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with updates and commentary on professional news and trends.

Cardiology has been the member publication of the ACC since 1972, 
providing the College’s 56,000 members with a single, comprehensive 
source of timely and professional information and news.
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EDITORIAL CALENDAR*

ISSUANCE & CLOSING DATES

Issue DateIssue Date Closing DateClosing Date Ad MaterialsAd Materials InsertsInserts****

January 12/1/22 12/7/22 12/7/22
February 1/12/23 1/17/23 1/17/23

March 2/9/23 2/15/23 2/17/23
April 3/13/23 3/20/23 3/22/23
May 4/10/23 4/17/23 4/19/23
June 5/8/23 5/15/23 5/17/23
July 6/5/23 6/12/23 6/14/23

August 6/30/23 7/10/23 7/12/23
September 7/31/23 8/7/23 8/9/23

October 9/1/23 9/11/23 9/13/23
November 10/2/23 10/10/23 10/12/23
December 11/6/23 11/13/23 11/15/23

January 12/4/23 12/11/23 12/13/23

FREQUENCY: 12x year
MAILING CLASS: Periodical 

BONUS DISTRIBUTION ISSUES*

February: ACC.23: March 4-6, New Orleans
August: ESC Congress: Aug. 25-28, Amsterdam
October: TCT: Oct. 23-27, San Francisco
November: AHA: Nov. 11-13, Philadelphia
*Subject to live conference being held with exhibition booths. 
Cancellations must be in writing prior to the closing date.
**Due date earlier if Publisher prints insert.  
Check with Sales Rep for dates.

ACCEPTANCE OF ADVERTISING
All advertisements are subject to review and approval 
by the Editorial Board and Cardiology staff.

AD PLACEMENT POLICY
Interspersed within articles.

IssueIssue Cover StoryCover Story Clinical UpdateClinical Update Bonus Bonus 
DistributionDistribution****

January EcoSystem of Home-Based Health Care What to Watch For in 2023

February Global Burden of Cardiovascular Disease Insider’s Look at ACC.23;  
American Heart Month ACC.23

March “Quadruple Threat” (Sleep Apnea, Diabetes, 
Obesity, Cardiovascular Disease) SGLT2s in Heart Failure

April ACC.23: New Science, New Insights Maternal Health

May Structural Heart Disease: Where Are We Going? Hypertension; Cardio-Oncology, 
Amyloidosis

June Clinician of the Future Workforce Issues and Innovation; 
Sports Cardiology

July Renal Denervation For Hypertension Grassroots Prevention Programs

August Clinical Guidelines Social Determinants of Health: 
Integrating Within Clinical Practice ESC Congress 2023

September Valvular Heart Disease Cholesterol; Atrial Fibrillation
October Stroke Value-Based Care TCT 2023
November Acute Coronary Syndromes Robotics and Virtual Reality AHA 2023
December A Look Ahead Clinician Well-Being

* Subject to change. Check with Sales Rep for information on additional features.
** Subject to live conference.
Regular columns in Cardiology include: Focus on Heart Failure; Focus on EP, Peripheral Matters; For the FITs; Cutting-Edge Structural Interventions; 
Prioritizing Health. Check with Sales Rep for more details on these and other columns.
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ADVERTISING PAGE B/W RATES

FrequencyFrequency King PageKing Page 3/4 Page3/4 Page Standard “A” PageStandard “A” Page 1/2 Page King1/2 Page King 1/4 Page1/4 Page

1x $5,914 $5,568 $4,613 $4,485 $2,617

3x $5,814 $5,474 $4,538 $4,414 $2,574

6x $5,685 $5,346 $4,438 $4,316 $2,541

12x $5,605 $5,287 $4,385 $4,262 $2,505

24x $5,534 $5,199 $4,321 $4,216 $2,476

36x $5,493 $5,145 $4,298 $4,175 $2,459

48x $5,446 $5,129 $4,256 $4,151 $2,435

72x $5,387 $5,052 $4,216 $4,110 $2,413

EARNED RATES
Rates are based on the total units run in a 
calendar year (i.e., 6 full pages and 6 half 
pages earn 12x rate). Space purchased 
by a parent company and its subsidiaries 
is combined. Only paid ads count 
toward frequency.

AGENCY COMMISSION 
15%

DUAL RESPONSIBILITY
Advertisers agree to accept “dual 
responsibility” for payment to the 
publisher if the advertiser’s agency does 
not remit payment within 90 days of the 
invoice date.

CLASSIFIED LINE AD RATES
Frequency King Page

1–50 $235
51–100 $435

101–150 $635
151–200 $840
201–250 $1,050
51–300 $1,250

COLOR RATE
(in addition to B&W rate):
$2,550

PREMIUM POSITIONS
(In addition to earned B&W rate):
2nd Cover: 35%
4th Cover: 50%
Center Spread: 25%
Cover Tips, Outserts: (check with Sales Rep)

INSERTS
Furnished inserts billed at B&W space 
rate, plus an additional $700 non-
commissionable. Check with Sales Rep 
for associated fees.

RATES

AD SPECS

Ad SizesAd Sizes Non-BleedNon-Bleed BleedBleed

King Spread 20” x 13” 21.25” x 14.25”

King Page 9.5” x 13” 10.75” x 14.25”

3/4 Horizontal 9.5” x 10” 10.75” x 10.75”

Standard “A” Page 7” x 10” 7.875” x 10.75”

Standard “A” Spread 15” x 10” 15.5” x 10.75”

1/2 King Vertical 4.625” x 13” 5.5” x 14.25”

1/2 King Horizontal 9.5” x 6.5” 10.75” x 7.25”

1/4 Vertical 2.25” x 13” NA

1/4 Horizontal 4.625” x 6.375” NA

INSERTS
Quantity:	 37,000 (includes spoilage)
Paper weight: 	 80# maximum
Specifications:	 8” x 11” pretrimmed head and face (0.125” foot trim 
		  will be applied). Inserts should be supplied folded.
Inserts not meeting mechanical specifications are subject to a surcharge. 
Publication requires preclearance of all inserts by submission of sample 
paper stock or paper dummy when insert is not standard. Please check 
with ACC for availability and other information required.
OUTSERTS
Specifications: 	 A-Size – 8” x 11”

COVER TIPS 	
Quantity: 	 41,000 required
Trim size: 	 10.5” x 6”
NOTE: If client is providing the files for print, please include a bleed of .125”. 
If client is providing preprinted material, they must be trimmed to spec.
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DIGITAL BANNER ADS
Reach ACC’s members every month with a banner ad linked to your product 
or company web page placed in the table of contents newsletter mailed by 
the Publisher. Contact the Sales Rep for pricing and details.

DIGITAL ADVERTISING

DIGITAL MAGAZINE SPONSORSHIP
Sponsorship of the digital version provides a digital banner 
ad for the month on the magazine page placed alongside 
the issue’s cover.  

YOUR DIGITAL BANNER AD GOES HERE!

YOUR DIGITAL 
BANNER AD 
GOES HERE!

YOUR DIGITAL BANNER AD GOES HERE!
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SUPPLEMENT

ACC.21 
IN FOCUS
A Cardiology Magazine Supplement

PAPER 
SPOTLIGHT

This content is made possible through an unrestricted educational grant provided by Esperion and was written and developed independently from the  
content developed for Cardiology. Inclusion in this publication does not constitute a guarantee or endorsement by the American College of Cardiology (ACC), 
nor do statements or opinions expressed represent official ACC opinions or policies.

An Unmet Need
Despite the addition of statins, ezetimibe, and 
proprotein convertase subtilisin/kexin type 9 
(PCSK9) inhibitors to the armamentarium of 
cholesterol-lowering therapies cardiologists 
can employ, there remains a group of patients 
with hypercholesterolemia who do not achieve 
adequate lowering of low-density lipoprotein 
cholesterol (LDL-C). These patients remain at 
high risk for cardiovascular disease (CVD) or 
cardiovascular events (in particular, patients 
with atherosclerotic cardiovascular disease 

[ASCVD], with a familial history of hypercholesterolemia [HeFH], or those with 
multiple risk factors for CVD).1-5 Currently available therapies have limitations 
with respect to efficacy, patient adherence, tolerability, and access, representing an 
unmet need for those who do not derive adequate benefit from these treatments.6-7

In response to this unmet need, researchers publishing recently in the 
European Journal of Preventive Cardiology sought to evaluate the efficacy 
and safety of a combination therapy of bempedoic acid (BA), a first-in-class 
adenosine triphosphate (ATP)-citrate lyase (ACL) inhibitor, added to ezeti-
mibe (BA + EZE), taken orally once daily.8 

Mechanism of Action
Christie M. Ballantyne, MD, a cardiologist in the Department of Medicine 
at the Baylor College of Medicine, and co-author of the study, briefly ex-
plained the unique mechanism of the drug that distinguishes it from other 
cholesterol-lowering therapies.

“Bempedoic acid is a small molecule that inhibits the enzyme ATP-citrate 
lyase,” Dr. Ballantyne said in an interview. “What that ends up doing is 
blocking cholesterol synthesis.” 

BA is a prodrug that is activated in the liver. Once activated, it sup-
presses cholesterol synthesis by inhibiting ACL and causes upregulation 
of the LDL receptor, resulting in the increased clearance of LDL particles 
and lowering of LDL-C in the blood, according to the paper.8 Dr. Ballantyne 
noted that other therapies such as statins and ezetimibe work via differing 
mechanisms that, when paired, have been shown to work well together.

“Statins inhibit a different enzyme (HMG-CoA reductase), which also 
blocks cholesterol synthesis at a step further downstream,” he added. 
“Ezetimibe blocks cholesterol absorption by blocking NPC1L1, so each 
therapy is basically having a different mechanism of action. We’ve already 
known in the past that ezetimibe blocks the absorption in the small intestine, 
so it really adds well to a statin, which blocks cholesterol production.”

For the present study, the authors predicted that a combination therapy of 
BA + EZE could yield a similarly efficacious result. The authors’ rationale for 
the design of the fixed-dose combination study was that both BA + EZE have 
been shown to work by the upregulation of LDL-C receptor expression in 
the liver (which the authors noted has been shown to reduce cardiovascular 
outcomes risk in proportion to the level of LDL-C lowered), and also that pre-
vious pivotal clinical trials have indicated that BA monotherapy is effective at 

lowering LDL-C when added to standard lipid-lowering background therapy.9-12 
The BA + EZE 180 mg/10 mg fixed-dose combination was compared to BA 180 
mg alone, to ezetimibe 10 mg alone, and to placebo.1,13

“The combination of BA + EZE being more efficacious than either compo-
nent alone is exactly what you would have predicted, in the same way that add-
ing a statin to ezetimibe is beneficial,” he said. “It would make sense that this 
drug, which works in a different pathway blocking the production of cholester-
ol, would be additive to ezetimibe, which blocks the absorption of cholesterol.”

The Study and Who It Included
The phase 3, multicenter, double-blind, placebo-controlled study included 
adults at high risk for CVD who presented with the presence of ASCVD, in-
cluding a history of myocardial infarction (MI), silent MI, unstable angina, 
coronary revascularization procedures, clinically significant coronary heart 
disease (CHD), symptomatic peripheral artery disease, or cerebrovascular 
atherosclerotic disease. In addition, the study included patients with HeFH, 
or multiple CVD risk factors (defined as diabetes plus age, family history 
of CHD, smoking, hypertension, low high-density lipoprotein cholesterol 
[HDL-C], or a coronary artery calcium score above the 95th percentile for 
their age, ethnicity, or sex). Fasting LDL-C was required to be 2.6 mmol/L 
(100 mg/dL; for those with ASCVD or HeFH) or 3.4 mmol/L (130 mg/dL) or 
greater for those with multiple CVD risk factors while receiving the maxi-
mally tolerated statin therapy. 

A total of 821 patients were screened for study inclusion, with a final 
sample size of 382 patients. The patients were randomized (2:2:2:1) to 
either the fixed-dose combination of BA + EZE (180 mg and 10 mg, respec-
tively; n=108), bempedoic acid 180 mg alone (n=110), ezetimibe 10 mg 
alone (n=109), or to placebo (n=55) and were followed for 12 weeks. The 
primary efficacy endpoint of the study was the percentage change from 
baseline to week 12 in LDL-C of the fixed-dose combination, compared with 
BA alone, ezetimibe alone or placebo. Patients were stratified by category 
of CVD risk (ASCVD and/or HeFH vs. multiple CVD risk factors). The 
mean age of the study population was 64.3 years, and the study population 
was 50.5% women. The majority of study patients had ASCVD or HeFH 
(62.5%), most had comorbid hypertension (>80%), and diabetes was pres-
ent in more than 40% of patients. 

Fixed-dose Combination or Monotherapy?
A total of 338 (88.5% of those randomly assigned) patients completed the 
study treatment. Adherence to BA + EZE was reported as 80% or greater in 
all treatment groups. 

The study results showed a significant reduction in LDL-C at week 12 in 
the BA + EZE cohort compared with the individual components and to pla-
cebo (P<0.001 for all comparisons; see Figure). Ballantyne and colleagues 
reported that a greater portion of patients achieved LDL-C <2.6 mmol/L 
(100 mg/dL; 67.5%) or <1.8 mmol/L (70 mg/dL; 31.3%) when compared 
to placebo (17.5% and 0%, respectively; P<0.001), to bempedoic acid alone 
(43.9% and 6.1%, respectively; P≤0.003) or to ezetimibe alone (42.5% and 
10.0%, respectively; P≤0.002).

PAPER SPOTLIGHT

Two Are Better? New Study Shows Efficacy of 
Bempedoic Acid and Ezetimibe Combination for 
LDL-C Reduction
With comments from paper co-author Christie M. Ballantyne, MD (Baylor College of Medicine)

Christie M. Ballantyne, MD
Photo: Baylor College of Medicine
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“It was a short-term study at just 12 weeks, but the combination pill com-
pared to placebo yielded a 38% reduction in LDL-C,” Ballantyne said. “You’re 
getting an almost 40% reduction, which was substantially better than either 
ezetimibe or bempedoic acid alone. It’s a nice  option for those who need 
good LDL-C reduction.”

By week 12, 33.7% of the patients in the combination therapy group had 
achieved an LDL-C reduction of 50% or more from baseline, which was great-
er than that seen with the individual components or with placebo (P<0.001 
for all comparisons). The authors also noted that BA + EZE lowered LDL-C in 
high-intensity statin groups (defined as atorvastatin 40-80 mg/day and rosuv-
astatin 20-40 mg/day) and all other statin intensity groups as well. 

“We tend to use statins as first-line agents, as we have great evidence 
on them, they’re inexpensive, and generic medications,” Ballantyne added. 
“The unmet medical need is that there are patients who are taking statins 
who still do not achieve desirable LDL-C levels for one reason or another. 
Maybe their levels are very high to begin with, or the patient has difficulty 
taking the statins due to side effects. This once-per-day pill can lower cho-
lesterol without the use of a statin.”

The combination therapy also reduced high sensitivity C-reactive protein 
(hsCRP) by 35.1% compared to placebo (which increased by 21.6%; P<0.001), 
compared to an 8.2% reduction in the ezetimibe group (P=0.002). The combi-
nation therapy also reduced non-HDL-C, total cholesterol, and apolipoprotein B 
vs. placebo (P<0.001), ezetimibe (P≤0.003) or bempedoic acid (P<0.001).

The BA + EZE fixed-dose combination was also found to be safe, as the 
authors reported that individual rates of adverse events were low, and 
that  “no treatment-related serious adverse events or fatal adverse events 
occurred during the study.” They reported the most common treatment-
related adverse events in the BA + EZE treatment group as blood uric acid 
increase, constipation, fatigue, muscle spasms, and oral discomfort.

“Analysis of adverse events of special interest did not reveal any new safety 
signals with BA + EZE vs. bempedoic acid or ezetimibe,” they wrote in the study.

What It Means for Patients, and What’s Next
Dr. Ballantyne, in his interview, said that one particular patient population 
that stands to benefit from the BA + EZE fixed-dose combination are those 
in whom statins are not effective at lowering LDL-C, or in those who can’t 
take statins due to side effects. In an accompanying editorial to the study, 
the editorial authors noted that the other group that stands to benefit from 
BA + EZE are those with an elevated risk for ASCVD. 

“The biggest uncertainty, however, is whether or to what extent the 
LDL-C lowering potential of [BA + EZE] or bempedoic acid monotherapy 
translates into ASCVD risk reduction,” they wrote in the editorial. “This 
smaller study by Ballantyne et al. of only 301 patients followed for 12 
weeks is inadequate to discern any effects on ASCVD events, although the 
incidence of acute MI was 1.2% vs. 2.3% vs. 3.5% vs. 0% among [BA +EZE], 
bempedoic acid, ezetimibe, and placebo groups.”

Dr. Ballantyne said that the current study data has been submitted to 
the Food and Drug Administration as part of an approval package, and said 
that that should it gain approval, a therapy could potentially be available for 
patients as soon as next year (2020). Regarding future research in the area, 
the accompanying editorial noted that there is an ongoing cardiovascular 
outcomes study, the CLEAR Outcomes study, which has enrolled more than 
14,000 statin-intolerant patients with clinical ASCVD or high ASCVD risk. 

Dr. Ballantyne added that those undergoing treatment for high blood 
pressure benefit from a range of combination therapies available in a single 
pill, which has been shown to improve compliance and adherence. Soon, 
patients receiving treatment for elevated LDL-C may have a similar option, 
with the combination therapy of BA + EZE for lowering LDL-C. 

Financial Disclosures: Christie M. Ballantyne, MD, has previously received research grant(s)/support from Esperion, and has served as a consultant for Esperion. 
This content was produced in part with support from Esperion. Dr. Ballantyne’s comments in this paper spotlight were taken from an interview conducted by the 
publisher and edited for print from a transcript.

“If we look at the field of hypertension, what we tend to see is much less 
use of agents at the very highest dose, and very frequently, we’ll use two 
or sometimes even three hypertension drugs in combination instead,” Dr. 
Ballantyne said. “It’s nice to have options available for treating LDL-C. We have 
PCSK9 inhibitors, and ezetimibe; but this would be one more option. It’s such 
a common problem to have elevated LDL-C. It’s nice to have multiple options so 
that each individual can find something that’s going to be helpful to them.”

The study limitations included its short duration of 12 weeks, as well as 
reported imbalances in baseline demographics and patient characteristics, 
according to the authors. Additionally, 81 patients were excluded due to 
“data integrity concerns,” which are noted in detail in the Methods section 
of the manuscript. Third and finally, the study was not adequately powered 
to evaluate CVD outcomes. ■

FEATURED PAPER AND ACCOMPANYING EDITORIAL

Ballantyne C, Laufs U, Ray K, et al. Euro J Prevent Cardiol. 2019;doi:10.1177/2047487319864671
Khan S, Michos E. Euro J Prevent Cardiol. 2019;doi: 10.1177/2047487319864672 
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Figure. Change from baseline to week 12 in (a) LDL-C and (b) high-sensitivity C-reactive protein 
(hsCRP), post hoc population. Bars for (a) represent least-square means. Bars for (b) represent medians.

Placebo
(n=41)

Placebo
(n=39)

(b)

(a)
Ezetimibe

(n=86)

Ezetimibe
(n=79)

21.6

1.8 -38.0 (-46.5, -29.6)
P < 0.001

-13.1
(-19.7, -6.5)
P < 0.001

-46.1
(-78.8, -15.8)

P < 0.001

-25.6
(-45.0, -7.2)
P = 0.002

-19.0
(-26.1, -11.9)
P < 0.001 -36.2

Bempedoic acid
(n=88)

Bempedoic acid
(n=81)

BA + EZE FDC 
(n=86)

BA + EZE FDC 
(n=80)

-23.2

-17.2

-8.2

-31/9

NS
-35.1

10

5

0

-5

-10

-15

-20

-25

-30

-35

-40

-45

30

20

10

0

-10

-20

-30

-40

LD
L-

C
 p

er
ce

n
t 

ch
an

g
e 

 
fr

o
m

 b
as

el
in

e 
to

 w
ee

k 
12

h
sC

R
P

 p
er

ce
n

t 
ch

an
g

e 
 

fr
o

m
 b

as
el

in
e 

to
 w

ee
k 

12

SPONSORED CONTENT

ADVERTORIALS
KOL interviews or a Paper Spotlight with key findings/take-
home messages from a published article are options for paid 
advertorials that run within Cardiology. 
The ACC must approve the proposed KOL/topic/paper and 
the final advertorial. The designed pages must be distinct from 
ACC’s editorial content, clearly marked as sponsored content and 
include ACC’s standard disclaimer. The advertiser has the option 
to write, design and submit the advertorial or to pay an additional 
fee for this service via the Publisher. 

SUPPLEMENTS
Supplements for polybagging with Cardiology include 
conference highlights and “Best of” focused topics. 
Contact your Sales Rep for topics, pricing and available issues.

Outserts, Cover Tips, Faux Cover and Cover Wraps are accepted for Cardiology.  
Contact your Sales Rep for pricing and available issues.  

ADDITIONAL PROMOTIONAL OPPORTUNITIES

OUTSERT COVER TIPS FAUX COVER
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DIGITAL FILE SPECIFICATIONS

FILE FORMATS
Preferred format is PDF/Acrobat 4.05 or later, set for compatibility 
with PD version 1.3 (Acrobat 4); EPS; TIFF. All high-resolution 
images and fonts must be included. TIFF & EPS files must conform 
to the following minimum resolution specifications: Grayscale and 
color images: 300 dpi; Combination Grayscale and Color images: 
500-900 dpi; Line art (Bitmap) images: 900-1200 dpi. 
Do not nest EPS files.

PAGE LAYOUT
Supply as single page files only, Right Reading, Portrait Mode, 
100% Size, No Rotation. 
Created to the trim of the magazine, plus a minimum  
0.125” bleed on all sides. Keep live matter 0.5” from trim edges.  
Crop marks and SWOP color bars must be included, position  
0.5” outside trim. Reverse type should be no less than 6 pt.  
Fine lettering (thin lines, serifs) should be restricted to one color. 
All fonts and graphics must be embedded or included with the 
files and conform to the file formats listed above.

PROOFS
Proofs must be produced from the final file submitted.  
All proofs must conform to SWOP standards. For a list of current 
SWOP-approved proofs, visit www.swop.org/certification/certmfg.
asp, and click on “Certified Systems & Ads.” Desktop inkjet printer 
proofs do not meet SWOP standards. ACC cannot guarantee 
color match unless acceptable proof is provided.

DISPOSITION OF MATERIAL
Reproduction material will be held one year from last insertion.
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DELIVERY OF MATERIALS

INSERTION ORDERS TO
M. J. Mrvica Associates, Inc.
Attention: Mark Mrvica
2 W. Taunton Avenue
Berlin, NJ 08009
(P) 856-768-9360
(F) 856-753-0064
Email: markmrvica@mrvica.com

R.O.B. AD MATERIAL TO
M. J. Mrvica Associates, Inc.
Attention: Mark Mrvica
2 W. Taunton Avenue
Berlin, NJ 08009
(P) 856-768-9360
(F) 856-753-0064
Email: markmrvica@mrvica.com

INSERT SHIPPING INFORMATION
Democrat Printing & Litho
Attention: Alan Mazander
6401 Lindsey Road
Little Rock, AR 72206
1-800-622-2216
Packaging should be clearly marked 
“Cardiology” with issue date

MECHANICAL REQUIREMENTS

SWOP standards apply. All supplied ads should have 
registrations, center, and trim marks and should indicate issue 
date, page positioning, and other pertinent instructions on proofs 
and insertion orders. Contact your ad rep before ad is due for 
additional specifications. Submit in PDF format and convert all 
colors to CMYK. All fonts must be embedded. High-resolution 
images. File and proof should include bleeds and trim.

All material should be supplied to the following specs:

TRIM SIZE: 10.5” x 14”
BLEED: 0.125”
LIVE MATTER: 0.5” from trim 
and gutter
TYPE OF BINDING:  
Saddle-stitched

PAPER STOCK:
Inside: 50 lb. coated stock
Covers: 80 lb. coated stock
REPRODUCTION 
REQUIREMENTS:
DIGITAL FILES REQUIRED.


