mm/Hg

On medication for HBP: Yes

Risk Score* 23%

Means 23 of 100 people with this
level of risk will have an attack in
the next 10 years.



Alaotpwpatwon Kapdiayyetakol Kivduvou

e  XapnAog, HETPLOG, LPNAOGG Kal TTOAU LY NAOC ETLITPOCOETOC KAPSLAYYELOKOG
kKivéuvoc (EKK)

e AmoAutog 10t kKivouvog yla kapdlayyetako voonua (KK)
Kata Framingham <15%, 15 €¢wg 20%, 20 €wg 30% kat > 30% avtiotolya

Kata SCORE <4%, 4 €wg 5%, 5 €éwg 8% kal > 8% avtiotoya
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AvTlUeTWTLON Emelta amo AEE

ApTnpLoKkn UTEPTAON
YriepAuudatpia
Zakxopwdnc Aapntng
AvTLOLLOTIETOALAKN-aVTIOPOUBWTLKA aywyn
Enavayyeiwon
Kanviopa
MNoaxvooapkia
Katdxpnon aAkooAng

Aourol mopayovteq




Kivbuvoc epdavioncg AEE
(o€ eminebo npwtoyevouc N deutepoyevouc mpoAnync)
avaAoya Pe TNV UTIoPEn VOC €K TWV TIOPOAKATW HEMOVWHEVWYV MK

o AY 49 %
e XoAnotepOAn 20 %
e Kamviopo 12 %
e KM 9.4 %

 Anyn AAKOOA 4.7 %



@“ FRAMINGHAM RISK SCORE to predict 10 year ABSOLUTE RISK of CHD EVENT %
.J 5T ALBANS & HEMEL HEMPSTEAD NHS TRUST : CARDIOLOGY DEPARTMENT

This risk assessment anly applies to assessment for PRIMARY PREVENTION of CHD, in people who do not have evidence of established vascular diseasa.
Patiants who already have evidence of vascular disease usually have a >20% risk of further events of over 10 years, and require vigorous SECONDARY PREVENTION
Peopie with 8 Family History of premature vascuiar disease are at higher risk than predicted; Southem Europeans and some Asians may hawve a lower risk in relation 1o standard risk faciors.

STEP 1: Add scores by sex for Age, Total Cholesterol, HDL-Cholesterol, BP, Diabetes and Smoking. (If HDL unknown, assume 1.1 in Males, 1.4 in Females)

Age Total Cholesterol HOL Cholesterol | | Systolic BP Diastolic BP Disbetes |M | F || Smoking | M

M|F Mm|F M|F Male <§0 | BO-B4 | BE-BS | 90-89 Ne oo No oo

3034 |-1]|-8]|| <41 [-3[-2 0.9 <120 0 0 1 2 Yos :n Yes 2|2
3839 | o |-4|| 41-81 |o|o|] 09-1.46 | 1] 2 120-129 0 0 1 2
40-44 1|0 52=62 1 1 147-1.29 | 0| 1 130-138 1 1 1 s
4648 3 - B3=7.1 2{1 130-1586 | 0| O 140-158 2 2 2 2
5054 | 3| &1 =188 |-2[-3 =160 3 3 5 3

6658 | 4|7 Female 90-89 Categorisation of 10 year Risk

6084 | 5| 8 <120 -3 0 [ 2 of CHD Event

BE-89 | 6| B 120-129 o o ] z Very Low risk = 10%

To-Td T| & 130-138 o ] Q F Low risk = 15%

140-169 2 2 2 2 Modarate risk 15-20%

3 3 High risk

If Systolic and Diasiolic BP fall into differant calegories,
use score from higher category

STEP 2: Use total score to determine Predicted 10 year Absolute Risk of CHD Event (Coronary Death, Myocardial Infarction, Angina) by sex

10 year Risk: Male <] | MG % | 5% | TH | B% | 10% | 1 | 18% | 0% b e b e e

Age 30-34 | 365-39 | #0-44 | 45-49 | B0-54 | 65-59 | @0-64 | 65-69 | 70-74 “ideal” risk represents
“"Average” Male ™% 5% % 1% 14% 16% 0 Total Cholesterol = 4.1 - 5.1
"deal” Malo [ 3 % % &% % 1% 14% HDL = 1.2 (Mals), 1.4 (Fermale)
"Avorage” Female <1% < 1% % 5% 8% 12% 12% 13% 14% BP < 12080
: Mo Diabetes, Non Smoker

' with anti-hypertensives 1o achieve a BP S160/80 (ideally <140/80)

from Wilson PWF, et sl Prediction of coronary heart disease using risk factor categories, Circulation 1888 87 183747 Or John Bayliss




Stroke risk by usual total cholesterol
Prospective observational studies collaboration
450,000 people, 45 prospective cohorts, 13,000 strokes
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Proportional stroke risk, by age and usual total cholesterol
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NpoBAnuota

 Most observational studies not representative of
whole population at risk for stroke

* No studies have assessed relationship between
cholesterol and stroke in high risk cohort

* Only mortality recorded but not the incidence of stroke
in the majority of studies

* Not available type of stroke, so possible positive relation
in ischemic strokes and negative in haemorrhagic



NpoBAnuota

Cohorts primarily selected to study CHD
Included middle aged people at risk of Ml
Higher risk of fatal MI before stroke

Aggressive risk factor management?

HELLE®

my name I8



Association between cholesterol and ischemic stroke

Non-haemorrhagic stroke
(11 studies, 60 750 particpants, 494 events)

4-00

4.0 4.5 5.0 5.5 6.0
Approximate mean usual cholesterol concentration (mmol/L)

Asia Pacific Cohort Studies Collaboration, Int J Epidemiol 2003;32(4):563-72



Lipid-lowering trials and stroke prevention



Aevtepoyevnc mpoAndn ZN & AEE

4-S

CARE

LIPID

T.C >6.8 mmol/L

T.C<6.0mmol/L

T.C4- 6.8mmol/L

Simva 10-40mg

Prava 40 mg

Prava 40 mg

CHD 3495

|
\

CHD 1 24%

CiiD | 24%
v

Stroke 1 30%

p=0.02

Stroke 1 31%

p=0.03

Ischemic stroke 1 19%

p=0.05

Mainly TiAs




PROSPER: Baseline demographics

Variable Placebo Pravastatin
n=2913 n = 2891

Age (yrs)

Male (%)

Smoker (%)

Diabetes (%)

Hypertension (%)

Vascular dis* (%)

* AP, IC, CVA, TIA, MI, PAD



PROSPER: Results

Endpoint

1° (fatal CHD/NF AMI or 0.85 (0.74-0.97)
fatal/NF stroke)

Fatal CHD/NF AMI 0.81 (0.69-0.94)

0.006

Fatal/NF stroke 1.03 (0.81-1.31)

0.81

Cancer diagnoses 1.25 (1.04-1.51)

0.02




Heart Protection study
SIMVASTATIN: STROKE INCIDENCE

SIMVASTATIN PLACEBO Rate ratio & 95% ClI
(10269) (10267) STATIN better PLACEBO better
Type
Ischaemic 290 409 —
Haemorrhagic 51 53 .
Unknown 103 134 -
Severity
Fatal 96 119 -
Severe 42 51 -
Moderate 107 155 -
Mild 138 189 —
Unknown 61 71 -
ALL STROKES 444 585 <o 25% SE 5
(4.3%) (5.7%) reduction
(2P<0.00001)
| [ | [ [ | [ [ [ [

04 06 08 10 12 14






ASCOT LLA




Cumulative Incidence (%)
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Secondary End Point: Fatal and Nonfatal Stroke

Atorvastatin 10 mg  Number of events 89
Placebo Number of events 121

27% reduction

HR = 0.73 (0.56-0.96) p=0.0236

o
o 4
o

0,5

Sever PS, Dahlof B, Poulter N, Wedel H, et al, for the ASCOT Investigators. Lancet. 2003;361:1149-58

1,0 1,5 2,0 2,5 30 35

Years



Stroke benefits associated with atorvastatin in ASCOT-LLA

| 23-35%
Stroke type Number of strokes Hazard ratios (95%CI)
Atorva Placebo
Fatal & non-fatal 89 121 0.73 (0.56-0.96)
Fatal 15 22 0.68 (0.35-1.31)
Non-fatal 78 100 0.77 (0.58-1.04)
Ischaemic 74 95 0.77 (0.57-1.05)
Haemorrhagic 13 20 0.65 (0.32-1. 30)




CARDS : Lipid lowering diabetes

Event Placebo*  Atorva* Hazard Ratio Risk Reduction

Ce))
Primary endpoint 127 (9.0%) 83 (5.8%) + 37;/25_107(;?2)
,:\\(/:;th](fscoronary 77 (5.5%) 51 (3.6%) —J— 36% (9-55)
Coronary 34 (2.4%) 24 (1.7%) i 31% (-16-59)
revascularisation
Stroke 39 (2.8%) 21 (1.5%) | 48% (11-69)

2 4 6 8 1 1.2
*N (% randomised) Favours Atorvastatin Favours Placebo

Adapted from Colhoun H et al. Lancet 2004; 364 (9435): 685-696



MIRACL Study design

Hospitalisation n=3,086
for unstable randomised
angina or 24-96 hours after
non-Q-wave Ml eIl

16 weeks

Follow-up at weeks 2, 6 and 16




Secondary endpoints

Placebo Atorvastatin
(n=1,548) (n=1,538) RR (95% CI)*
n (%) n (%)

Stroke

Fatal and non-fatal

Non-fatal

Coronary revascularisation

Percutaneous coronary
intervention

Surgical

Worsening angina

New or worsening CHF

Any outcome

24 (1.6)
22 (1.4)

250 (16.1)

143 (9.2)

110 (7.1)
106 (6.8)

43 (2.8)
344 (22.2)

12 (0.8)
9 (0.6)
254 (16.5)

150 (9.8)

106 (6.9)
91 (5.9)
40 (2.6)

344 (22.4)

0.50 (0.26-0.99)

0.41 (0.20-0.87)

1.02 (0.87-1.20)

1.06 (0.85-1.32)

0.97 (0.75-1.25)

0.86 (0.66-1.13)

0.94 (0.62-1.43)

1.01 (0.88-1.15)

* Based on Cox Mantel-Haenszel analysis




Intensive vs Moderate Statin
Therapy: Meta-Analysis




Risk of stroke — individual trials &
pooled analysis

PROVE IT-TIMI 22

A-to-Z

TNT

IDEAL

Total

Event Rates

Odds No./Total (%)
Reduction )
Odds Ratio (95% ClI) High Dose  Std Dose
20/2099 17/2063
0
. +16% (1.0) )
28/2265 35/2232
- 0
. 21% 1.2) (1.6)
117/4995 155/5006
- 0
. 25% 2.3) (3.1)
Significant
18% relative -13% 151/4439 174/4449
— risk reduction 0 (3.4) (3.9)
in stroke
[OR, 0.82 18% 316/13798 381/13750
Q 95% Cl, 0.71-0.96 -18% 2.3) 2.8)
P=0.012]

45 1

High-dose statin
better

|
2.2
High-dose statin

worse

Adapted from Cannon CP et al. J Am Coll Cardiol 2006; 48(3): 43 445



PROVE-IT, TIMI 2 Benefits of intensive lipid-
lowering on individual endpoints at 2 years

2 Year Event Rates

RRR Atorva 80 Prava 40
All-cause mortality = 28% 2204 3.204
CHD death . 30% 1.1% 1.4%
M . 13% 6.6% 7.4%
Death or Ml & 18% 8.3% 10.0%
Revascularisation —&— 14% 16.3% 18.8%
Recurrent UA & 29% 3.8% 5.1%
Stroke L > -9% 1.0% 1.0%
0.5 0.75 1.0 1.25 1.5
Atorvastatin Pravastatin
80 mg Better 40 mg Better

Adapted from Cannon CP et al. NEJM 2004; 350:1495-1504



TNT Fatal or non-fatal stroke

0.04 1 —— Atorvastatin 10 mg

- Atorvastatin 80 mg

0.03 1
25% RRR -
HR = 0.75 (95%CI 0.59, 0.96) 25%
P=0.02 Relative
y  Risk
Reduction

Proportion of patients experiencing
fatal or non-fatal stroke (%)

Time (years)

Adapted from LaRosa JC et al. N Eng J Med 2005; 352: 1425-1435



MeTa-avaAuon 2004

Statins in Stroke Prevention and Carotid Atherosclerosis
Systematic Review and Up-to-Date Meta-Analysis

Pierre Amarenco, MD; Julien Labreuche, Bst; Philippa Lavallée, MD; Pierre-Jean Touboul, MD

Background and Purpose—Previously published meta-analyses exploring the effect of statins on stroke incidence included
20000 patients and found a 2% to 30% risk reduction. It is not clear whether this is attributable to low-density
lipoprotein—cholesterol (LDL-C) reduction. Statin trials have now included =90 000 patients. We have determined the
effect of statins and LDL-C reduction on stroke prevention

Summary of Review—We performed a systematic review and meta-analysis of all randomized trials testing statin drugs
published before August 2003. The trials were identified using a computerized PubMed search. We analyzed separately
statin effect on incident strokes and on carotid intima-media thickness (IMT) according to LDL-C reduction. The
relative risk reduction for stroke was 21% (odds ratio [OR], 0.79 [0.73 to 0.85]), with no heterogeneity between trials.
Fatal strokes were reduced but not significantly: by 9% (OR, 0.91 [0.76 to 1.10]). There was no increase in hemorrhagic
strokes (OR, 0.90 [0.65 to 1.22]). Statin size effect was closely associated with LDL-C reduction. Each 10% reduction
in LDL-C was estimated to reduce the risk of all strokes by 15.6% (95% CI, 6.7 to 23.6) and carotid IMT by 0.73%
per year (95% CI, 0.27 to 1.19).

Conclusions—Siati | and this effect

is mainly driven by the extent of between-group LDL-C reduction. Carotid IMT progression also strongly correlated
with LDL-C reduction. (Stroke. 2004:35:2902-2909.)

f




RR (55%Cl

Primary prevention of stroke

SEARCH 42
JUPITER 0-4
ASPEN 28
MEGA 13
IDEAL 34
TNT 23
ALLIANCE 29
CARDS 15
PROVE-IT 1.0
AtoZ 1.2
ASCOT-LLT 1.7
ALLHAT-LLT 40
GREACE 12
HPS (with no prior CVD) 32
PROSPER 4.7
MIRACL 0-8
GISSI 0.9
AFCAPS-TexCAPS 0-4
LIPID (with no prior CVD) 33
Post-CABG 2:6
CARE (with no prior CVD) 1.9
WOSCOPS 1-4
5555 2.5
Subtotal: p<0-0001 (heterogeneity: I'=26-6%, p=0-12)

esoridary prevention of stroke
SPARCL 11.2
HPS (with prior CVD) 103
LIPID (with prior CVD) 9.5
CARE (with prior CVD) 135
Subtotal: p=0-003 (heterogeneity: F=0-8%, p=0-39)

Total: p<0-0001 (Reterogensity: '=7-3%, p=0-36

0-91 (0-77-1-08)
052 (0-34-0-78)
0-89 (0-56-1-40)
0-83 (057-1-20)
0-87 (0-70-1-08)
076 (0-60-0.96)
0-90 (0-58-1-42)
0-53 (0-31-0-90)
1-09 (0-59-2-01)
0-79 (0-48-1-29)
073 (0-56-0-96)
0-91 (0-76-1-09)
053 (0-24-1-18)
0-67 (0-57-0-77)
1.04 (0-82-1-31)
0-50 (0-25-1-00)
1.05 (0-56-1-96)
0-82 (0-41-1-67)
0-84 (0-67-1-05)
112 (0-58-218)
0-67 (0-44-1-01)
0-90 (0-61-1-34)
0-72 (0-51-1-01)
0-81 (0-75-0-87)

0-85 (0-73-0-99)
0-99 (0-81-1-21)
072 (0-46-1-12)
0-68 (0-37-1-25)
0-88 (0-78-0-99)

0-82 (0:77-0-87)

Amarenco


http://www.sciencedirect.com/science?_ob=MiamiCaptionURL&_method=retrieve&_udi=B6X3F-4W373HS-D&_image=B6X3F-4W373HS-D-5&_ba=&_user=217827&_coverDate=05/31/2009&_rdoc=1&_fmt=full&_orig=search&_cdi=7297&_pii=S1474442209700584&view=c&_isHiQual=Y&_acct=C000011279&_version=1&_urlVersion=0&_userid=217827&md5=de8a061df149b08376e3ad2be3b5a82f�

Relationship between ORs for stroke events and corresponding LDL-C reduction
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-20 -25 -30 35 -40 45
Between group difference in LDL-cholesterol reduction %

Amarenco P et al. Stroke 2004



Maijor statin trials with stroke end point

Trials Statin, dose LDL reduction, Numberof  Number of strokes Relative risk Absolute Strokes
mean between- patients Control Statin reduction risk prevented
group difference (follow up (95%Cl) reduction per 1000
length [years]) people

4s Simvastatin, 35%,68mg 4444 (5-4)  95in2223(4-3%)t 61in2221(27%) 30%(4-48%) 16% 16
10-40 mg

CARE Pravastatin, 32%, 38 mg 4159(50)  76in2078 (3-7%)t 52in 2081 (2-5%)  32% (4-52%) 1-2% 12
40mg

LIPID Pravastatin, 23%, 39 mg 9014 (6:0)  204in 4502 (4-5%)t 169in4512(3-7%) 19%(0-34%) 0-8% 8
40mg

HPS Pravastatin, -, 39mg 20536 (53) 585in 10 267 (5:7%)t 444 in 10 269 (4-3%) 25% (15-34%) 1-4% 14
40 mg

PROSPER  Pravastatin, 27%,40mg§ 5804 (3-2) 131in 2913 (4-5%)t 135in 2891 (4-7%) 3% (-31-19%)
40 mg

ALLHAT-LLT Pravastatin, 27-7%,24mg 10355(48) 231in5185(4-5%)f 209in 5170 (4-1%) 9% (-14-21) 0-4% 4
2040 mg

KLIS Pravastatin, 20%,11mg  3853(50)  41in1634(25%)t 47in2219(21%) 22%(-13-49%) 04% 4
10-20 mg

GREACE  Aforvastatin, 46%,70mg  1600(30)  17in800(21%)t 9in800(11%)  47%(-) 10% 10
10-80 mg

ASCOT Atorvastatin  35%, 37 mg 10305(33) 121in5137 (24 89in5168(1-7%) 27%(4-44%) 07% 7

Combined 70070 1501 (4-3%) 1215 (3-4%) 21% (15-27%) 09% 9

total*

Amarenco et al. Lancet Neurology, 2004



SUMMARY - ALL TRIALS
H Treatment Control

Treatment Trial  n/N niN DR (95% Cl) P
T
TOTAL STROKE 1
Diet T 47425417  604/35137 0.82 (0650 1.23) 0.582
Slatins 48 1588/ FEeBEF Z361/71608 = D85 (078 o 0.92) <0.001
]
Fibrates 12 44113221 505/14923 :—.— 0.58 (086t 1.12) 0788
Dther drugs 11 77547 140/0133 — 081 (081 1 1.08) 0,155 Among Cholesterol-lowering
Bypasal 1 14/421 15/417 082 (04410 1.83) 0.830

il treatments, statins are the

ALL TRIALS 80 2993/1232933724/131219 0,88 (0.B3 toD.94) <0.001
Between-Heterogeneity test +*=9.496, df=4, P=0.050

most effective at decreasing

FATAL STROKE
Criet PooBM25417 128035137 —— 087 (08610 1.15) 0.321 the riSk Of total StrOke but
Statins 38 37eEs388 30050427 = 0.98 (0850113 0738 ’
Fibrstes 10 6011002 58/13566 . ~ 130 (0B8101.082) 0193 their benefit is proportional o
Other drugs 10 25/9671 IN2TE & 1.05 (061 to 1.81)  0.857 .
Bypass’ 1 1/421 20417 . » 0.49 (0.04105.47) 0565 the percent reduction of total
SuUngary
ALL TRIALS 66 548102798 &0%110822 — 0.99 (08810 1.11) 0832 CHO & LDL.
Between-Heterogeneity test *=3.585, di=d, P=0.465
MON-FATAL STROKE i
Diet 6 38925211 57534031 g B 101 (08910 1.15) 0.923
Statins 24 973736778 1194/36752 = 0.81 (0.74 to 0.89) <0.001 No Iipid-lowering intervention
Fivrates T GBh/8267 538248 I = 1.23 (08510 1.78) 02865 . .
Otherdrugs 7 224217 V4145 _‘.'_i'_' 081 (0,36 191.02) 0.058 Was aSSOCI ated Wlth a
ALL TRIALS 44 144975473 1BS9/B5074 8 0,87 (0.81 16 0.94) <0.001 reduction of fatal stroke.
Between-Heterogensity test 7=12.466, df=3, P=0.006
00 0.5 10 15 20
Favors reatmenl Favors conirol

J Am Coll Cardiol. 2010 ;55(3):198-211.



Percent cholesterol reduction and total stroke

B e Ln(RR)=0.00518 - 0.00793(DTC)
® Statins O 1000-4959 R-Square=0.1225
2.0 | e Fibrates O 5000-9999 P=0.0017
® Other drugs O =10000 . adinn 18 4
15 Bypass/surgery _ s i r:.fgﬂl . R i
3 ’ ¢ Observed Log RR Benefit L : :
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Guidelines for the Prevention of Stroke in Patients With Stroke or Transient
Ischemic Attack. A Guideline for Healthcare Professionals From the American
Heart Association/American Stroke Association
Karen L. Furie. Scott E. Kasner, Robert J. Adams. Gregory W. Albers, Ruth L. Bush.
Susan C. Fagan, Jonathan L. Halperin, S. Claiborne Johnston, Irene Katzan, Walter N.
Kerman, Pamela H. Mitchell. Bruce Ovbiagele, Yuko Y. Palesch. Ralph L. Saqu Lee

H. Schwamm. Sylvia Wassertheil-Smoller, Tanya N. Turan, Deidre Wentworth and on
behalf of the American Heart Association Stroke Council, Council on Cardiovascular
Nursing, Council on Clinical Cardiology. and Interdisciplinary Council on Quality of

Care and Outcomes Research
Stroke published online Oct 21, 2010:
DOI: 10.1161/STR.0b013e318117d043




Recommendations

1.

Statin therapy with intensive lipid-lowering effects is
recommended to reduce risk of stroke and cardio-
vascular events among patients with ischemic stroke

or TIA who have evidence of atherosclerosis, an

<IDL-C level =100 mg/d—and who are without

2.

known CHD (Class I; Level of Evidence B).

For patients with atherosclerotic ischemic stroke or
TIA and without known CHD, it is reasonable to target
a reduction of at least 50% in LDL-C or a target LDL-C
level of <70 mg/dL to obtain maximum benefit>!=>7 (Class
Ila; Level of Evidence B). (New recommendation)

. Patients with ischemic stroke or TIA with elevated

cholesterol or comorbid coronary artery disease
should be otherwise managed according to the
NCEP III guidelines, which include lifestyle modifi-
cation, dietary guidelines, and medication recom-
mendations®?¢ (Class I; Level of Evidence A).

. Patients with ischemic stroke or TIA with low HDL-C

may be considered for treatment with niacin or gem-
fibrozil®** (Class I1b; Level of Evidence B) (Table 3).
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*Cholesterol IS a risk factor for ischemic stroke.

eLipid-lowering with statins reduces incidence of ischemic stroke by on average 20 —
25%.

*Benefit related to magnitude of cholesterol reduction and achieved cholesterol levels.

*Benefits of blood pressure reduction and lipid lowering additive or synergistic? From
trial evidence at least 60% reduction in incidence
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