
RCT ACE or ARB Comparator OR (95% CI)

LIFE 242/4020 320/3979 0.73 (0.64–0.88)
SCOPE 93/2167 115/2175 0.80 (0.62–1.04)
CHARM 163/2715 202/2721 0.80 (0.66–0.99)
VALUE 690/5087 845/5074 0.79 (0.74–0.89)

A meta-analysis of these data using the traditional Mantel-Haenszel
method indicates that the odds ratio for an ACE-inhibitor to prevent
diabetes is 0.81 (95% CI: 0.74-0.88, P � 0.0001, P for homogeneity �
0.06), and for an ARB is 0.78 (95% CI: 0.72-0.84, P � 0.0001, P for
homogeneity � 0.90). An indirect comparison of ACE-inhibitor vs ARB
(using placebo as the intermediary) suggests that there is little difference
between the two classes of drugs in preventing diabetes (OR � 0.97, 95%
CI: 0.76-1.19, P � 0.79). These data from long-term clinical trials
indicate that either an ACE-inhibitor or an ARB prevents incident dia-
betes mellitus, with similar point estimates, and an indirect comparison
(against placebo) shows no significant difference between the two.

Key Words: Clinical Trials, Meta-Analyses, New-Onset Siabetes

P-140
E-PRESCRIPTION DATABASE ANALYSIS SUPPORTS
USE OF COMBINATION THERAPY IN
HYPERTENSIVE PATIENTS WITH CAD IN INVEST
William Elliott, Ann Hewkin, Annette Champion,
Rhonda Cooper Dehoff, Carl Pepine. Preventive Medicine, Rush
University, Chicago, IL; Abbott Laboratories, Abbott Park, IL;
Cardiovascular Medicine, University of Florida, Gainesville, FL.

The INternational VErapamil SR/trandolapril STudy (INVEST) random-
ized 22,576 CAD, hypertension patients to a verapamil SR (Ve) or
atenolol (At) strategy. Flexible dose titration and addition of trandolapril
(T) and/or HCTZ targeted BP control and organ protection. There was no
difference by strategy for primary outcome (PO; first occurrence of death,
nonfatal MI, or nonfatal stroke). An exploratory method was developed
to analyze effect of drug-dose combinations on the PO.

Prescription data were collected electronically for over 61,835 patient
years. Average daily doses of drugs received by patient until PO or
censoring were fit as time-dependent variables in a Cox proportional
hazards model. Strategy, two interaction terms and two ratios measuring
the proportion of time the first two drugs in the strategy were co-
prescribed were also included.

The model confirmed the primary analysis and found no difference
between Ve and At monotherapies. In each strategy, co-prescription of
the first two drugs reduced risk of PO compared to monotherapy and
triple combinations resulted in comparable risk to dual combinations
(Figure). Increased ratio of co-prescription also reduced risk of PO.

Exploratory analysis of INVEST prescription database estimates rel-
ative risk of PO for specific drug dose combinations. For complex

patients with hypertension and CAD, combination therapy with Ve/T or
At/HCTZ reduces the risk of adverse CV events compared with Ve or At
monotherapy.
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INFLUENCE OF TELMISARTAN
HYDROCHLOROTHIAZIDE COMBINATION ON
COGNITIVE FUNCTION IN ELDERLY
HYPERTENSIVE PATIENTS
Roberto Fogari, Amedeo Mugellini, Luca Corradi, Maurizio Destro,
Carlo Pasotti, Annalisa Zoppi, Andrea Rinaldi. Department of Internal
Medicine, University of Pavia, Pavia, Italy.

Aim of this study was to compare the effect of telmisartan vs lisinopril,
both given in combination with low-dose hydrochlorothiazide (HCTZ),
on cognitive function in elderly hypertensive patients.

One hundred-thirty mild to moderate hypertensive (SBP � 140 � 180
mmHg; DBP � 90 � 105 mmHg) patients aged 61-85 years were
studied. After a 2 week wash-out period they were blindy randomized to
telmisartan 80 mg-HCTZ 12,5 mg or to lisinopril 20 mg- HCTZ 12,5 mg
for 24 weeks according to a parallel arm design. At the end of the placebo
period and of each active treatment period BP was measured and cog-
nitive functions were evaluated through 4 different tests (word list mem-
ory, word list recall, word list fluency, trail making test B).

The main results are shown in the table.

Baseline
Lisinopril
HCTZ Baseline

Telmisartan
HCTZ

24h SBP/DBP (mmHg) 153.8/90.7 130.3§/77.9§ 154.2/90.8 129.9§/76.3§°
Word list memory (n.words) 7.0 � 5.9 6.9 � 5.8 7.1 � 5.7 8.4 � 4.9*
Word list recall (n.words) 6.6 � 5.3 6.5 � 5.4 6.4 � 5.2 7.7 � 4.6*
Word list fluency (n.words) 13.7 � 9.1 13.6 � 9.2 13.8 � 9.4 15.1 � 10.5
Trail Making Test B (sec) 154.4 � 80.6 143.7 � 72.7 160.6 � 84.9 116.4 � 41.1*

* p � 0.05 § p � 0.01 vs baseline ° p � 0,05 vs lisinopril HCTZ

Both treatments were equally effective in lowering BP; telmisartan-
HCTZ combination induced a significant improvement in three of the
four tests for cognitive function while lisinopril-HCTZ combination did
not induce any significant change in any test.These data suggest that in
elderly hypertensive patients Angiotensin II antagonists could improve
some important aspect of quality of life, in particular those related to
memory and attention.

Key Words: Angiotensin II Antagonist, Cognitive Functions, Hyperten-
sion in the Elderly
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THE RESULTS OF M-FACT (METOPROLOL
SUCCINATE-FELODIPINE ANTIHYPERTENSION
COMBINATION TRIAL)
William H Frishman, James W Hainer, Jennifer Sugg. Dept of
Medicine, New York Medical College, Valhalla, NY; AstraZeneca,
Wilmington, DE.

The majority of hypertensive patients do not achieve blood pressure goals
on antihypertensive medication monotherapy, thereby creating a need for
combination therapies. This multicenter, randomized, double-blind, pla-
cebo-controlled, parallel group, unbalanced factorial study evaluated
once-daily dosing of extended release (ER) metoprolol succinate (ER
metoprolol; 25, 100, 400 mg), ER felodipine (2.5, 10, 20 mg), ER
felodipine/ER metoprolol combination therapy (2.5/25, 2.5/100, 2.5/400,
10/25, 10/100, 10/400, 20/25, 20/100, 20/400 mg), and placebo in adults
with essential hypertension. The study lasted 15-16 weeks, consisting of
a 4-5 week placebo run-in period and a 9-week treatment phase. The
primary efficacy endpoint was mean change in sitting diastolic blood
pressure (SiDBP) from start of treatment to week 9. The treatment groups
(N�1087) were well balanced with respect to demographic and clinical
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