ACC2008

Rimonabant ¥ & &) ik &k B D AT

STRADIVARIUS F A4 TIL DR LIX. BERERBEEFTLIEFRE
FOERT 57— 7 DHEITE) TF/ N/ MEEICLVBRETT 30 4EH
MFFEZ 2l TEARW

STRADIVARIUS trial is inconclusive regarding ability of rimonabant therapy to
slow progression of arterial plaque in obese patients with coronary disease

I RITAT—F13) BN MRECTEEMKRR 2 H T AIEREE OBk
T—T7 DEITRBREILLIUNTELLARATSITIEIRT2THS, ¥ DLate-
Breaking Clinical Trial?#&% 7% American College of Cardiology® 4 T#& X 172,
STRADIVARIUSI< 3\ T839 A4 rimonabant (1B20mg) #1175t £ %, 18~
20 ARG T BBEICEEA ISR YMAIT b Mz, BEFELESICSL ) SEMER L2
TEREDHMAENNTY L7, XTHE S IEIEAEIM43. 6. 12 L U184 A
HBRISFEZZ T L EUBEFREOFEBEB LT 70— LBERD/ S —k >~ R4
ThY . ZRFHEBBIL. 77— DARERL LT HETHRAIL /2. BERT 7
O—LBEWETH - 7o RimonabantBt¥ 77t KBEL T, /S—t ¥ F T T o— LB
1$Z MZH0.25%F & F0.51%387m L /245, ZREHEIE B Tldrimonabant® 77 7 R A&
ARIF T, TNTN2.2mm* DD X 0.88mm°D3Zm T H - 7=,

New study data are inadequate to prove whether rimonabant therapy can slow progression of arterial
plaque in obese patients with coronary disease, according to a late-breaking clinical trial presented at
the annual meeting of the American College of Cardiology.

In STRADIVARIUS (the Strategy to Reduce Atherosclerosis Development Involving Administration of
Rimonabant -The Intravascular Ultrasound Study), ultrasonographic coronary imaging was used to
assess atherosclerotic progression. Steven E. Nissen, MD, of the Cleveland Clinic and colleagues
conducted a randomized, double-blinded clinical trial from December 2004 to December 2005
comparing rimonabant with placebo in 839 patients at 112 centers in North America, Europe and
Australia.

Patients were randomized to rimonabant (20 mg daily) or matching placebo for 18 to 20 months.
Patients were eligible to participate in the study only if they also required coronary angiography for a
medical reason. The patients returned for scheduled clinic visits at 3, 6, 12, and 18 months following
randomization. The main outcome the researchers were observing was a change in the percent
atheroma volume (PAV) and the secondary outcome was a change in normalized total atheroma
volume (TAV). PAV and TAV are different measurements of plaque build-up in an artery.

"In the rimonabant versus placebo groups, PAV increased 0.25 percent versus 0.51 percent,
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respectively, and TAV decreased -2.2mm° vs. an increase of 0.88mm®" the researchers reported.

"Rimonabant-treated patients had a larger reduction in body weight (-4.3kg [-9.5 Ibs.] vs. -0.5 kg [-1.1
Ibs.]) and greater decrease in waist circumference (-4.5 cm [-1.77 inches] vs. -1.0 cm [- 0.39 inches]).
In the rimonabant vs. placebo groups, high-density lipoprotein cholesterol levels increased 5.8mg/dL
(22.4 percent) vs. 1.8mg/dL (6.9 percent) and median (midpoint) triglyceride levels decreased -24.8
mg/dL (20.5 percent) vs. -8.9 mg/dL (6.2 percent)." However, LDL-C ("bad" cholesterol) levels and
blood pressure changes did not differ significantly between treatment groups.

"Psychiatric adverse effects were more common in the rimonabant group (43.4 percent vs. 28.4
percent)," the researchers note. Anxiety and depression were the most often reported adverse effects.
"Administration of rimonabant, 20mg, daily for 18 months did not significantly reduce the rate of
progression of coronary disease for the primary IVUS (intravascular ultrasound) end point, the change
in PAV," the authors said. "However, the secondary endpoint, change in TAV, showed a statistically
significant treatment effect favoring rimonabant.”

The authors concluded that because the current study failed to achieve a statistically significant effect
for the primary efficacy measure, additional studies will be required to further define the role of
rimonabant in the treatment of abdominally obese patients with coronary disease and metabolic risk
factors.”
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