
request for applications for a clinical trial of edetate
disodium chelation in cardiovascular disease. The
resulting trial, TACT, was funded in August 2002.
Because of the expectation that TACT would be a
debunking study, it was designed as a clinical trial
without a mechanistic component.

DESIGN AND RESULTS OF TACT

The request for applications called for testing the
most prevalent chelation solution and treatment
strategy. In 2002, clinical chelation practice most
commonly involved multiple administrations of an
edetate disodium-based infusion that contained
other components, including vitamin C, B vitamins,
heparin, electrolytes, and procaine. In addition,
chelating physicians also recommended high doses of
oral antioxidant vitamins and minerals to be taken
concurrently with the intravenous chelation treat-
ments. Therefore, a factorial design was selected for
TACT, in which eligible patients were randomly
assigned to 1 of 4 groups (17).

1. Active intravenous (IV) chelation infusions þ
active oral multivitamins and minerals (OMVM)

2. Active IV chelation infusions þ placebo OMVM
3. Placebo IV chelation infusions þ active OMVM
4. Placebo IV chelation infusions þ placebo OMVM

Eligible patients were at least 50 years of age,
had sustained an acute MI >6 weeks before the
enrollment date, and had a serum creatinine level
#2.0 mg/dl.

The treatment regimen consisted of 40 chelation or
placebo-based infusions administered as 30 weekly
infusions, followed by 10 additional maintenance in-
fusions, 2 to 8 weeks apart. OMVM were to be taken
daily throughout the duration of the trial. The
primary endpoint for the study was a composite of
all-cause mortality, MI, stroke, coronary revascul-
arization, or hospitalization for angina. The major
secondary endpoint was cardiovascular mortality,
stroke, or recurrent MI.

TACT enrolled 1,708 participants (839 in the che-
lation treatment group and 869 in the chelation pla-
cebo group) at 134 sites in the United States and
Canada. Study patients had a median age of 65 years,
18% were female, 9% were nonwhite, 37% were dia-
betic, and 83% had either a prior coronary bypass or
percutaneous coronary intervention. The trial
strongly encouraged concomitant use of conven-
tional, evidence-based post-MI cardiac therapies. At
baseline, 92% were taking aspirin, clopidogrel, or
warfarin, and 73% were taking statins. The median
low-density lipoprotein was 89 mg/dl. A total of

55,222 placebo or active infusions were administered.
At least 30 infusions were completed by 76% of pa-
tients, and 65% completed all 40 infusions. Subjects
were followed for a median of 55 months.

Edetate chelation reduced the primary composite
endpoint by 18% (hazard ratio [HR]: 0.82; 95% confi-
dence interval [CI]: 0.69 to 0.99; p ¼ 0.035); the
number needed to treat (NNT) to prevent 1 event over
5 years of follow-up was 18 (Figure 1). One intriguing
finding was that the event curves for edetate and
placebo continued to diverge even after the infusions
were completed, suggesting that edetate was altering
the risk for future cardiovascular events in structural
ways that did not depend on continued exposure to
the therapeutic agent. The comparison of 2 factorial
groups, chelation þ OMVM versus placebo þ placebo
demonstrated an even larger difference between
groups (HR: 0.74; 95% CI: 0.57 to 0.95; p ¼ 0.016),
with an NNT to prevent 1 event over 5 years of follow-
up of 12 (HR: 0.74; 95% CI: 0.57 to 0.95; p ¼ 0.016).
With regard to safety, the masked medical monitor
attributed 2 deaths to study therapy: 1 was in the
chelation group, and 1 in placebo.

RESULTS IN PATIENTS WITH DIABETES

A total of 633 TACT participants (37%) had diabetes, a
pre-specified subgroup. Diabetes was pre-specified
because it confers increased risk for cardiovascular
events, and not due to any information available to

FIGURE 1 Primary Endpoint in the Overall Patient Population
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TACT (Trial to Assess Chelation Therapy) Kaplan-Meier estimates of the primary composite
endpoint: edetate disodium (EDTA) chelation therapy versus placebo (2). The primary
endpoint was a composite of death from any cause, reinfarction, stroke, coronary revas-
cularization, or hospitalization for angina. CI ¼ confidence interval.
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Those who got EDTA chelation were 18% less likely to die, have a stroke, have another heart attack, etc over the next 5 years.


