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New Canadian Guidelines 2006New Canadian Guidelines 2006

 Low risk patient (Framingham risk score [FRS]Low risk patient (Framingham risk score [FRS]
<10%/ 10yr):<10%/ 10yr):

LDL-C < 5.0 (from 4.5) LDL-C < 5.0 (from 4.5) mMmM/ L/ L
 Medium risk patient (FRS: 10-20%/ 10 yr):Medium risk patient (FRS: 10-20%/ 10 yr):

LDL < 3.5 LDL < 3.5 mMmM/ L/ L
 High risk patient High risk patient ÐÐ i.e. one with ANY vascular i.e. one with ANY vascular

disease or DM for over 10 yrs or with an FRS >disease or DM for over 10 yrs or with an FRS >
20%:20%:

LDL < 2.0 (from 2.5) LDL < 2.0 (from 2.5) mMmM/L/L

Why Do We Need To Go Below AnWhy Do We Need To Go Below An
LDL 2.5 LDL 2.5 mmolmmol/ L/ L

 The PROVE-IT StudyThe PROVE-IT Study

 The TNT StudyThe TNT Study

 HPS, A-Z, IDEAL and SPARCLHPS, A-Z, IDEAL and SPARCL

 2 large meta-analyses of the above2 large meta-analyses of the above

 IVUS studiesIVUS studies
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Meta-Analysis of Intensive Statin Therapy
LDL Cholesterol by Trial
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High-dose better High-dose worse

Std DoseHigh Dose

1288/13750
(9.4)

1097/13798
(8.0)-16%

463/4449
(10.4)

411/4439
(9.3)-12%

418/5006
(8.3)

334/4995
(6.7)-21%

235/2232
(10.5)

205/2265
(9.1)-15%

172/2063
(8.3)

147/2099
(7.0)-17%

Event Rates
No./Total (%)Odds

Reduction

Total

IDEAL

TNT

A-to-Z

PROVE IT-TIMI 22

0.658451 1 1.51872

OR, 0.84
95% CI, 0.77-0.91
p=0.00003

Odds Ratio (95% CI)

Meta-Analysis of Intensive Statin Therapy
Coronary Death or MI

Cannon CP, et al.
Cannon CP, et al. JACC 2005; 48:  438 -  445. 

Std DoseHigh Dose

520/13750
(3.8)

462/13798
(3.3)-12%

218/4449
(4.9)

223/4439
(5.0)+3%

155/5006
(3.1)

126/4995
(2.5)-19%

111/2232
(5.0)

86/2265
(3.8)-25%

36/2063
(1.7)

27/2099
(1.3)-27%

Event Rates
No./Total (%)Odds

Reduction

Total

IDEAL

TNT

A-to-Z

PROVE IT-TIMI 22

0.443807 1 2.25323

OR, 0.88
95% CI, 0.78-1.00
p=.054

Odds Ratio (95% CI)

High-dose better High-dose worse

Meta-Analysis of Intensive Statin Therapy
Cardiovascular Death

Cannon CP, et al. 
Cannon CP, et al. JACC 2005; 48:  438 -  445. 

Meta-Analysis of 90,000 Meta-Analysis of 90,000 PatiensPatiens In In
Lipid Lowering TrialsLipid Lowering Trials

 1 mmol/ l LDL-C reduction corresponded to:1 mmol/ l LDL-C reduction corresponded to:
 12% reduction in all-cause mortality12% reduction in all-cause mortality

 19% reduction in CHD mortality19% reduction in CHD mortality

 NS re: in non-coronary vascular mortality and inNS re: in non-coronary vascular mortality and in
non-vascular mortalitynon-vascular mortality

 23% reduction in MI or CHD death23% reduction in MI or CHD death

 24% reduction in the need for coronary 24% reduction in the need for coronary revascrevasc..

 17% reduction in fatal or non-fatal stroke17% reduction in fatal or non-fatal stroke

 21% reduction in any such major vascular event21% reduction in any such major vascular event

in 5 years regardless of baseline LDL-levels!in 5 years regardless of baseline LDL-levels!
Cholesterol TT: Lancet 2005; 366: 1267-78.Cholesterol TT: Lancet 2005; 366: 1267-78.
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What Options Did The CanadianWhat Options Did The Canadian
Guidelines Have?Guidelines Have?

 They could have chosen:They could have chosen:
 The drug at the dose used in the studies The drug at the dose used in the studies ÐÐ you can you canÕÕtt

endorse one drugendorse one drug

 The LDL-difference between the arms (relativeThe LDL-difference between the arms (relative
reduction) reduction) ÐÐ you have to choose one approach you have to choose one approach

 Other, better predictors like Other, better predictors like apoBapoB levels or levels or
TC/ HDL ratio TC/ HDL ratio ÐÐ not practical not practical

 The average LDL-level achieved in the studies -  notThe average LDL-level achieved in the studies -  not
the approach in the studies, need for titrationthe approach in the studies, need for titration

What Is The Problem With TheWhat Is The Problem With The
Chosen Recommendation?Chosen Recommendation?

 LDL < 2 was derived from the random resultsLDL < 2 was derived from the random results
of the above studies of the above studies ÐÐ not a  not a prespecifiedprespecified target, target,
there was no titration to target in trials!there was no titration to target in trials!

 What if the patient has an LDL of 2-2.5 onWhat if the patient has an LDL of 2-2.5 on
LipitorLipitor 80? 80?

 IVUS studies showed no reversal unlessIVUS studies showed no reversal unless
LDL < 1.8 LDL < 1.8 mmolmmol/ L/ L

 To achieve an LDL<2 you need to add anotherTo achieve an LDL<2 you need to add another
drug, usually drug, usually EzetrolEzetrol and although it is a low-risk and although it is a low-risk
intervention, no long-term outcome data existintervention, no long-term outcome data exist

What Is The Evidence That AnWhat Is The Evidence That An
LDL < 2 is Good Enough?LDL < 2 is Good Enough?

 Nothing, in fact, IVUS studies provide evidence thatNothing, in fact, IVUS studies provide evidence that
<1.8 is better than >1.8 and <1.6 induces more<1.8 is better than >1.8 and <1.6 induces more
regression - ??Add EZE to the max. tolerated statin??regression - ??Add EZE to the max. tolerated statin??
ÐÐ ongoing studies address this issue ongoing studies address this issue

 The parallel design of REVERSAL and PROVE-ITThe parallel design of REVERSAL and PROVE-IT
suggests that plaque regression might be a meaningfulsuggests that plaque regression might be a meaningful
outcomeoutcome

 No documented risks of having an LDL<1.0 No documented risks of having an LDL<1.0 mmolmmol/ L/ L

TH E CARE GAP:TH E CARE GAP:
Current target LDL-C levelsCurrent target LDL-C levels

are not achievedare not achieved
in a high proportionin a high proportion
of high-risk patientsof high-risk patients

Why Push ThisWhy Push This
Agenda?Agenda?
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Results From The CanadianResults From The Canadian
GOALL RegistryGOALL Registry

Of H igh-Risk PatientsOf H igh-Risk Patients

YanYan A et al. Am J Med. 2006; 119:676-83. A et al. Am J Med. 2006; 119:676-83.

PROPORTION OF PATIEN TSPROPORTION OF PATIEN TS
ACH IEV IN G LDL-C GOALSACH IEV IN G LDL-C GOALS

CALIPSO: CALIPSO: BourgaultBourgault et al.  et al. Can J Can J CardiolCardiol 2005;21:1187-93. 2005;21:1187-93.

CALIPSO FINDINGS:CALIPSO FINDINGS:
RESULTS BASED ON NCEP ATP I I I  UPDATERESULTS BASED ON NCEP ATP I I I  UPDATE

BourgaultBourgault et al.  et al. Can J Can J CardiolCardiol 2005;21:1187-93. 2005;21:1187-93.

VPEX Registry: Targets Achieved inVPEX Registry: Targets Achieved in
CanadaCanada
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GOALL Registry Chart Review:GOALL Registry Chart Review:
CARE GAP IS NOT A KNOWLEDGE GAP BUTCARE GAP IS NOT A KNOWLEDGE GAP BUT

AN ACTION GAP!AN ACTION GAP!

YanYan A et al. Am J Med. 2006; 119:676-83. A et al. Am J Med. 2006; 119:676-83.

This Is A MissedThis Is A Missed
Opportunity!Opportunity!

So How Can We AchieveSo How Can We Achieve
These Aggressive Targets?These Aggressive Targets?

My Recommendations - 1My Recommendations - 1

 Keep everyone (high-risk patients only!!!) on aKeep everyone (high-risk patients only!!!) on a
high dose potent statin (high dose potent statin (LipitorLipitor 80) for as long 80) for as long
as possibleas possible

 Hold the drug in case of AE but re-challengeHold the drug in case of AE but re-challenge
patients with the same dose patients with the same dose ÐÐ many perceived many perceived
side-effects are non-statin relatedside-effects are non-statin related

 Most patients achieve the new targets on thisMost patients achieve the new targets on this
dosedose

My Recommendations - 2My Recommendations - 2

 If LDL-targets are not achieved, look at theIf LDL-targets are not achieved, look at the
TC/ HDL ratioTC/ HDL ratio

 If <4 the patient is probably fine, especially ifIf <4 the patient is probably fine, especially if
the LDL-reduction was 30% or over 1 the LDL-reduction was 30% or over 1 mmolmmol/ L/ L

 If neither LDL, nor ratio targets are achieved,If neither LDL, nor ratio targets are achieved,
add add EzetrolEzetrol 10 mg  10 mg odod  ÐÐ no outcome studies yet no outcome studies yet

 EzetrolEzetrol is very well tolerated and usually reduces is very well tolerated and usually reduces
LDL by 1 LDL by 1 mmolmmol/ L or 20% - can/ L or 20% - canÕÕt be a bad thingt be a bad thing

 Do NOT replace statin w/  Do NOT replace statin w/  EzetrolEzetrol for now for now
unless AE on high dose only unless AE on high dose only ÐÐ not a typical case not a typical case
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My Recommendations - 3My Recommendations - 3
 FibratesFibrates and  and statinsstatins are NOT are NOT

INTERCHANGEABLE!!INTERCHANGEABLE!!
 Adding Adding fibratesfibrates to a statin might increase HDL to a statin might increase HDL

but also increases the risk of myopathy and nobut also increases the risk of myopathy and no
outcome data existoutcome data exist

 FibratesFibrates are OK for  are OK for ↑↑↑↑ TG  TG ++  ↓↓ HDL (DM) HDL (DM)
but minimal outcome databut minimal outcome data

 Niacin is a very good alternative, its reputation isNiacin is a very good alternative, its reputation is
undeservedly bad undeservedly bad ÐÐ outcomes are reasonable - outcomes are reasonable -
mainly in combo w/  mainly in combo w/  statinsstatins

Thank You!Thank You!

Q & AQ & A


