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Clinical End Points @ 1 Year

» Stroke after CABG +1.6% - but potential for recovery

e Cardiac death after PCI +1.6% - irreversible!!!



Study Conclusion @ 1 Year
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Temporary Conclusions @ 2 Years*

« CABG Is the preferred revascularization
method for 75% of patients with LM/TVD.

 PCl Is the preferred method for 6.4%
(198/3075) of patients with LM/TVD.

 PCI may be equally beneficial for 18.7%
(574/3075) of patients with LM/TVD for up
to 2 years.

* Based on subgroup analysis

And what about symptomes?



Hard and Soft End Points

Dr. Elizabeth Nabel, director of the National Heart, Lung and Blood Institute:

DR. NABEL.: I think two points are salient, Tom. First is the trial
design actually stacked the cards against the PCI intervention by
combining both the hard end points of death, Ml, and stroke
and the soft end point, the need for revascularization, into a

combined primary end point...



How ‘Soft’ Is Repeat Revascularization?

e Definition of Ml In Syntax: ‘(d) after
Intervention: new Q-waves and either peak
CK-MB/total CK >10% or plasma level of
CK-MB 5x ULN’

« How many Ml’s after PCI were overlooked?

e What was the ‘cost’ In terms of LV muscle
loss and decrease in LVEF?



PCl-induced Irreversible Myocardial Injury

 n=50, age 64+12 years: ‘After the procedure, 14 patients
(28%) had evidence of new myocardial hyperenhancement,
with a mean mass of 6.0+£5.8 g,50t+4.8% of total left
ventricular massAll of these patients had raised troponin |

levels’.

DE-MRI

Selvanayagam JB, et al. Circulation . 2005;111:1027-1032.



Stent Thrombosis in Randomized
Clinical Trials of Drug-Eluting Stents

Laura Mauri, M.D., N Engl J Med 2007;356:1020-9.



Outcome Reporting

... trials with findings that were not statistically significant (P 0.05) for the protocol
defined primary outcome, according to the internal documents, either were not
published in full or were published with a changed primary outcome.

...the addition or subtraction of primary outcomes can lead to the presentation of
chance findings as evidence of a drug’s effectiveness.

...Selective reporting of primary outcomes has been shown across numerous drug
categories.3’

Such biases can lead to the omission of negative findings in systematic reviews of
intervention effectiveness and in evidence-based guidelines.

N Engl J Med 2009;361:1963-71.



Subgroup Analysis

* Heterogeneity and statistical interactions - treatment effects vary
across the levels of the baseline characteristic

« Multiplicity — ‘false positive’ results due to multiple comparisons

* Prespecified analysis versus post hoc analysis

NEJM 2007 357;21:2189-94.



Expert Opinion and Shifting Guidelines

11% 48%

e Level of evidence C: recommendation based on
expert opinion , case studies, or standards of care.

Tricoci P, JAMA . 2009;301(8):831-841



Summary

After PCI with DES, patients are subjected to
life-long dependency on Plavix to avoid the

constant risk of stent thrombosis (Ml > 60%,
death 30%).

Revasularization is more often incomplete.

Repeat revascularization is frequent and may
irreversibly impair LV function.

Stroke rate after CABG may be reduced by
using epi-aortic US and no-touch OPCAB when
appropriate.



TVD (before)

6 years after CABG



Final Conclusion

« CABG is still the optimal and
superior art of healing patients
with LM or TVD!!!

hanks for your attention



