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From the desk of Editor:

There are many trials of importance, but | am presenting a few landmark trials which
can change our day to day clinical practice or help us to understand the disease process.
If you do not know the answers of the following, please read the full article :

(1) PROSPECT : In spite of aggressive secondary preventive therapy after PCI,

approximately 20 % patients have recurrent Major Adverse Cardiac Event (MACE)

within 13 years. Why ? Who are at risk?

(2) EMPHASIS-HF : Aldosterone antagonist are useful in severe chronic heart failure (Spironolactone
in RALES trial) and in post-MI LV-dysfunction (Eplerenone in EPHESUS trial). Is Eplerenone useful in

mild heart failure ?

(3) HPS : Should every patient with CAD, Peripheral Vascular Disease (PVD), DM or HT receive statin
regardless of LDL level? During course of disease, if we start statin lately to achieve ultimately similar
lipid levels as of early starters, does it make any difference ?

(4) AIM-HIGH : Common lipid abnormality among Indians is low HDL level. Is addition of Niacin to

statin + Ezetimibe useful?

(5) SATURN : Atorvastatin 80 mg and Rosvivaitatin 40 mg are the most effective statin regimens for
current treatment of atherosclerosis. Which is superior ?

Dr. Milan Chag

Clinically important late breaking Trials of 2011

A Prospective Natural-History Study of
Coronary Atherosclerosis

(Gregg W. Stone et al N Engl J Med
2011;364:226-35)

Atherosclerotic plagues that lead to ACS often
occur at sites of angiographically mild coronary-
artery stenosis. This study provides important
information about contemporary event rates
from culprit lesions and nonculprit lesions in
patients undergoing Percutaneous Coronary
Intervention (PClI) after an Acute Coronary
Syndrome (ACS). The importance of this
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investigation is the prospective imaging
evaluation of all mild to moderate lesions to
determine lesion-related risk factors for future
coronary events.

The findings are clinically relevant as the
majority of patients were medically treated
according to guidelines and revascularized. The
main finding was that the 3-year cumulative
cardiovascular event rates was 20.4%, with
approximately half from the initial culprit lesion
(12.9%) and half from the nonculprit lesions
(11.6%) that were initially angiographically mild
stenosis (diameter of stenosis 32.3+20.6%).
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IVUS findings

1. Fibrotic plague
\) 2. Fibrocalcific plaque
3. Pathological intimal thickening (PIT)

4. Thick-cap fibroatheroma (ThCFA)

. , 5. Thin-cap fibroatheroma (TCFA)

-

From the intravascular imaging, the most important
predictors of events in nonculprit lesions were plaque
burden (>70%) with a hazard ratio of 5.03 (95% ClI 2.52-
10.11; p<0.001) and the minimal lumen area (<4.0mm?2)
with a hazard ratio of 3.21 (95% Cl 1.61-6.42; p=0.001) or
the presence of a thin cap fibroatheroma, with a hazard
ratio of 3.35(95% Cl 1.77-6.36; p<0.001). The independent
correlates or patient-level predictors of major adverse
cardiovascular events related to nonculprit lesions were
insulin-requiring diabetes, with a hazard ratio of 3.32 (95%
Cl11.43-7.22; p=0.005), and previous PCl with a hazard ratio
of 2.03(95% Cl 1.15-3.59; p=0.02). These patients with ACS
were revascularized and treated with medical therapy
including aspirin, thienopyridine, statin, beta blocker and
Angiotensin Converting Enzyme (ACE) inhibitor or
Angiotensin Receptor Blocker (ARB) use.

Cumulative Rate of MACE (%)
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This landmark study will become a reference for future

investigations using new therapies to reduce
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M Present W Absent

16.4

Rate of Major Adverse Cardiovascular
Events (%)

TCFA+PB 270%+
MLA =4 mm?

TCFA+MLA <4 mm?

TCFA (all) TCFA+PB 270%

Lesion hazard ratio (95% Cl)
P value
Prevalence (%) 46.7 15.9 10.1 42

3.90 (2.25-6.76) 6.55 (3.43-12.51) 10.83 (5.55-21.10) 11.05 (4.39-27.82)
<0.001 <0.001 <0.001 <0.001

Non-culprit Lesions : Risk Factors for MACE

Hazard Ratio
Correlates (95% ClI) P Value
Predictors of patient-level events
Insulin-requiring diabetes 3.32(1.43-7.72)  0.005
Previous percutaneous coronary intervention 2.03 (1.15-3.59) 0.02

Predictors of events at individual lesion sitesi:
Plague burden =70% 5.03 (2.51-10.11) <0.001
3.35(1.77-6.36) <0.001

3.21 (1.61-6.42)  0.001

Thin-cap fibroatheroma
MLA <4.0 mm?

atherosclerosis and its complications. Imaging techniques
at the time of PCl may help identify lesions at risk for future
eventsand local or systemic therapy tested prospectively.

Take Home Message:

The findings from the PROSPECT trial suggest that
destabilization of non-culprit lesions is dependent not only
on systemicrisk factors (IDDM and previous PCl) but also by
identifying high-risk lesion characteristics (Thin cap fibro-
atheroma, minimal lumen area < 4 sg mm, and plaque
burden>70%). It remains to be proven that treating these
thin cap fibroatheromas with high plaque burden or
smaller lumen area may leads to a reduction in future
events.

Eplerenone in Patients with Systolic Heart Failure and
Mild Symptoms

(F.Zannad etal. NEnglJ) Med 2011;364:11-21)
Mineralocorticoid antagonists improve survival among
patients with chronic, severe systolic heart failure and
heart failure after myocardial infarction. EMPHASIS HF

—_
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group evaluated the effects of eplerenone in patients with
chronic systolic heart failure and mild symptoms.

The EMPHASIS-HF study was a randomized, double-blind
trial that enrolled 2737 patients with New York Heart
Association class Il heart failure and an ejection fraction of
no more than 35% from 278 centers in 29 countries. The
patients were randomized to receive eplerenone (up to 50
mg/day) or placebo, in addition to recommended therapy,
with a primary endpoint of a composite of death from
cardiovascular causes or a first hospitalization for HF.
Secondary endpoints were hospitalization for HF or death
from any cause. The trial was stopped prematurely after a
median analysis at 21 months showed that those treated
with eplerenone had a reduced risk of the primary
endpoint.

100+

“1

604

Hazard ratio, 0.63 (95% Cl, 0.54-0.74)
P<0.001

50+

404
Placebo
30+

A Eplerenone
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Hospitalization for Heart Failure or Death
from Cardiovascular Causes (%)

0 T T
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Years since Randomization

The primary endpoint occurred in 18.3% of patients who
received eplerenone compared with 25.9% in the placebo
group (P<0.001). Death from any cause or hospitalization
for HF occurred in 270 eplerenone patients (19.8%)
compared to 376 placebo patients (27.4% reduction,
P<0.001). The total number of hospitalizations was lower
with eplerenone patients (750) compared to 961 placebo
patients, for a 24% reduction (P<0.001), and hospitalization
for HF had a 38% reduction (273 eplerenone patients vs.
429 placebo patients, P<0.001).

www.indianheart.com

EMPHASIS-HF

Event Adverse Event

Eplerenone Placebo

(N=1360)  (N=1369) P Value

no. of patients (%)
All events 979 (72.0) 1007 (73.6)  0.37
Hyperkalemia 109 (8.0) 50 (3.7) <0.001
Hypokalemia 16 (1.2) 30(2.2) 0.05
Renal failure 38 (2.8) 41 (3.0) 0.82
Hypotension 46 (3.4) 37 (2.7) 0.32
Gynecomastia or other breast 10 (0.7) 14 (1.0) 0.54
disorders
Take Home Message:

Eplerenone significantly reduced the risk of death and
hospitalization in patients with LVEF <35% and mild
symptoms of heart failure(NYHA class-Il). Patients should
be watched for hyperkalemia

Effects on 11-year mortality and morbidity of lowering
LDL cholesterol with simvastatin for about 5 years in 20
536 high-riskindividuals: a randomized controlled trial
(Heart Protection Study Collaborative Group. The Lancet;
November23,2011)

Heart Protection Study (HPS) assessed the effects of
lowering LDL cholesterol on cause-specific mortality and
major morbidity, not only during the study treatment
period in HPS but also in the longer term, post-trial. The
study was based on extended follow-up data from the HPS.
In the original study, investigators randomized 20 536 high-
risk patients (patients with CAD, PVD, DM or HT) between
July 1994 and May 1997 to receive either 40 mg simvastatin
daily or placebo for approximately five years. At final
follow-up in 2001, investigators instructed patients to
continue taking the statins unless there were any
contraindications. During post-trial period, average 74%
patients in both the groups were on statin. The absolute
benefits of treatment continued during the initial five-year
in-trial period and rose year after year, although they
plateaued in the years after the trial. Post-trial follow-up
lasted an average of 11 years.
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The average decline in low-density lipoprotein cholesterol
with statins in the initial five-year period that patients
received them was 1.0 mmol/L, which was associated with
a 23% proportional drop in major vascular events,
compared with placebo-treated patients. At end of 11
years, cholesterol and LDL levels were similar between
statin and placebo groups. The benefit persisted largely
unchanged during the 11-year follow-up period, i.e. in spite
of equal number of patients in both groups received statins
and in spite of similar cholesterol and LDL levels in both
groups, advantage of reduced MACE rates in original statin
group persisted even after 11 years of follow up.

During the combined in-trial and post-trial periods, no
significant differences were recorded in cancer incidence at
all sites or any particular site, or in mortality attributed to
cancer or to non-vascular causes.
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Follow-up (years)
20(4) 35(5) 46(5) 53(6) 58(6) 58(7) S57(7) 55(7) 52(8) 51(11)

Benefit (SE)/1000
allocated simvastatin 5(3)

Number at risk
Placebo 10267 9682 9055 8464 7894 7314 6785 6336 5848 5419 4822 2129

Simvastatin 10269 9744 9287 8814 8352 7845 7381 6931 6428 5965 5317 2403

Take Home Message:

If patient has high cardiovascular risk (CAD, PVD, DM or HT),
regardless of baseline LDL level, and if one receives statin at
the time of diagnosis, he/she remains in an advantageous
position for MACE reduction for long-term as compared to
the one who receives statin at a later date in his/her
life-span. The benefit of early treatment with statin persists
even after 11 years in spite of similar serum lipid levels
among early versus late starters at 11 years.

www.indianheart.com

Niacin in Patients with Low HDL Cholesterol Levels

Receiving Intensive Statin Therapy

(AIM-HIGH Investigators- N EnglJ Med 2011; Nov 15)

This study compared the use of extended-release niacin
plus statin to statin alone in patients with established non-
acute CVD and low levels of baseline HDL cholesterol.
Study randomized 3414 patients with established heart
disease, low HDL levels, and raised triglycerides to
extended-release niacin (1500-2000 mg per day) or
placebo. All patients also received simvastatin plus
ezetimibe if needed to maintain LDL levels below 80 mg/dL
(2.07 mmol/L).

At two years, niacin therapy had increased HDL levels from
a median of 35 to 42 mg/dL, lowered triglyceride levels
from 164 to 122 mg/dL, and lowered LDL levels from 74 to
62 mg/dL.

The primary end

Primary Endpoint
point—the first
p=0.79
event of a composite 18 e 162
of CHD death, *
nonfatal MI, ’

ischemic stroke,
0
CHD death, nonfatal M, ischemic stroke,
hospitalization for ACS, or coronary/cerebral
revascularization

D Placebo

hospitalization for
ACS or symptom-

Extended-
release niacin

driven coronary or

cerebral
revascularization—was similar in the two groups, occurring
in 282 patients (16.4%) in the niacin group vs 274 patients
(16.2%) on placebo. There was also no difference in two
secondary composite end points.

In summary, among patients with atherosclerotic
cardiovascular disease and LDL cholesterol levels of less
than 70 mg per deciliter (1.81 mmol per liter), there was no
incremental clinical benefit from the addition of niacin to
statin therapy during a 36-month follow-up period, despite
significant improvements in HDL cholesterol and
triglyceride levels.
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Limitations and discussion:

B Atentryintrial: 94% patients were on statinand 20% on
Niacin. They already had plaque stabilizing effect

B “Placebo” arm also received 100-200 mg Niacin/day,
25 % of Niacin group stopped the drug prematurely

B Trial stopped prematurely at 3 years (instead of ~7
years) Supposedly achieved 12.5% lower event rate was
just half of predicted 25% on which power calculations
were based

B Unexpected 9.8% increase in HDL-C in placebo-arm

minimized difference in event rate

Take Home Message:

B |f we achieve LDL < 70 mg/dL or Non-HDL< 100 mg/dL
with aggressive Statin * Ezetimibe, addition of Niacin
may not be helpful on short period (2-3 yr).

B [f these goals are not achieved, or if patient is high risk
(ACS, Post-Ml, high TG, Lp(a)), Niacin (or Fibrate) may
be added.

5) SATURN

Effect of Two Intensive Statin Regimens on Progression of
Coronary Disease

(Stephen J. Nicholls , Steven E. Nissen et al. Engl J Med
2011;365:2078-87)

SATURN study is a randomized, double-blind clinical trial
designed to test the effectiveness of the maximum doses of
rosuvastatin and atorvastatin to regress coronary
atherosclerosis in 1385 patients with coronary artery
disease. Prior to the study initiation, investigators
hypothesized that the LDL-lowering effects of the statins
would be similar but that rosuvastatin would likely raise

HDL-cholesterol levels more than atorvastatin.

Over 104 weeks of therapy, treatment with rosuvastatin
and atorvastatin resulted in low LDL-cholesterol levels
(62.6 vs 70.2 mg/dL, respectively; p<0.001) and HDL

cholesterol that approached levels considered acceptable

www.indianheart.com

for secondary prevention of cardiovascular events (48.6 vs
50.4 mg/dL, respectively; p=0.01).

The primary efficacy end point, percent atheroma volume
(PAV), decreased 0.99% in atorvastatin-treated patients
and 1.22% in rosuvastatin-treated patients, a
nonsignificant difference. In terms of effect on normalized
total atheroma volume (TAV), a secondary end point, there
was a significant reduction of 6.39 mm3 in the rosuvastatin
arm compared with a 4.42-mm3 reduction in the
atorvastatin arm, a between-group difference that was
statistically significant (p=0.02). Both agents had
acceptable side-effect profiles, with a low incidence of

laboratory abnormalities and cardiovascular events.

Median Change Percent Atheroma Volume

p=0.17

0.7 1

-0.99

1.4 -1.22
Median change in percent atheroma volume

. Rosuvastatin 40 mg

I:J Atorvastatin 80 mg

Take Home Message :

High-dose statin therapy with atorvastatin or rosuvastatin
resulted in a significant regression of coronary
atherosclerosis. Treatment with rosuvastatin 40 mg
resulted in lower LDL- and higher HDL-cholesterol levels
than atorvastatin 80 mg, but the effect on percent
atheroma volume measured by intravascular ultrasound
(IVUS) did not significantly differ. Subgroup analysis
showed that among females and those with low HDL,
rosuvastatin was better than atorvastatin for plaque

regression.
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Maniniagar, Ahmedabad Pathology, ECG, Echocardiography, TMT, etc.
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Ambulance services from Maninagar Clinic to CIMS Hospital
will be available for critical patients

B Cardiology B Neonatology & Pediatric B Pain Management
B Cardiothoracic & Vascular Intensive Care B Pediatric Cardiology
Surgery B Nephrology / Dialysis B Pediatric Surgery

B Critical Care B Neurology B Plastic Surgery

W ENT B Neurosurgery B Pulmonology
B Gastroenterology B Obesity/Bariatric Surgery  m  spine Surgery
B General / Gl Surgery B Oncology B Trauma
B Gynaecology / Obstetrics ™ Oncosurgery B Urosurgery
B |Infectious Disease W Orthopedics/Joint

Replacement

For specialists doctors who are keen to have their OPD slots at our
Maninagar Clinic, please contact Dr. Nimish Parikh on +91-90991 82222

Doctors who have just commenced their private practice or plan to do so are also welcome.

®
#CIMS . .
Care Institute of Medical Sciences C I IVI S Cl I n I C
At CIMS... we care

1* Floor, Shantprabha Heights, Above Indus Ind Bank, Opp. Vallabh Vadi, Nr. Jawahar Chowk, Bhairavnath Road,
Maninagar, Ahmedabad-380 008. For appointment call: +91-79-2544 0381-83 (three lines) Fax : +91-79-2544 0384
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Education For Innovation
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January 4-6, 2013

9" Annual Scientific Symposium, 18" Year of Academics

SUPER EARLY X 2,500/- only*

BIRD REGISTRATION instead of T 5,000/-

The first 500 registered delegates will get a
FREE DVD Set of CIMS-CON 2012 (worth ¥ 2000/-)
And also 5 more lucky draw winners will be gifted

iPad / TV /| DVD Player

Only DVD set without CIMS-CON 2013 registration is available for 2000 . e vaiid il April 30, 2012

CIMS-CON 2013 Registration Form

Cheque or DD's to be made A/C payee and in the name of ‘CIMS Hospital Pvt. Ltd.” Kindly mail the registration form along with
the cheque/DD to our office. All Cash Payment are to be made at ‘CIMS Hospital, Ahmedabad' only.

Please note that it is mandatory to provide all the information. Please fill in all fields in CAPITAL LETTERS

Full Name |

Qualification |

Resi. Address|

|Pin Code

Mobite [ T | ]

** Hotel Accommodation is optional. If you have applied for accommodation, please send a separate deposit cheque of ¥ 3000 to cover the cost of your
stay for two nights. Spouse hotel registration will be charged extra. Students also need to pay for Hotel Accommodation at the same rate.

Phone (sTD code) | |

Email | |

Hotel accommodation will be allotted on first come first serve basis as per preference of doctors from our list of hotels.

Payment Details

? Zinword:

DD/Cheque No. Date Bank:

CIMS Hospitals, Nr. Shukan Mall, Off Science City Road, Sola,
Ahmedabad-380060 Phone : +91-79-3010 1059 / 1060
Fax: +91-79-2771 2770 (M) +91-98250 66664, 98250 66668
J v/, Email : cimscon@cims.me, www.cimscon.com / www.cims.me
/\Y‘v; www.indianheart.com 4

Signature :
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