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APPROACH Trial: Rosiglitazone does not appear to affect progression of
atherosclerosis in diabetics with cardiovascular disease

Rosiglitazone(RSG)—F 7 /) & V' 7 4 & ¥ 7 7 A D¥ERIRARED—FE—(1.
glipizide ¥ DHERER IS BV THEKD T 70— LORKEBRT 5L ND—RIT VK
A Y MTE3K L Lt - 7= ¥ 20085F-American Heart Association® 2 T & X i 7=,
APPROACH k 74 T)l— Ul B R B OBAE 2 H T 220 RHEEE 1CB T 5
rosiglitazone < & % EIAREEALDHELITT 5 139 5 SFE—D 53R 7 Late-Breaking Clinical
Tial¥ L THRE XN/, H62ADEE 19y BROEFRME TH. BHMERLH
TAERREE EXHRYL L AR TR YRR B ABER (IVUS) —ZERA
BRICHAANI L WBIEAIL I M7z, BRI8H RADT 70— LB5HREALE(IIRSG %
FEINABEICEV (dlipizide ¥ 5 SN BH LI L. MtFOWLREEIY
Btz (p=012) « ZRT 7 kA1 LITHEV TRSGRETIIABERT 7 0 — L 55D
HELHY (p=004) BLUPRET 7 O—LDZI0MMDT 70— LBERDEE
TlER VR (p=013) 2Rz H LD LORE LY T 7N — T8 5.
rosiglitazone(d & V) #4T L 7-#ERRIRESE 1S B\ THLBIRBRALRA L VEBD LN 5B L
DIRED DD S 47,

Rosiglitazone - a member of the thiazolidinedione class of diabetes drugs - did not meet its primary endpoint for
reducing progression of atheroma in coronary arteries in a study comparing it with glipizide, according to research
presented at the American Heart Association's Scientific Sessions 2008. Results of The APPROACH Trial -
Assessment on the Prevention of Progression by Rosiglitazone on Atherosclerosis in Type 2 Diabetes Patients with
Cardiovascular History were presented as a late-breaking clinical trial.

In the world's largest intravascular ultrasound (IVUS) study of diabetic patients with established coronary artery
disease, researchers sought to determine if the choice of diabetes drugs could affect the progression of
atherosclerosis as measured by IVUS, said Richard W. Nesto, M.D., Ph.D., principal investigator of the study, an
associate professor of cardiovascular medicine at Lahey Clinic in Burlington, Mass., and chair of the division of
internal medicine at Brigham and Women's Hospital in Boston.

The prospective, randomized, double blind study followed 672 diabetic patients, average age 61, undergoing
clinically necessary coronary angiography or percutaneous coronary intervention (PCl) at 92 medical centers in 19
countries.

During those procedures, the researchers used IVUS to measure plaque burden in a 40 mm segment of a non-
intervened artery with atherosclerosis at a level considered too low to require treatment. The participants were then
randomized to one of the two study drugs with dosages adjusted to achieve similar levels of glucose control in each
group.

After 18 months of treatment, the 333 patients receiving RSG had high-density lipoprotein (HDL) levels of 49
milligrams per deciliter (mg/dL), nearly 8 percent higher than the 45.4 mg/dL level in the 339 patients randomized to
glipizide.

Researchers also found beneficial directional effects on blood pressure, triglycerides and hs-CRP in the
rosiglitazone group and also a modest increase in low-density lipoprotein (LDL) of 2.8 mg/dL.

At the end of the treatment period, researchers performed a second IVUS to determine the study's primary endpoint,

defined as the change in percentage of atheroma in the segment of non-intervened artery. They found that RSG
seemed to stall or possibly reverse atherosclerotic progression with a 0.21 percent reduction in the primary outcome

of percentage of plaque volume in RSG patients, compared to a 0.43 percent increase in plaque in glipizide patients.

This difference in drug effect did not achieve statistical significance. However, researchers found a significant 5.12
millimeter cubed (mm°) decrease in normalized total atheroma volume in favor of the RSG group.

Researchers found no statistically significant differences in the secondary endpoint of major cardiovascular events
between groups, although the study was not powered to evaluate clinical outcomes, he said. They did find
statistically significant differences in adverse events with 28 percent of participants taking glipizide experiencing a
low-blood-sugar incident compared to 8 percent of those in the RSG group. In addition, the RSG group had multiple
measures indicating fluid retention, although there was no difference in the risk of congestive heart failure.

Results from the APPROACH trial are in line with similar and statistically significant results from an earlier, slightly
smaller PERISCOPE trial, which used two different diabetes drugs - pioglitazone and glimepiride - from the same
two classes, Nesto said.

The mechanism is probably multifactorial by affecting several cardiovascular risk factors, one of which may be
raising the levels "good" cholesterol by nearly 8 percent.

Co-authors include Christopher P. Cannon, M.D.; Hertzel C. Gerstein, M.D., M.Sc.; Robert E. Ratner, M.D.; Patrick W.
Serruys, M.D., Ph.D,; Gerrit-Anne van Es, Ph.D.; Nikheel S. Kolatkar, M.D. M.P.H.; Barbara G. Kravitz, M.S.; Allen R
Wolstenholme, Ph.D.; Andrew Zalewski, M.D.; Peter J. Fitzgerald, M.D. Ph.D.; Hector Garcia, M.D., M.Sc.; Diane
Miller, Ph.D.; and Chun Huang, Ph.D. Individual author disclosures can be found on the abstract.

The study was funded by Glaxo Smith-Kline, King of Prussia, Pa.

Cardiology4&
AHA2008 (81 EXELHRAHS)

rNeEwOIR—E

[News01]

ANy RRVIEABBIDETNA R &
FseEed

(Abstract # 662/Poster C67[663/Poster C68,
651/Poster C56])

[News02]
1 27 VI YT mit % FRh
9 3 (Abstract # 524)

[News03]
BEOEHEICHET S
(Abstract # 1036)

[News04]

CRP. Z&#F ., ELVUEHRY X7
(Late Breaking Clinical Trial [LBCT] , Abstract
#161)

[News05]
2RIERRBE M T ZIERE7 XEY
\CB89 3 b5 1 77JV(LBCT, abstract # 163)

[News06]
BERIIRE T H 3 DREERAIEEV
Z &R E N 7=(LBCT, abstract # 165)

[News07]
HERBBEEICEVTEABEZT > M
NTXZIVAT Y MBS

(LBCT, abstract # 5219)

[News08]
ERICAZ L ~EYREICLVPCIHENE
EESHERT 5 (LBCT, abstract # 1313)

[News09]
Cell-coated 2 7 > MMIZEFIRHZ T > b
EFEHRICHRI T & % (Abstract # 6000)

[News10]
- EhEREIRDERZETOLTE
% R#E& 3 (LBCT, Abstract # 3324)

[News11]
DFEBEILSVWTEHIRLTHYF
# % WET 5 (LBCT, abstract # 3318)

[News12]
EFHFEIOTLBENQOLEZM LT 3
(LBCT, abstract # 5219)

[News13]
DHEEEO—BOBEICEVNTIELZM
IVINEETHS

(LBCT, abstract # 1313)

[News14]
ERRBEICESTZ37TO0-LOBEE
(LBCT, abstract # 5221)

[News15]
RETOINREZZ—1ZI7V=ZvITD
TTERFIIEDTHS

(LBCT, abstract # 5217)

News14




