
Health insurance exchange 
formularies: Charting new waters in 
the world of formulary
Debora B. Sternaman, PharmD

290 New regulations in the Patient Protection and Affordable Care Act have 

led to the birth of essential health benef ts. The Centers for Medicare 

and Medicaid Services’ (CMS) new division, the Center for Consumer Information and 

Insurance Oversight (CCIIO), is responsible for the oversight of the insurance offerings 

on the new health insurance exchanges, which have 10 required essential health benef t 

categories. One of these essential categories is prescription drugs. Prospective quali-

f ed health plans, pharmacy benef t managers, and consultant agencies have struggled 

through the legislation and guidance from CCIIO in an attempt to build benef ts that 

meet the requirements. With elements of typical commercial offerings as well as those 

of Medicare Part D, there are many nuances that one must consider when building an 

exchange formulary and creating the surrounding benef t. 

Cover Article

Recognizing pharmacists as healthcare 
providers—a solution for the Patient 
Protection and Affordable Care Act roll-out
George E. MacKinnon III, PhD, RPh, FASHP

300 The Patient Protection and Affordable Care Act includes availability of 

preventive care services covering immunizations, wellness visits, and 

access to primary care. Four of 5 patients who visit a medical provider leave with at least 

1 prescription. Though medications rank as the number one intervention in healthcare, 

pharmacists are not fully utilized nor appropriately recognized to maximally manage these 

therapies in patients along with prescribers though they are well educated and trained to 

do so. The Social Security Act does not recognize pharmacists as non-physician healthcare 

providers, though they represent the third-highest number of 

licensed healthcare providers in the United States. Pharmacists are 

one of the most accessible healthcare providers in urban, suburban, 

and rural areas and patients interact with them more often than 

with their primary care providers. The exclusion of pharmacists is 

incongruent with legislative changes and policy initiatives. 
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Flu vaccines 

protect millions, 

but there are 

gaps in B strain 

coverage

Today’s trivalent fl u vaccines help protect against two A strains 
and one B strain.1

Each year, two B lineages can co-circulate. However, only one lineage is included in the trivalent fl u vaccine. 

From the time the U.S. Food and Drug Administration selects the B lineage for a fl u season, another B lineage 

may have become predominant.

Between 2001 and 2012,* the B lineage in the infl uenza vaccine did not 
match the predominantly circulating B lineage in 6 of these 11 fl u seasons.2,3

Patients may be vulnerable to infl uenza disease in years when the B strain in the vaccine is different from 

the B strain predominantly circulating in the community (mismatch), or when B lineages co-circulate.

Including two A strains and two B strains in the fl u vaccine is an important 
public health measure that may help close the gap in coverage.

 * B lineage mismatch years include: 2001-2002, 2003-2004, 2005-2006, 2007-2008, 2008-2009, and 2011-2012.

References: 1. Selecting the viruses in the seasonal infl uenza (fl u) vaccine. Centers for Disease Control and Prevention web site. 
http://www.cdc.gov/fl u/professionals/vaccination/virusqa.htm. Accessed October 22, 2012. 2. Centers for Disease Control and 
Prevention. Past weekly surveillance reports page. http://www.cdc.gov/fl u/weekly/pastreports.htm. Accessed March 11, 2013. 
3. Update: infl uenza activity—United States, 2011-12 season and composition of the 2012-13 infl uenza vaccine. MMWR 

Morb Mortal Wkly Rep. 2012;61(22):414-420.

©2013 The GlaxoSmithKline Group of Companies  All rights reserved.

Printed in USA.  FRX712R0  March 2013
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naltrexone plus prolonged exposure therapy 
helps  alcohol-dependent ptsd patients
by Tracey  Walker

In a study  of patients with alcohol 
dependence and post-traumatic stress 
disorder (PTSD), treatment with 
naltrexone resulted in a decrease in the 
percentage of patient drinking days. 
Prolonged exposure therapy was not as-
sociated with an exacerbation of alcohol-
use disorder.

Lead author Edna B. Foa, professor 
of psychology in psychiatry and director, 
Center for the Treatment and Study 
of Anxiety, University of Pennsylvania 
Perelman School of Medicine, exam-
ined the effects of naltrexone, a medica-
tion used in alcohol-use reeducation, 
and prolonged exposure, the most vali-
dated psychosocial treatment for PTSD, 
and their combination in individuals 
with comorbid alcohol dependence and 
PTSD.

Patients were randomly assigned to 
1 of 4 treatments: prolonged exposure, 
naltrexone, prolonged exposure plus 
naltrexone, and pill placebo. All patients 
received supportive counseling. 

“Naltrexone was effective in decreas-
ing the percentage of days drinking in 
people with alcohol dependence and 

post-traumatic stress disorder dur-
ing active treatment,” said Foa. “Six 
months after treatment discontinuation, 
participants who received prolonged 
exposure therapy for PTSD drank less 

than those who did 
not receive prolonged 
exposure. Partici-
pants who received a 
combined treatment 
of prolonged exposure 
and naltrexone had the 
lowest drinking level 

after 6-month treatment discontinua-
tion. The main message of the study is 
that simultaneous treatment of alcohol 
dependence and PTSD yields a superior 
outcome than each treatment would 
alone.”

The study was conducted to examine 
the validity of the common view in the 

feld that treating patients with alcohol 
dependence in ways that deal directly 
with their traumatic experience will 
result in deterioration of their mental 
health and cause them to drink more 
rather than less, Foa said. 

“The fndings of the study indicated 
that prolonged exposure therapy, a 
trauma-focused treatment for PTSD, 
was not associated with increased drink-
ing or alcohol craving,” she said. “In 
fact, reduction in PTSD severity and 
drinking was evident for all 4 treatment 
groups. This fnding contradicts the 
common view that trauma-focused 
therapy is contraindicated for individu-
als with alcohol dependence and PTSD, 
because it may exacerbate PTSD 
symptoms and thereby lead to increased 
alcohol use.

“Patients with comorbid PTSD 
and alcohol dependence should receive 
treatment that addresses simultaneously 
the 2 disorders rather than treatment 
that addresses only 1 of the 2 disor-
ders,” she continued. “Prolonged expo-
sure therapy for PTSD helps patients 
maintain a low level of drinking rather 
than increasing drinking and therefore 
should be provided to these patients.” ■

◾ Editorial Mission
To provide timely, accurate,  

and practical drug-related 

information to assist our readers 

in their drug management 

responsibilities—evaluating drugs 

for the formulary and developing 

policies and procedures to guide 

the appropriate, rational, safe,  

and cost-effective use of drugs.
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Take away

Patients with comorbid PTSD 
and alcohol dependence should 
receive treatment that addresses 
simultaneously the 2 disorders 
rather than treatment that 
addresses only 1 of the 2 disorders.

Ms Foa
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catamaran anticipates new advantages  
with recent pBm acquisitions

by Mari Edlin

Catamaran, a pharmacy benefts 

manager (PBM) has been on a buy-

ing binge since 2008, snapping up its 

sixth PBM, Restat. The $409.5 mil-

lion cash purchase is expected to close 

in the fourth quarter of 2013.

“Restat will be the frst PBM we 

have acquired that is not a cur-

rent client,” said Tony Perkins, vice 

president, investor relations for Cata-

maran. “Our claims adjudication 

technology is widely installed serving 

one-third of the country’s PBMs.” 

He said that although Catamaran 

is on a merger streak, it has no spe-

cifc goals for completing a certain 

number of acquisitions each year.

“We would rather fnd companies 

whose books of business and people 

could drive more benefts for share-

holders and clients, such as providing 

savings and economies of scale in the 

supply chain,” he said.

Randy Vogenberg, principal at the 

Institute for Integrated Healthcare 

based in Greenville, SC, said the word 

on Wall Street is that Catamaran is 

buying lives and contracts primarily in 

its race to grow larger, as well as to fll 

in niche gaps. It has gradually moved 

up within the top three PBM players.

“Due to health reform and general 

market changes that are moving fast 

now, it becomes more important 

to either innovate or get bigger to 

survive the next 18 to 24 months. My 

expectation is that there will be more 

mergers and acquisitions,” Vogenberg 

said.

market position

With the buy, Catamaran anticipates 

generating $20 million in annualized 

synergies. Restat is 

expected to contrib-

ute about $650 mil-

lion of annual drug 

spend and $45 mil-

lion of annual earn-

ings before interest, 

taxes, depreciation 

and amortization.  

Perkins said that 

Restat is an attrac-

tive addition with its 

high-touch service 

model and a client 

base in the middle 

market, while also enabling Catama-

ran to expand its benefts, including 

mail order, specialty pharmacies and 

formulary management.

“We have core competency in ac-

quisitions with a dedicated group that 

uses a targeted approach to seeking 

out PBMs,” Perkins said. “I con-

sider Catamaran an organic growth 

engine.”

In June, the PBM won a large 10-

year contract with Cigna.

Catamaran, previously operating 

as SXC Health Solutions, purchased:

■ National Medical Health Card 

in 2008;

■ MedMetrics, PTRx and Health-

Trans in 2011; and

■ Catalyst Health Solutions in 

2012, when it changed its name to 

Catamaran.

Catamaran ranks 

among the nation’s 

leading PBMs, which 

includes Express 

Scripts, CVS Care-

mark and Optum Rx. 

Perkins says that prior 

to its 2012 purchase of 

Catalyst, Catamaran’s 

revenues were $7 bil-

lion but by the end of 

the year, had risen to 

$9.9 billion. 

With the Restat 

purchase, Catamaran 

expects to drive revenue to about 

$14.6 billion in 2013, covering 25 

million lives.

Its competitor, Optum Rx, covered 

12 million in 2011 with annual rev-

enue of $19.28 billion. Number-one 

PBM Express Scripts reported  2012 

revenue of $93.9 billion. ■

This article was originally published 

in Managed Healthcare Executive, 

September 2013.

state limits specialty copays to $150 maximum per fll
by Julie Miller

Member cost sharing is one of the 

mainstays in pharmacy beneft man-

agement. In the state of Delaware, 

however, a new law puts a $150 cap on 

specialty-drug copays, which will have 

insurers relying more heavily on other 

interventions to manage spending.

The law signed by Governor Jack 

Markell will go into effect in 2014 

and limits patient out-of-pocket 

costs to $150 per specialty-tier 

drug, per month. Another  provision 

also allows members to request ac-

cess when a specialty drug is not in-

cluded in a health plan’s formulary.

A group of stakeholders including 

patient advocates, Highmark Blue 

Cross Blue Shield of Delaware and 

◾ With the Restat 

purchase, Catama-

ran expects to drive 

revenue to about 

$14.6 billion  in 

2013, covering 25 

million lives.

Continued on page 280
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drug manufacturer Pfzer researched 

the policy and its effect on patient 

access prior to the governor signing 

the law.

“It’s not all about the cost share 

that you’re putting on the mem-

ber,” said Sarah Marche, director 

of pharmaceutical contracting for 

Highmark. “It’s got to be about what 

we do behind the scenes.”

specialty strategies

Specifcally, clinical management 

and prior authorization are among 

the strategies managed care plans 

rely on for costly specialty drugs. 

Clinical teams determine the right 

dose of the right drug for the right 

patient, based on FDA approvals, to 

ensure appropriate utilization.

“After you’ve decided that the pa-

tient is appropriate clinically, you have 

to have aggressive pricing from your 

specialty pharmacies or the physicians 

that use the product,” Marche said.

Highmark has the advantage of 

covering a large population with 5.3 

million members and therefore can 

negotiate for optimal pricing on spe-

cialty drugs. Marche said Highmark 

uses an exclusive specialty phar-

macy that can provide better pricing 

because of the plan’s high volume.

cost groWing

Specialty drugs are often frst-in-

class therapies that treat serious dis-

eases, such as multiple sclerosis and 

cancer, and are delivered through 

infusion or injection.

For plans, managing the site of 

drug delivery can also translate to 

cost control. Plans often fnd price 

variation among infusion suites, 

hospitals and physician offces, with 

the physician offce being the least 

costly site and the hospital being 

the most costly. More favorable 

reimbursement for providers can 

incentivize them to deliver the drugs 

in their offces rather than send 

patients to higher-cost sites.

With hundreds of specialty 

agents in the drug pipeline and their 

utilization certain to grow, plans 

must also consider how their current 

strategies will apply 

in the future.

According to 

ICORE Health-

care, a subsidiary of 

Magellan Pharmacy 

Solutions in its 2012 

trend report, the quan-

titative annual spend 

for specialty drugs 

is $255 million per 1 

million lives. And the 

annual cost trend is 

expected to continue 

at an estimated 15% 

growth rate. Simi-

larly, pharmacy beneft 

manager Express Scripts projects that 

spending will increase to account for 

more than half of all pharmacy-related 

costs by 2019.

“Specialty is now about 20% of 

our drug spend, and it’s only increas-

ing,” Marche said. “It’s a low volume 

of claims, but they’re very high-cost 

claims.”

Marche says Highmark will focus 

on clinical management and pricing 

because cost shifting to the member 

will only cause added medical costs 

downstream with 

increased hospitaliza-

tions, for example.

Although less than 

2% of the population 

needs specialty drugs, 

the segment currently 

accounts for 24.5% of 

total spending nation-

wide, according to Ex-

press Scripts. In 2012, 

FDA approved 22 

new specialty drugs, 

many of which cost 

more than $10,000 for 

a 1-month course of 

treatment.

“We’re talking drugs that cost 

$10,000 or $15,000 a month,” Marche 

said. “Sometimes I feel like it’s a race 

on who can come out with the most 

expensive drug.” ■

This article was originally published 

in Managed Healthcare Executive, 

September 2013.

◾ Table 1

anticipated annual changes in us spending
ToP 3 SPECIALTy dRug CLASSES

Therapy Class 2013 2014 2015

3-Year  

Compounded 

Total

Infammatory Conditions 25.1% 17.2% 17.4% 72.2%

Multiple Sclerosis 19.8% 18.5% 16.8% 65.6%

Cancer 21.3% 20.9% 21.0% 77.4%

overall Specialty 17.8% 19.6% 18.4% 66.8%

Formulary/Source: Express Scripts

◾ Plans often fnd 

price variation 

among infusion 

suites, hospitals and 

physician offces, 

with the physician 

offce being the least 

costly and hospital 

being the most.

Continued from page 279
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pilot program explores use of 2d barcodes  
in vaccine record-keeping

by Tracey Walker

In an effort to help facilitate accurate and 

uniform records of US vaccine usage, 

the Centers for Disease Control and 

Prevention (CDC) and immunization 

community stakeholders are exploring 

the potential of 2-dimensional (2D) 

barcoding to streamline immunization 

practices.

The 2D vaccine pilot initiative, which 

the CDC began in 2011 with support 

from key organizations such as FDA, 

the American Academy of Pediatrics 

(AAP), and various manufacturers, 

seeks to help improve the documenta-

tion and effciencies necessary to capture 

key information connected with vaccine 

delivery, said Warren Williams, a public 

health analyst with CDC’s National 

Center for Immunizations and Respira-

tory Diseases.

“Vaccine providers and immuniza-

tion programs that are administering 

vaccines may be interested to know 

that a variety of vaccine unit-of-use 

products [vials/syringes] are avail-

able and contain a 2D barcode, which 

contains more information than the 

traditional linear barcode,” Williams 

said. “Currently we are conducting a 

pilot to understand some of the impact 

of this technology.”

Edward Zissman, MD, FAAP, co-

chair of the AAP Vaccine Barcoding 

Project, said: “The number one issue 

is the safety of the children. The sec-

ond thing is accuracy and effciency in 

the pediatric offce, where immuniza-

tions in this country are most often 

given — in private pediatric offces. 

Currently, the administrating medi-

cal assistant or nurse or physician has 

to write down the lot number or the 

expiration date with the name of the 

product. By doing 2-D bar cod-

ing, which is very well recognized in 

other industries, it will put all of that 

information immediately into a child’s 

electronic health record, so there will 

be a signifcant increase in accuracy 

and effciency.” 

Currently, vaccine unit-of-use prod-

ucts contain a linear barcode, which 

holds information on the product 

identifcation only, specifcally the Na-

tional Drug Code (NDC). The new 

2D barcodes are square and about the 

size of small thumbnail; they contain 

the NDC code as well as additional 

information, including the lot number 

and the expiration date of the prod-

uct. A 2D barcode with Data Matrix 

technology can hold approximately 

2,300 characters, while a traditional 

linear barcode can hold approximately 

48 characters.

“All of this information is needed to 

document the vaccine encounter, and 

typically it has to be manually read and 

recorded by hand,” Williams said. “The 

new 2D barcode can be scanned, and 

depending on the computer system con-

fguration, populates the necessary felds 

in the record system. By having all of this 

information, such as the NDC code, lot 

number, and expiration date, available to 

be derived from ‘scannable’ technology, 

we think that it can improve documen-

tation concerns, prompts for decision 

support, and manual data-recording 

burden.”

Vaccine manufactures can request 

a label change from FDA to add this 

alternate barcode to the vaccine vial/

syringe. Recently, GlaxoSmithKline 

received FDA approval to add 2D 

barcoding to both the inner contain-

ers and outer boxes of most of its US 

vaccines, a step that supports elec-

tronic medical record (EMR) keeping, 

according to Leonard Friedland, MD, 

VP, scientifc affairs and public policy, 

GSK vaccines, North America. 

“With the necessary hardware 

and software for this technology, 

healthcare providers can update their 

inventory management system, patient 

records, and vaccination reports auto-

matically, reducing the need for man-

ual entry of information, which can 

be susceptible to administrative errors 

and incomplete record keeping,” 

Friedland said. “In addition, through 

the regular electronic scanning of the 

additional information contained in 

2D barcoding, we believe that a more 

accurate and complete picture of US 

vaccine usage could emerge.”

With 2D barcodes, healthcare provid-

ers who have the necessary hardware 

and software can scan the information 

automatically into a patient’s immu-

nization record. Healthcare providers 

need an electronic health record (EHR) 

system and a 2D barcode scanner. 2D 

barcoding may work with a number of 

systems. 

According to Williams, providers 

will have to have some hardware, such 

as a scanner. There are also software 

confguration and support issues. 

In addition, the following costs could 

be associated with implementing and 

sustaining barcode use in provider of-

fces:

■  Purchase of scanners and periodic 

replacements

■  Modifcation or enhancement of 

EHRs to accommodate barcode 

scanning

■ Staff training

■  Miscellaneous scanner mainte-

nance costs

■ Maintenance of connections to state 

IIS or any barcoding-specifc software.

A list of factors that providers 

must consider can be found at http://

www.cdc.gov/vaccines/programs/iis/

activities/downloads/2d-barcode-

trkg-rpt.pdf . ■
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illinois adopts medical marijuana law

from Staff Reports

Illinois has become the 21st state 

to legalize some form of medical 

marijuana with the establishment of 

a four-year pilot program that targets 

patients with chronic pain and debili-

tating conditions such as muscular 

dystrophy, cancer, and HIV.

The Compassionate Use of 

Medical Cannabis Pilot Program 

Act is described as one of the most-

restrictive medical marijuana laws in 

the country. It was signed into law by 

Governor Pat Quinn on August 1 and 

will take effect in 2014.

“This new law will provide relief 

and help eligible patients ease their 

suffering, while making sure Illinois 

has the nation’s strictest safeguards to 

prevent abuse,” Quinn said.

Under the pilot program, doctors 

with patients suffering from one of 35 

chronic conditions will be authorized 

to issue certifcations for the drug. 

Patients will be required to apply for a 

registry identifcation 

card that will track 

how much marijuana 

they buy; the upper 

limit is 2.5 ounces 

within 14 days.

Marijuana will be 

grown at 22 cultiva-

tion centers through-

out Illinois and up 

to 60 centers will 

dispense it. Patients 

will not be allowed to 

grow their own. 

Patients who wish to be part of the 

program must meet other regulations 

as well. For example, the physician 

and patient must have an established 

relationship. Minors and people with 

felony drug convictions or psychiatric 

conditions will not qualify.

Police and probation offcers, fre-

fghters, and school bus drivers will 

be ineligible. Marijuana may not be 

used on a school bus 

or on school grounds, 

in a correctional 

facility, in a residence 

used to provide child-

care, or any public 

place. And landlords 

retain the right to ban 

the smoking of medi-

cal cannabis on leased 

property.

“Patients afficted 

by the most unbear-

able conditions fnally 

have a compassionate answer to their 

cries for help,” said Sen. Bill Haine 

(D-Alton). “This program allevi-

ates suffering and provides strong 

safeguards against abuse. We are 

ensuring only those suffering from 

the most serious diseases receive this 

treatment.” ■

insulin pumps outperform injections in diabetic children

by Christine Blank

Insulin pumps control blood sugar in 

children with diabetes better than insu-

lin injections, according to a new study.

Published in the August 18, 2013, 

issue of the journal Diabetologia, 

the study was led by Stephanie R. 

Johnson with the Department of 

Endocrinology and Diabetes at the 

Princess Margaret Hospital for Chil-

dren in Perth, Australia.

largest study 

of insulin pump use in kids

“This is the largest study of insu-

lin pump use in children. Our data 

confrm that insulin pump therapy 

provides an improvement in glyce-

mic control, which is sustained for at 

least 7 years,” Johnson wrote.

Johnson and her team compared 

outcomes for 345 chil-

dren from ages 2 to 19 

using insulin pumps to 

control type 1 diabe-

tes, to around the same 

number of children 

who were receiving 

insulin injections. The 

researchers followed 

the children for an 

average of 3.5 years.

They found that 

insulin pump therapy 

reduced severe hypo-

glycemia from 14.7 

to 7.2 events per 100 patient-years. 

Conversely, severe hypoglycemia in-

creased in the non-pump group from 

6.8 to 10.2 events per 100 patient-

years. 

In addition, the rate 

of hospitalization for 

diabetic ketoacidosis 

was lower in the insu-

lin pump group (2.3 

versus 4.7 events).

“The increasing 

use of insulin pump 

therapy over the last 

15 years, particularly 

in children, has been 

driven by improve-

ments in pump 

technology and the 

availability of insulin 

analogues…Despite this increased use, 

the outcomes of pump therapy con-

tinue to be debated,” Johnson wrote. ■

◾ Marijuana will 

be grown at 22 

cultivation centers 

throughout 

Illinois and up to 

60 centers will 

dispense it. 

◾ Insulin pump 

therapy provides 

an improvement 

in glycemic con-

trol, which is sus-

tained for at least 

7 years.
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real-world performance becomes payers’  
key metric in drug selection
by Fred Gebhart

Drug evaluation and selection models 

are changing. Safety and effcacy have 

become the starting point for consid-

eration by many payers. What today’s 

payers really want to see, however, is 

evidence of superior performance in 

real world patient populations.

“We have heard from managed care 

executives about the need for greater 

clarity on both the cost and the effective-

ness of drugs,” said John Edwards, direc-

tor of the Healthcare Advisory Practice 

at PricewaterhouseCoopers (PwC). 

“Real-world performance is guiding 

what they are willing to pay for a drug or 

if they are willing to pay for it at all.”

PwC’s Health Research Institute 

surveyed managed care leaders and 

pharmacy beneft managers on chang-

ing drug information needs. Accord-

ing to the survey, what buyers want is:

■ More and better data on drug 

quality;

■ Solid evidence of improved clini-

cal beneft compared to existing treat-

ments or that a novel product meets an 

unmet medical need; and 

■ Payment tied to outcomes.

“We are seeing these expectations 

surface frst in specialty pharmaceuti-

cals,” Edwards said. “These drugs are 

highly expensive, but they are grow-

ing both in prevalence and in cost. In 

2012, specialty pharmaceuticals repre-

sented 3% to 4% of purchasing volume 

but 20% of the drug spend.”

The new focus on outcomes and 

performance is reshaping the pharma-

ceutical world. Payers are willing to pay 

more for a product if they see convinc-

ing evidence that it improves clinical 

outcomes, patient satisfaction and other 

real-world measures in meaningful 

ways. And payers are showing increas-

ing resistance to products that are no 

more effective than existing treatments. 

Payers and pharmaceutical compa-

nies also are developing new payment 

models that refect the growing impor-

tance of performance. Novel strategies 

include differential pricing for differ-

ent indications, contracts based on 

documented outcomes and discounted 

pricing for combination therapies using 

2 or more agents. 

One of the frst concrete examples is 

a 2012 contract between EMD Serono 

and Prime Therapeutics, a PBM 

for 13 Blue Cross Blue Shield plans. 

Prime is tracking clinical changes for 

multiple sclerosis patients taking Rebif 

(interferon beta-1A) and will pay 

rebates to the drug maker based on 

documented outcomes.

“When drugs cost more, they get 

the same kind of scrutiny as other high 

cost items such as MRI or CT scans 

versus conventional imaging,” Edwards 

said. “Payers are increasingly willing 

to accept the more expensive alterna-

tive only when they have convincing 

evidence of beneft. More than 30% of 

payers tell us they are planning to move 

to results-based contracts over the next 

three years. It’s time to start thinking 

about outcomes-based reimbursement 

for your next contract cycle.”

Pharma companies know the 

change is coming, he continued.

Results-based contracting and 

formulary placement  is already a reality 

in major markets such as Germany and 

the United Kingdom. When Novartis 

failed to produce convincing evidence 

for Xolair (omalizumab) last year, the 

UK National Institute for Health and 

Clinical Excellence announced plans to 

recommend against the drug for certain 

asthma indications. The national health 

administration reversed its decision 

after the manufacturer submitted ad-

ditional outcomes data.

“It is important for pharma to under-

stand what kind of data plans need and 

fnd ways to provide that information,” 

Edwards said. ■

This article was originally  published 

in Managed Healthcare Executive, 

September 2013

◾ Table 1

top 5 drugs by sales, Q2 2013

Drug Name Sales ($000)
% Change 

 (previous quarter)

Abilify $1,597,913 +4.70%

Nexium $1,454,048 -0.34%

Humira $1,341,759 +10.22%

Cymbalta $1,338,912 +3.24%

Crestor $1,290,913 -0.37%

Formulary/Source: drugs.com
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at least 1 in 10 americans have taken another’s rx

by Christine Blank

At least 1 in 10 Americans admit 

taking someone else’s prescrip-

tion drug, according to an ongoing 

Reuters/psos online survey. About 

a quarter of those people used the 

prescription drugs to get high, ac-

cording to the survey.

While nearly 75% of those surveyed 

said they have never taken a prescrip-

tion drug that was not prescribed to 

them, 3% said they’ve taken someone 

else’s prescription  twice, and 2.8% 

said they have done it 5 or more times, 

2.8% admitted doing it at least once, 

and 1.6% of respondents admitted do-

ing it 3 or 4 times.

The survey refects the growing 

problem of prescription drugs getting 

into the wrong hands. After mari-

juana, prescription drugs are the most 

commonly abused drug category in 

the United States.  

Plus, many Ameri-

cans say it is not very 

diffcult to get some-

one else’s prescription 

drugs. About two-

thirds were able to get 

drugs not prescribed 

to them from family 

members, 25.2% were 

given them by a friend, 

and 6.2% stole them 

from family members. 

Another 13.2% said 

the medication was 

prescribed to them but that it was 

medically unnecessary, old, or expired.

In another recent survey, more than 

a third of young people said they be-

lieve that prescription stimulant abuse 

is a big problem among their peers. 

In addition, 15% of 

people 10 to 18 years 

old said they have 

used stimulants and 

one-tenth said they 

have diverted medica-

tions. 

Linda B. Cottler, 

PhD, MPH, chair 

of the Department 

of Epidemiology in 

the College of Public 

Health and Health 

Professions and the 

College of Medicine 

at the University of Florida, presented 

the fndings at the recent College on 

Problems of Drug Dependence annual 

meeting. ■

◾ After marijua-

na, prescription 

drugs are the most 

commonly abused 

drug category in 

the United States.

canadian medical association fnds expanded  
pharmacist functions benefcial
By Christine Blank

Pharmacists in Canada were recently 

given broader responsibilities includ-

ing, in certain provinces, prescrib-

ing privileges, vaccination abilities, 

and the ability to order and interpret 

laboratory tests. This newly expand-

ed role for Canadian pharmacists can 

beneft both patients and physicians, 

according to an article in the Cana-

dian Medical Association Journal.

The article was written by Cara 

Tannenbaum, MD, associate profes-

sor of medicine and pharmacy at the 

University of Montreal, and Ross 

Tsuyuki, PharmD, professor of medi-

cine at the University of Alberta, and 

appeared in the August 19, 2013 issue.

The authors said expanded func-

tions for pharmacists can be especially 

helpful to physicians managing pa-

tients taking fve or more drugs, “Be-

cause more than 10% 

of visits to emergency 

departments are for 

drug-related prob-

lems, collaboration 

can help reduce the 

number of drug-drug 

interactions and avoid 

visits to the emer-

gency department,” 

Drs Tannenbaum and 

Tsuyuki wrote. 

opportunities  

to improve patient care

“The expanding scope of phar-

macists’ practice offers many op-

portunities to improve patient care. 

Once established, collaborative care 

with pharmacists will likely yield 

tremendous benefts to both patients 

and physicians,” the 

authors wrote.

According to stan-

dard collaborative care 

models, physicians 

should be aware that 

every member of the 

team is accountable 

for the care he or she 

provides, and is not to 

be held directly liable 

for the acts of others, 

the authors wrote.

In addition, the new collabora-

tive care model is an ongoing process 

that “must be evaluated as regulated 

activities change, new pharmacists 

enter practice, and scopes of activities 

continue to expand,” they wrote. ■

◾ Collaborative 

care with phar-

macists will likely 

yield tremendouse 

benfts to both 

patients and physi-

cians.
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heavy coffee consumption may endanger health
in adults younger than 55

by Tracey Walker

Drinking more than 28 cups 

of coffee per week may be 

unhealthy for people younger 

than 55, according to a recent 

study published in Mayo 

Clinic Proceedings.

A multicenter research 

team, including Carl J. Lavie, 

MD, of the Ochsner Medical Center, 

New Orleans, investigated the effect of 

coffee consumption on death from all 

causes and deaths from cardiovascular 

(CV) disease in the Aerobics Center 

Longitudinal Study.

the study

More than 40,000 men and women 

between 1979 and 1998 were followed 

for an average of 16 years. Nearly 

45,000 individuals between 20 and 

87 years participated and returned 

a medical history 

questionnaire assess-

ing lifestyle habits 

(including coffee 

consumption) and 

personal and family 

medical history. The 

investigators exam-

ined a total of 43,727 

participants (33,900 

men and 9,827 

women) in their f nal 

analysis.

During the 17-year 

median follow-up 

period, 2,512 individuals died (men: 

87.5%; women: 12.5%), with ap-

proximately one-third caused by CV 

disease. Those men and women who 

consumed higher amounts of cof-

fee were more likely to smoke and 

had lower levels of cardiorespiratory 

f tness. All participants were followed 

from the baseline examination to date 

of death or until December 

31, 2003.

Deaths from all causes 

and deaths from cardiovas-

cular disease were identif ed 

through the National Death 

Index or by accessing death 

certif cates. Younger men 

had a higher mortality risk 

even at lower consumption, 

but this became signif cant at about 28 

cups per week where there was a 56% 

increase in mortality from all causes. 

Younger women who consumed more 

than 28 cups of coffee weekly also had 

a greater than 2-fold higher risk of all-

cause mortality than those who did not 

drink coffee.

higher mortality

Dr Lavie and colleagues found that 

those who reported drinking 28 or 

more cups of coffee per week had a 

21% higher mortal-

ity during follow-

up, but this was 

increased by 56% in 

men younger than 55 

years and double in 

women younger than 

55 years, whereas 

mortality risk was 

not clearly increased 

in men or women 

greater than 55 years. 

“There was safety 

from mortality with 

less than 28 cups/

week and no group had increased 

CV mortality at any dose,” said Dr 

Lavie, professor of medicine, medical 

director, Cardiac Rehabilitation and 

Prevention director, Stress Testing 

Laboratory, John Ochsner Heart 

and Vascular Institute, Ochsner 

Clinical School, The University of 

Queensland School of Medicine. 

coffee consumption high

This report is important as coffee is 

second only to water in total bever-

ages consumed around the world, 

and Americans consume more than 

500,000 million cups of coffee per day, 

Dr Lavie pointed out. 

According to the latest National 

Coffee Drinking Study from the Na-

tional Coffee Association, more than 

60% of American adults drink coffee 

every day, consuming on average just 

more than 3 cups a day. Coffee has 

long been suspected to contribute to 

a variety of chronic health conditions, 

although earlier studies on coffee con-

sumption in relation to deaths from all 

causes and deaths from coronary heart 

disease are limited, and the results are 

often controversial.

Coffee is a complex mixture of 

chemicals consisting of thousands 

of components. Recent research has 

found that coffee is one of the major 

sources of antioxidants in the diet and 

has potential benef cial side effects on 

inf ammation and cognitive function.

However, it is also well-known that 

coffee has potential adverse effects 

because of caffeine’s potential to stimu-

late the release of epinephrine, inhibit 

insulin activity, and increase blood 

presssue and levels of homocysteine.

“The take-away is that people 

drinking 4 or more cups of coffee per 

day should consider reducing some, at 

least to 2 to 3 cups per day,” Dr Lavie 

told Formulary. ■

◾ People drink-

ing 4 or more cups 

of coffee per day 

should consider 

reducing some, at 

least to 2 to 3 cups 

per day.

Dr Lavie

VIDEO

Watch Dr Lavie, Oschsner Medical 
Center, explain how too much coffee 
can endanger health in the under-55 
population.

Visit http://bit.ly/15B9dSJ

ES317060_form0913_285.pgs  09.06.2013  19:47    ADV  blackyellowmagentacyan



286 Formulary        September 2013  |  Vol. 48  |  FormularyJournal.com

News Capsules

Broader-spectrum antibiotics overprescribed  
in ambulatory settings

by Tracey Walker 

The majority of antibiotics prescribed 

for adults in ambulatory care set-

tings are broad-spectrum agents, 

most commonly fuoroquinolones 

and macrolides. These are frequently 

prescribed for conditions where no 

antibiotic therapy is needed at all, 

such as for bronchitis and colds, 

which are caused by viruses, accord-

ing to a study published online July 

25, 2013, in the Journal of Antimicro-

bial Chemotherapy.

“This study highlights the 

extensive use of broader-spectrum 

antibiotics in ambulatory clinical 

practice,” said Adam L. Hersh, 

MD, PhD, of Primary Children’s 

Medical Center, Pediatric Infectious 

Diseases, Salt Lake City.

 “In many situations where they 

are prescribed, a narrower-spec-

trum alternative would have been 

more appropriate,” Dr Hersh said. 

“Recent evidence indicates that 

when physicians receive feedback 

about their antibiotic selection 

patterns relative to their peers and 

to current national guidelines, 

signifcant improvements occur in 

antibiotic selection.”

 In a retrospective, cross-section-

al analysis, Dr Hersh and colleagues 

used data for patients aged ≥18 

years from the National Ambulatory 

and National Hospital Ambula-

tory Medical Care Surveys (2007–

2009). These are nationally repre-

sentative surveys of patient visits to 

offces, hospital outpatient depart-

ments, and emergency departments 

(EDs), collectively referred to as 

ambulatory visits.

Broad- vs narroW-spectrum

The researchers determined the 

types of antibiotics prescribed, in-

cluding the use of broad-spectrum 

versus narrow-spectrum antibiotics, 

and examined prescribing pat-

terns by diagno-

ses. Multivariable 

logistic regression to 

identify factors as-

sociated with broad-

spectrum antibiotic 

prescribing were 

used.

 In a previous 

study about pediat-

ric care, Dr Hersh 

and colleagues 

found that broad-

spectrum antibiot-

ics had become the 

majority of antibi-

otics prescribed in 

the United States 

and were often used 

inappropriately—

“either because no therapy was 

needed as for a cold or other viral 

infection, or because an alternative 

antibiotic would have worked just 

as well, if not better,” he said. “We 

wanted to see if the same trends 

were occurring among adults—and 

they are.”

antiBiotic overuse

Because antibiotic overuse is still 

very common, work still needs to 

continue to educate both physi-

cians and patients that for many 

illnesses, antibiotics are not needed 

and have the potential to cause 

more harm than beneft, according 

to Dr Hersh. 

 “For good reason, there has been 

a lot of messaging about how antibi-

otic overuse causes resistance, and 

this needs continued emphasis,” he 

said. 

“In this discussion, we need 

to bring specifc attention to the 

issue of the types of antibiotics 

that are prescribed—particularly 

the  overuse of the 

broader-spectrum 

classes,” said Dr 

Hersh. 

“If we overuse 

these antibiotics 

when they are not 

needed, then they 

won’t work in the 

future when they 

really are needed 

because of re-

sistance. But we 

also need to make 

sure that every-

one understand 

some of the other 

patient-level harms 

that antibiotics can 

cause, including 

serious allergic reactions, serious 

infections such as C diffcile colitis 

as well as longer-term implications 

from disturbing the normal ‘micro-

biome,’” he added.

physician choices: 

feedBack needed

More studies are needed to better 

understand why physicians choose 

broader-spectrum antibiotics instead 

of narrower-spectrum ones, he 

concluded. 

“There are probably many rea-

sons,” Dr Hersh said. “There are 

opportunities to put evidence into 

practice around the use of bench-

marking to physicians about what 

antibiotics they prescribe relative 

to peer physicians and to national 

guidelines. Giving timely feedback 

to doctors seems to work—we need 

to do more of it.” ■

◾ Work still needs 

to continue to edu-

cate both physi-

cians and patients 

that for many ill-

nesses, antibiotics 

are not needed and 

have the poten-

tial to cause more 

harm than beneft.
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Brinzolamide-brimonidine may beneft patients who 
have  contraindications to beta-blocker

by Cheryl Guttman Krader

The new fxed-combination of 

brinzolamide 1% plus brimonidine 

0.2% (Simbrinza Suspension, Alcon 

Laboratories) is a safe and effective 

option for lowering intraocular pres-

sure (IOP) in patients with glaucoma 

or ocular hypertension uncontrolled 

on monotherapy.

The medication also brings 

the benefts of fxed-combination 

therapy to individuals who have con-

traindications to a beta-blocker, said 

Jess T. Whitson, MD.

Dr Whitson is professor of ophthal-

mology, University of Texas South-

western Medical Center, Dallas, and 

the lead author of a recently published 

paper (Clin Ophthalmol. 2013;7:1053-

1060) reporting the 6-month results 

from 1 of the 2 pivotal clinical trials 

that lead to FDA approval of brinzol-

amide-brimonidine.

The randomized study began with 

a 3-month double-masked phase 

comparing 3 times daily treatment with 

brinzolamide-brimonidine against the 

carbonic anhydrase inhibitor (brinzol-

amide) or alpha-agonist (brimonidine) 

alone. After 3 months, mean IOP at all 

measured time points (8 a.m., 10 a.m., 

3 p.m., and 5 p.m.) was signifcantly 

lower in patients using the fxed-combi-

nation than in the monotherapy groups.

The study was continued for a 

3-month safety extension, and at 6 

months, mean IOP was stable in all 

treatment groups and no new or in-

creased safety signals emerged. After 6 

months in the fxed-combination group, 

percent IOP reduction from baseline 

ranged from 20% at trough to 30.7% 

at peak.

“There is a large pool of potential 

candidates for a fxed-combination 

IOP-lowering agent,” Dr Whitson said. 

“Recent studies and national drug plan 

prescription data show that as many as 

40% of patients with glaucoma are [tak-

ing] more than 1 medication to control 

IOP.”

Why fixed-comBination 

may Be Best option

There are many reasons to choose 

a fxed-combination for these 

 individuals.

Patient compliance may be enhanced 

because of the simplicity of instilling 1 

drop instead of 2 and by the lower cost 

of having just 1 copayment.

“In addition, a fxed-combination 

avoids the potential for drop washout 

if patients do not wait a suffcient 

time between instilling their medi-

cations, and its use lessens ocular 

surface exposure to preservatives like 

benzalkonium chloride,” Dr Whitson 

said.

However, there has been a need for 

a beta-blocker-free fxed-combination 

since cardiac and pulmonary condi-

tions—which are contraindications to an 

ophthalmic beta-blocker—are prevalent 

in the elderly population of patients be-

ing treated for ocular hypertension and 

glaucoma.

The new combination of brinzol-

amide plus brimonidine meets this 

need, Dr Whitson noted.

pivotal trial

The pivotal trial randomly assigned 

690 patients with ocular hyper-

tension or open-angle glaucoma. 

Eligible participants underwent 

a washout period ranging from 

5 to 28 days, depending on what 

medication(s) they were using, and 

patients had to have IOP at 2 con-

secutive visits ranging from 24 to 36 

mm Hg at 8 a.m. and from 21 to 36 

mm Hg at 10 a.m.

Patients were instructed to ad-

minister their medication at 8 a.m., 

3 p.m., and 10 p.m., and returned 

for follow-up visits after 2 weeks, 6 

weeks, 3 months, and 6 months.

Data on adverse events and 

from pulse rate and blood pressure 

monitoring demonstrated that the 

fxed-combination had good sys-

temic safety. Local ocular adverse 

events accounted for the majority of 

adverse event reports in all groups, 

and the types of adverse events 

reported were those expected based 

on experience with brinzolamide and 

brimonidine.

Use of brinzolamide alone or in 

combination was associated with all 

cases of blurred vision and nearly 

all reports of dysgeusia, while use of 

brimonidine alone or in combination 

was associated with all or nearly all 

cases of conjunctivitis, dry mouth, 

and ocular allergy.

“This 6-month study has a rela-

tively short duration, and some cases 

of allergy or other adverse events 

may only develop over longer term 

use,” Dr Whitson said.

Seventy-two of 77 patients who 

discontinued study participation 

because of an adverse event were 

using brimonidine either alone (34 

patients) or as the fxed-combination 

(38 patients). There were no serious 

treatment-related adverse events in 

any study group.

Dr Whitson reports that he is 

on the speaker’s bureau for Alcon 

Laboratories, Allergan, Merck, and 

Sucampo. ■This article originally appeared in Opthalmology Times, September 1, 2013.
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◾ Pipeline
   preview
Recommended  
for approval

◾ Riociguat (Bayer AG) oral 

soluble guanylate cyclase (sGC) 

stimulator for the treatment of 

2 forms of pulmonary hyper-

tension: pulmonary arterial 

hypertension of WHO Group 1 

and chronic thromboembolic 

pulmonary hypertension of WHO 

Group 4.

Priority review 

◾ Sorafenib (Bayer AG and Onyx 

Pharmaceuticals) supplemental 

New Drug Application for the 

treatment of locally advanced or 

metastatic radioactive iodine-

refractory differentiated thyroid 

cancer.

Breakthrough therapy 
designation

◾ Bimagrumab (Novartis) for the 

treatment of patients with spo-

radic inclusion body myositis.

◾ Amifampridine phosphate 

(Firdapse, Catalyst Pharmaceuti-

cal) for the symptomatic treat-

ment of patients with Lambert-

Eaton Myasthenic Syndrome 

(LEMS).

Fast-track designation

◾ SGR-MD-02 (Galectin Thera-

peutics) for the treatment of 

fatty liver disease with advanced 

fbrosis.

Orphan drug designations

◾ E7777 (Eisai) for the treatment 

of cutaneous T-cell lymphoma.

◾ VS-6063 (defactinib, Veras-

tem) cancer stem cell inhibitor 

for the treatment of mesothe-

lioma.

New molecular entity

Osphena
Ospemifene

ShiOnOgi inc.

An estrogen receptor agonist that counter-

acts the effects of declining estrogen hor-

mones on vaginal tissue, thereby reducing 

pain during intercourse.

On February 26, 2013, FDA approved 

ospemifene (Osphena, Shionogi Inc.) for 

the treatment of moderate-to-severe dys-

pareunia resulting from vulvar and vagi-

nal atrophy associated with menopause. 

Estrogen levels decline during meno-

pause, resulting in a thinning and drying 

of vaginal tissues. This atrophy can cause 

a woman to experience pain during inter-

course (dyspareunia).

An estrogen receptor 

agonist, ospemifene coun-

teracts the effects of de-

clining estrogen hormones 

on vaginal tissue, thereby 

reducing pain during in-

tercourse. Previous treat-

ment options for meno-

pause related dyspareunia 

include lubricating vaginal 

products and local and 

systemic estrogen therapy. 

While ospemifene is not a 

panacea, it is an additional tool.

Effcacy. FDA approved Ospemifene on 

the basis of results from 2 randomized, 

double-blind, placebo-controlled, paral-

lel-group 12-week trials. The frst trial 

studied the effects of ospemifene 30 mg, 

60 mg, and placebo in women aged 41 to 

81 years, who had </=5% superfcial cells 

on baseline vaginal smear, vaginal pH>5.0 

(both measureable signs of atrophy), and 

one or more moderate-to-severe vaginal 

symptoms (vaginal dryness, itching, ir-

ritation, or dyspareunia) noted by partici-

pants as most troublesome. At week 12, 

participants were assessed for improve-

ment in the symptoms and changes from 

baseline for vaginal pH and percentage of 

superfcial cells.

The second trial was similarly struc-

tured. Ages ranged from 49 to 79 years 

(mean of 59 years). However, participants 

identifed either moderate-to severe-

vaginal dryness or dysparunia as their 

most bothersome symptom and were 

administered either 60 mg of ospemifene 

or placebo.

Results from an intention-to-treat 

analysis of both trials indicate statistically 

signifcant increases in the percentage 

of superfcial cells, as well as decreases 

in vaginal pH, in women treated with 

ospemiphene compared to placebo 

(P=<.0001). In both trials, women taking 

ospemifene experienced improvement 

in moderate-to-severe dyspareunia (P= 

.0012 in the frst trial, P=<.0001 in the 

second trial) compared to women in the 

placebo group.

Safety. The safety of ospemifene was 

evaluated with a 52-week randomized, 

double-blind, placebo-controlled, long-

term safety study compar-

ing ospemifene 30 mg or 

60 mg to placebo in 426 

participants with an intact 

uterus who ranged in age 

from 49 to 79 years.

Ospemifene was gener-

ally well tolerated and no 

clinically signifcant ad-

verse endometrial changes 

were observed. However, 

women in the treatment 

groups demonstrated a 

greater incidence of endo-

metrial thickening. The most common 

adverse effects demonstrated in trials 

included hot fashes, excessive sweating, 

muscle spasms, and vaginal or genital dis-

charge. Hot fashes were reported as the 

most signifcant adverse effect for most 

participants.

Ospemifene carries a boxed warning 

for increased risk of endometrial cancer 

and cardiovascular disorders. At the 

endometrium, ospemifene behaves as 

an agonist, stimulating the proliferation 

of tissue. In post-menopausal women, 

any bleeding should be investigated as 

a possible sign of endometrial cancer or 

its precursor, endometrial hyperplasia. 

Ospemifene has demonstrated increased 

incidence of hemorrhagic and throm-

boembolic strokes (0.72 and 1.45 per 

1,000 women respectively) compared to 

placebo (1.04 and 0 per 1,000 women 

respectively) in trials. The incidence of 

Continued on page 289

◾ Ospemifene 

carries a boxed 

warning for in-

creased risk of 

endometrial can-

cer and cardiovas-

cular disorders.
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DVT is increased with ospemifene 60 

mg compared to placebo (1.45 vs 1.04 

per 1,000 women). This 

fnding led to the recom-

mendation for discontinu-

ation of ospemiphene 4 to 

6 weeks before surgery.

Ospemifene has not 

been well studied in 

women with breast cancer 

and should therefore be 

avoided in women with 

breast cancer or a history 

of breast cancer. It has not 

been studied in compari-

son to estrogens or in com-

bination with other hormonal therapies 

for menopausal symptoms. It should be 

taken for the shortest duration necessary 

to alleviate troublesome symptoms associ-

ated with menopause.

Dosage. Ospemifene is approved for 

use as a once-daily oral 60-mg tablet. 

The manufacturer recommends that it be 

taken with food to increase its bioavail-

ability. No dose adjustment is necessary 

for renal impairment. Ospemifene has 

not been studied in women with severe 

liver disease and should be avoided in 

women with Child-Pugh class C hepatic 

impairment. Ospemifene 

is primarily metabolized 

by CYP3A4 and CYP2C9 

and to a lesser degree 

CYP2C19. Coadministra-

tion with inhibitors and 

inducers of these enzymes 

can alter blood levels of os-

pemifene. Ospemifene was 

not shown to signifcantly 

alter the pharmacokinetics 

of a single dose of warfarin. 

However, no study of the 

effects of ongoing co-

administration of ospemifene and warfarin 

has been performed. Ospemifene is highly 

plasma protein-bound (>99%). Although 

not studied, it is expected that ospemifene 

can increase the free concentration of other 

highly protein-bound drugs. ■

The column is researched and compiled by  

Kathryn Wheeler, PharmD, assis-

tant clinical professor of pharmacy prac-

tice, University of Connecticut School of 

 Pharmacy, Storrs, Conn.

Extended-release formulation of 

topiramate (Trokendi XR, Supernus 

Pharmaceuticals) was approved for 

the treatment of epilepsy.

Infuenza Virus Vaccine (Flulaval 

Quadrivalent, GlaxoSmithKline) was 

approved for the active immuniza-

tion of persons aged 3 years and older to help 

prevent disease caused by seasonal infuenza 

(fu) virus subtypes A and B contained in the 

vaccine.

Dolutegravir (Tivicay, ViiV Healthcare , 

GlaxoSmithKline) was approved to treat HIV-1 

infection.

Enalapril maleate Powder for Oral Solution 

(Epaned, SIlvergate Pharmaceuticals) was ap-

proved to treat hypertension in patients aged 1 

month and older.

The frst rapid Human Immunodefciency Virus 

(HIV) test for the simultaneous detection of 

HIV-1 p24 antigen as well as antibodies to both 

HIV-1 and HIV-2 in human serum, 

plasma, and venous or fngerstick 

whole blood specimens (The Alere 

Determine hiV-1/2 Ag/Ab combo, 

Orgenics, Ltd. (an Alere, Inc. compa-

ny) was approved. Approved for use 

as an aid in the diagnosis of HIV-1 

and HIV-2 infection, this test is also 

the frst FDA-approved test that independently 

distinguishes results for HIV-1 p24 antigen and 

HIV antibodies in a single test.

New formulations of butalbital, acetaminophen 

and caffeine capsules, USP (Fioricet, Actavis) 

and butalbital acetaminophen, caffeine 

and codeine phosphate, USP (Fioricet with 

codeine, Actavis) containing a lower dose of 

acetaminophen were approved to provide safer 

treatment options for patients with tension (or 

muscle contraction) headaches.

Extended-release formulation of tacrolimus 

(Astagraf XL, Astellas Pharma) was approved 

for preventing kidney transplant rejection.

FDA

actions
in brief

◾ GR-MD-O2, galactoarabino-

rhamnogalacturonate, for the 

treatment of nonalcoholic steato-

hepatitis with hepatic fbrosis, 

commonly known as fatty liver 

disease with advanced fbrosis.

◾ MM-111 (Merrimack Phar-

maceuticals Inc. [MACK]) for 

the treatment of esophageal, 

gastric, and gastroesophageal 

junction cancers.

◾ ALN-AT3 (Alnylam), a subcu-

taneous antithrombin for rare 

bleeding disorders, for the treat-

ment of hemophilia A and for 

hemophilia B.

◾ First-time 
  generic  
  approval
Ranolazine extended-release 

tablets in the 500-mg and 

1,000-mg strengths (equiv to 

Ranexa)  

LuPin

Pipeline from page 288

◾ Ospemifene is 

approved as a once-

daily oral 60-mg 

tablet. It is recom-

mended that it be 

taken with food to 

increase its bioavail-

ability.
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P e e r - r e v i e w e d

Health insurance exchange formularies:  

Charting new  waters in the world of formulary

O
n November 26, 2012, the 

Department of Health and 

Human Services (HHS), 

the Internal Revenue Service, and 

the Department of Labor published 

a furry of proposed regulations re-

garding changes and additions to the 

Patient Protection and Affordable 

Care Act (ACA). A new section that 

was added is for standards related to 

essential health benefts (EHB). The 

EHB portion of the ACA legislation 

was created with the intent of ensur-

ing that healthcare consumers have 

access to adequate coverage of medi-

cal, pharmaceutical, and dental bene-

fts and also to standardize healthcare 

choices, thereby promoting compe-

tition among health plans and other 

insurers.1 The marketplace for these 

insurance offerings are called “health 

insurance exchanges,” which will of-

fer plans that go live on January 1, 

2014. Health plans and other entities 

that will be offering a beneft on the 

exchange will need to be approved as 

a Qualifed Health Plan (QHP).  All 

QHP’s must have all of their details 

online by October 1, 2013, so that 

consumers can begin to compare, 

contrast, and decide on a plan.1,2

EHB rules require that 10 key ar-

eas of healthcare be covered by all 

plans operating on the exchanges. 

This helps to standardize coverage 

and ensure that regardless of which 

offering a consumer chooses they 

will have similar coverage (Table 

1, page 291).1–4 The ACA requires 

these 10 EHB categories be included 

in all qualifed health plans (QHPs) 

approved to offer coverage in the in-

surance exchanges. In order to fur-

ther standardize these categories, 

the ACA established that they must 

be at minimum the same as a typi-

cal employer plan.2

Establishing what a 

typical employer plan 

is was turned over to 

the states and U.S. 

territories by HHS 

with some specifc 

recommendations for 

identifcation. The 

key identifers of a 

typical employer plan 

were the following: 

1) the largest plan by 

enrollment in any of 

the 3 largest products 

in the state’s small 

group market; 2) any 

of the largest 3 state employee health 

beneft plans by enrollment; 3) any 

of the largest 3 Federal Employee 

Health Benefts Program plans by 

enrollment; or 4) the largest insured 

commercial health maintenance or-

ganization in the state.2,5   After re-

viewing and comparing the plans, 1 

was chosen for each state and terri-

tory and considered the benchmark 

plan. These bench-

mark plans are posted 

on the Centers for 

Medicare and Med-

icaid Services (CMS) 

website at www.cms.

gov/cciio/resources/

data-resources/ehb.

html and include the 

minimum require-

ments for each of 

the 10 mandatory 

categories.3

Several states did 

not send in any plans; 

therefore, CMS used 

the standard that they 

set for these states. These states are 

considered federally operated ex-

changes as they elected to not be re-

sponsible for monitoring and evalu-

ating the plans.5,6 There are 2 other 

types of exchanges—the state and 

federal combined, and state exchang-

es in which the state is exclusively 

◾Abstract
New regulations in the Patient Protection and Affordable Care Act have led to the birth of essential 

health benefts. The Centers for Medicare and Medicaid Services’ (CMS) new division, the Center 

for Consumer Information and Insurance Oversight (CCIIO), is responsible for the oversight of the 

insurance offerings on the new health insurance exchanges, which have 10 required essential 

health beneft categories. One of these essential categories is prescription drugs. Prospective 

qualifed health plans, pharmacy beneft managers, and consultant agencies have struggled 

through the legislation and guidance from CCIIO in an attempt to build benefts that meet the 

requirements. With elements of typical commercial offerings as well as those of Medicare Part D, 

there are many nuances that one must consider when building an exchange formulary and creating 

the surrounding beneft. (Formulary. 2013; 48:290-298.)

Debora B. Sternaman, PharmD

Dr Sternaman is director, formulary services at Catamaran. She is from Georgetown, Texas.

Disclosure Information: The author reports no fnancial disclosures as related to products discussed in this article.

◾ EHB rules re-

quire that 10 key 

areas of healthcare 

be covered by all 

plans operating 

on the exchanges. 

This helps stan-

dardize coverage.
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monitoring the exchange indepen-

dent of CMS. The federal and state 

combined exchanges allow the state 

to do monitoring with assistance from 

CMS; also, the state was instrumental 

in determining the benchmark plan. 

Regulations between state and federal 

may vary with, at minimum, the fed-

eral rules being required for partici-

pation in the exchange. Any state or 

territory that is operating in the fed-

eral space (either federal only, or state 

and federal) was required to have 

their submission in by May 3, 2013. 

State-based exchanges have a myriad 

submission deadlines including some 

that go throughtout the summer.1–3,6,7

In order to be a QHP, insurers 

must offer at least 2 “metal levels” 

of benefts. Metal levels are based on 

the actuarial value of the plan (Table 

2).  Gold and Silver must be offered, 

but they can include Bronze and/or 

Platinum as well. CMS set these up 

to try to ensure that consumers are 

able to compare apples to apples with 

respect to what their coverage will 

offer.1,8

PRESCRIPTION DRUG 

REQUIREMENTS

One of the 10 EBH categories is 

prescription drugs. In the ACA 

regulations, CMS proposes that the 

health plan must cover the same 

number of prescription drugs in each 

United States Pharmacopeial (USP) 

category and class as the bench-

mark plan(s) in the state or territory 

in which they are operating. If the 

benchmark plan has a category or 

class in which no products are cov-

ered, the QHP must cover at least 

1 product in that category or class. 

QHPs must also submit their drug 

list to the exchange overseer, wether 

federal, state, or both, and must have 

policies and procedures in place to 

allow an enrollee of their plan to re-

quest a clinically appropriate drug if 

not covered by their plan.2 Originally, 

the proposed ruling stated that plans 

covering 1 product in each of the 158 

categories and classes would be suf-

fcient.1 However, after several com-

ments on this section were received 

regarding the clinical inappropriate-

ness of only 1 agent, HHS clarifed 

in the fnal ruling it would require the 

greater of 1 agent or the benchmark 

number. The Center for Consumer 

Information and Insurance Over-

sight (CCIIO) further clarifed that 

◾ Table 1

EHB statutory beneft categories

Essential health benefts categories 

Ambulatory patient services Emergency services

Hospitalization Maternity and newborn care

Prescription drugs Laboratory services

Mental health and substance use 

disorder services, including behav-

ioral health treatment

Preventive and wellness services and 

chronic disease management

Rehabilitative and habilitative 

services and devices

Pediatric services, including oral and 

vision care

Formulary/Source: Refs 1,2

◾ Table 2

EHB metal levels

Metal level Actuarial value of benefciary cost

BRONZE 60%

SILVER 70%

GOLD 80%

PLATINUM 90%

Formulary/Source: Refs 1,8
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the benchmark intent was to ensure 

a subset of medications was cov-

ered, but regulators fully intend for 

the formularies to include additional 

agents that may not count toward the 

numbers. Therefore, 

QHPs must cover at 

minimum the same 

number of agents, or 

1 agent only if there 

are no agents on the 

benchmark plan in 

a category or class. 

CCIIO also noted 

the counts required 

are not individual 

drugs but rather 

unique chemical enti-

ties. Furthermore, it 

is important to note 

that the actual unique 

chemical entities on 

the formularies need 

not be identical to 

the benchmark plan, rather just the 

counts of those entities.2–4

Thus began the confusion. CCIIO 

did not share with prospective QHPs 

what they considered to be a unique 

chemical entity. They stated that in 

determining the benchmarks they 

used the USP 5.0 version and that 

they will require submissions to be 

done using RxNorm RXCUIs—a 

standardized numbering system for 

prescription products.CCIIO has 

stated they chose RxNorm to help 

normalize and more easily compare. 

RxNorm provides a normalized ref-

erence number for clinical drugs and 

is available through the US National 

Library of Medicine. CCIIO then 

took the RxNorm fle and performed 

a crosswalk to the USP categories 

and classes. This information is not 

published at this time. CCIIO has 

stated they will not be sharing this 

information as it is for their own 

count purposes and that, clinically, 

QHPs should be able to determine 

what falls into what category, which 

has been proven to be extremely 

diffcult.2,9,10

QHPs will be evaluated at a mini-

mum annually. The formularies that 

have already been submitted or are 

still being worked on will be available 

for the 2014 calendar year, the frst 

year of the exchanges. 

Although CCIIO has 

not yet given the date, 

benchmark counts for 

the 2015 plan year 

will likely be avail-

able in early 2014 to 

allow for changes to 

be made to the for-

mularies (or complete 

overhauls) prior to 

submission deadlines 

for 2015. CCIIO will 

compare and contrast 

all 10 areas of the 

EHBs against other 

QHPs being offered 

in the same states and 

territories. QHPs that 

are outliers will be notifed of this and 

expected to adjust their coverage to 

be more in line with the other plans 

to ensure for as much synchronicity 

in the benefts as possible.2,7,9

FORMULARY DEVELOPMENT

While CMS already uses RxNorm 

for Medicare Part D, they use spe-

cifc RXCUIs for the Formulary 

Reference File (FRF) which Medi-

care Part D uses, and publish these 

fles on a monthly and annual basis. 

For the exchanges, CCIIO took the 

December 3, 2012, full fle and 

chose a subset of approximately a 

quarter of the RXCUIs that could 

apply towards the unique chemical 

entity counts. This subset, of ap-

proximately 5,000 RXCUIs, results 

in about 1,040 unique chemical en-

tities. The highest unique chemical 

entity required, if creating a formu-

lary that needs to operate in every 

state, would be 1,032.3 Depending 

on the state or territory, counts of 

chemical entities can vary signif-

cantly, from 565 to 1,023 unique 

chemical entities required on the 

formulary. The average count sits 

at 906 unique chemical entities. 

States that have the lowest number 

of unique chemical entities, begin-

ning with the lowest count, are Col-

orado, Utah, Minnesota, Washing-

ton D.C., Maryland, and California. 

The states with the highest counts, 

beginning with the highest, include 

Connecticut, Alaska, Delaware, 

West Virginia, and Idaho. Because 

of the variation in counts, a plan op-

erating in multiple states may have 

to offer multiple formularies, layer 

products into the formulary for 1 

state, or be more robust in 1 or more 

of the states they are operating in to 

make it operationally easier by creat-

ing only 1 formulary.2,3

CCIIO stated that all submissions 

should be performed using the De-

cember 3 version of RxNorm; how-

ever, many prospective QHPs utilize 

other databases that routinely update 

RxNorm for their data source. Also, 

the subset of products that CCIIO 

counts has changed with the addi-

tion of new RXCUIs in the last few 

months. Many unique chemical en-

tities have more than 1 RXCUI as-

sociated with them due to generic 

products, unique trade names, and 

various strengths. Some specifc 

strengths of products may even have 

more than 1 RXCUI assigned, mak-

ing it diffcult to fgure out how to use 

those products to make the counts 

without duplicating a unique chemi-

cal entity or continuing to add agents 

with no change to the count.10

Further complicating matters is 

how to determine what a true unique 

chemical entity is by CMS defni-

tion. For the most part, a unique 

chemical entity is a chemical name. 

If there are different dosage forms, 

release forms, and combination prod-

ucts with the same chemical name in 

it, they likely will count as the same 

agent in a category or class. However, 

this is not always true; trial and error, 

i.e. looking for agents that may have 
Continued on page 295

◾ QHPs will be 

evaluated at a mini-

mum annually. The 

formularies that 

have already been 

submitted or are still 

being worked on 

will be available for 

the 2014 calendar 

year, the frst year of 

the exchanges.
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a second or third indication which 

could place them in to a therapeutic 

category, must be used to determine 

when unique chemical entities can-

not be identifed using logical meth-

ods. Adding to this issue is the fact 

that products could potentially fall 

into more than 1 category and class 

due to secondary indications and how 

CMS classifed the agents. So, add-

ing 1 RXCUI may result in the addi-

tion of a count in more than 1 class. 

While this is positive, again fguring 

out which classes or agent caused this 

is somewhat elusive.11

CCIIO has offered some assistance 

to aid in the testing of formular-

ies and to fgure out which products 

fall into what categories and classes. 

Through the CMS website (https://

portal.cms.gov), prospective QHPs, 

pharmacy beneft managers (PBMs), 

and other entities working with the 

prospective QHPs can gain access to 

the Health Insurance Oversight Sys-

tem (HIOS), which has a category 

and class count tool (among other 

tools to assist with some of the oth-

er 10 EHBs required). The tool re-

quires a fle with only RXCUIs to be 

loaded into it. After the fle is loaded, 

the tool will send out a fle with the 

category and class counts as well as a 

fle called the “exceptions fle.” The 

exceptions fle will show all of the 

RXCUIs on the submission that are 

not being counted. The category and 

class output is helpful to compare to 

the benchmarks posted on the CMS 

website for each state and territory to 

fnd out where the prospective QHP 

is possibly defcient.12 The exceptions 

fle has been helpful to fnd out the 

approximately 5,000 RXCUIs that 

are accepted. This has helped various 

consulting frms, prospective QHPs, 

and PBMs try to “back in” to the 

CCIIO crosswalk. Although assign-

ment of those RXCUIs is still based 

on clinical judgment, it is at least a 

window into the products and how to 

group those products into USP cat-

egories and classes.

In order to meet the category and 

class counts, prospective QHPs have 

done a variety of 

things. For example, 

they might create a 

formulary that is an 

open formulary, al-

low tiering to control 

costs, create a spe-

cialty tier, and so on. 

This may be a stan-

dard practice for ma-

jor commercial health 

plans in the country. 

The issue with this is 

that if the QHP starts 

to exclude anything at 

a more global level, for 

example by route of 

administration or cat-

egories of drugs (in-

fertility or cosmetic, eg), the beneft 

will very quickly become defcient. 

This means that prior to submission, 

the plan would need to determine 

what they hoped to exclude, account 

for that in their submission, and run 

through the HIOS tool to see if this 

causes defciencies. If there are def-

ciencies, the plan would need to fgure 

out what caused them and add back in 

the coverage for specifc products in 

those categories that they had hoped 

to exclude. Because the formulary is 

open, whenever a new product hits 

the market, it will automatically be on 

the formulary which may drive costs 

up. Also depending on the metal level 

of the offering, the higher tiers may 

not be able to be as tightly controlled, 

therefore again driving up costs. Fi-

nally, the submission fle would re-

quire that all products that are cov-

ered be listed and could, therefore, 

potentially have 20,000 or more lines 

of data to manage.

Another option being deployed by 

many prospective QHPs is to cre-

ate a closed formulary. This option 

would take into consideration any 

of the standard-type exclusions that 

typically would get put on an open 

formulary and bring back in what-

ever products are necessary to meet 

the counts. A closed option allows 

for greater control 

when a new product 

hits the market. If the 

new agent is clinically 

superior to an agent 

already on the formu-

lary, the closed option 

would allow plans to 

remove the current 

agent and replace it 

with the new one, as 

opposed to suddenly 

offering coverage of 

both. However, state 

insurance regula-

tions do apply, so if 

there are notifcation 

requirements upon 

removal of a product 

the QHP would be required to fol-

low those requirements before doing 

so. Other positives of a closed formu-

lary include the ability to forecast the 

drug-spend, as well as a smaller num-

ber of products for the submission 

of the formulary and thus less data 

to monitor. Negatives to this type of 

formulary depend on how the closed 

formulary is set up. If set up at Na-

tional Drug Code (NDC) level this 

would require daily monitoring to see 

if an NDC changes or if a new NDC 

for a specifc product already on the 

formulary hits the market. Processes 

for monitoring the drug fles (Medi-

Span, First Databank) should be in 

place to ensure that products are not 

inadvertently removed from the for-

mulary, thereby making the formu-

lary defcient.

Once the agents have been deter-

mined, the next step is utilization 

management. The submission fles 

require that both prior authorization 

(PA) and step therapy (ST) be in-

cluded as a fag. Specifcs on the pro-

grams are not required to be spelled 

out. Quantity limits are not specif-

cally called out on the submission 

Continued from page 292

◾ QHPs might cre-

ate a formulary that 

is an open formu-

larly, allowing tier-

ing to control costs, 

create a specialty 

tier, etc. This may 

be a standard prac-

tice for major com-

mercial health plans 

in the country.
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fle; however, CCIIO has stated they 

should be submitted, whether they 

be detailed in the justifcation sec-

tion of the submission or referred to 

as something that will be posted on 

the QHP’s website.12 Some prospec-

tive QHPs have stated they would 

put PA or ST on all branded agents. 

The potential issue with doing this is 

that it may fag that plan as an outlier 

upon comparison and require they 

update their formulary submission. 

Many have taken what is currently 

on their offering, or if they are a new 

plan (like many of the Consumer Op-

erated and Oriented 

Plans), have decided 

to go with standards 

that are offered by 

the PBM they are 

working with. When 

going with standards 

that are currently be-

ing used, especially 

for areas like men-

tal health, it helps to 

justify why that is in 

place and hopefully 

keep the plan from 

being fagged as an 

outlier. Most insur-

ance offerings have 

PA or ST on the ma-

jority of their special-

ty products. Even if just for prescrib-

er and indication verifcation, this 

may help to control the costs in that 

high dollar spend category. Quantity 

limits are another great way to ensure 

that inappropriate “dose creep” is not 

occurring. Many prospective QHPs 

have felt the more quantity limits 

that are in place for safety and maxi-

mal dose, the better (without going 

overboard).2,9,12

SUBMISSION FILES

As previously stated, submission fles 

require fags for PA and ST. They 

also require the RXCUI value and a 

tier value. This is all that goes on the 

second tab of the submission fle. The 

frst tab has the beneft information 

to go with the information on the sec-

ond tab. The formulary tab (second 

tab) requires that each RXCUI only 

appear 1 time. This can be tricky if it 

is an RXCUI that is shared between 

a brand single-source product and 

a generic, due to them being the 

same unique chemical entity. Usu-

ally, plans determine the branded 

product in that case and likely re-

move it. Other instances where there 

may be conficts include when an 

RXCUI is shared between a product 

for which the QHP is going to add 

PA or ST and a product without 

utilization manage-

ment. The submis-

sion fle does have a 

way to validate that 

there is not duplicated 

coverage, so plans can 

ensure they have ad-

dressed these prior to 

submission.2,9,12

The beneft infor-

mation (frst tab) will 

require descriptors 

of what falls in each 

tier as well as the co-

payments or coinsur-

ance for various day 

supplies. Because the 

insurance exchanges 

are a part of the ACA 

regulations, they require all the pre-

ventive care items to be covered at 

a zero cost share to members in the 

exchanges as well. CMS has stated 

that they will allow for those to be in-

cluded in the tier 1 grouping and then 

noted, in the justifcation section of 

the submission, that the products for 

preventive care are in that tier. Some 

prospective QHPs have created an 

individual tier value specifcally for 

those products and any other prod-

ucts they determine they want at a 

zero cost share for enrollees.2,9,12

If a formulary does not meet the 

benchmark counts required where 

they are operating, they must docu-

ment why in the justifcation section. 

CCIIO has stated that if a prospective 

plan is having a near impossible time 

fnding enough agents in a category 

or class, they can note that. CCII has 

not stated whether this will be ac-

ceptable upon fnal review. If a plan 

is covering products that are used for 

inpatient or products that they deem 

to fall under the medical beneft, they 

can note what those products are and 

how they bring the counts to be whole 

again in the justifcation section of 

the submission template.2,12

QHPs are required to be ac-

credited by URAC or the National 

Committee for Quality Assurance 

(NCQA), which means regulations 

regarding prescription benefts must 

be followed, including pharmacy 

and therapeutics (P&T) committee 

oversight.2 This brings in the clini-

cal element of the formularies. Not 

only must the formularies meet the 

benchmark for the states and/or terri-

tories they operate in, the formulary 

offerings must be deemed clinically 

sound. This brings in some ques-

tions with respect to unique chemical 

entities.11 For example, if a formulary 

were to include olmesartan as one 

of its agents for cardiovascular dis-

ease, angiotensin receptor blockers, 

it would not need to include olmesar-

tan/hydrochlorothiazide or olmesar-

tan/amlodipine/hydrochlorothiazide. 

Therefore, in the hypertension cat-

egory a formulary could conceivably 

cover only single-ingredient prod-

ucts ensuring that the other single in-

gredients were also on the formulary 

and require that members take 2 or 

more agents. Clinically, the question 

is whether this will this decrease uti-

lization of the appropriate combina-

tions of medications due to multiple 

copayments and multiple products 

that need to be taken per day. Also, 

prospective QHPs and their P&T 

committees should consider that a 

large percentage of olmesartan uti-

lization in the current commercial 

population is currently in combina-

tion. Thus, the question remains 

whether this is an appropriate clinical 

◾ QHPs are re-

quired to be ac-

credited by URAC 

or NCQA, which 

means regulations 

regarding prescrip-

tion benefts must 

be followed, includ-

ing P&T committee 

oversight.

ES316859_form0913_296.pgs  09.06.2013  02:18    ADV  blackyellowmagentacyan



   FormularyJournal.com  |  September 2013  |  Vol. 48 Formulary 297

Cover article

tactic or rather just a cost-controlling 

one that makes the formulary as nar-

row as possible.

FORMULARY MAINTENANCE

Questions regarding when a formu-

lary can change, how often it can 

change, and whether   these changes 

need to be submitted have run ram-

pant. CCIIO has stated they require 

the QHP to certify that their formu-

lary meets at minimum the require-

ments of the prescription beneft 

section at all times.2–5 This means 

that changes should not cause the 

formulary to become defcient. They 

have not placed any regulations 

on frequency of changes; however, 

many states have regulations that the 

QHPs operating in those states must 

follow. If a new medication that is 

clinically superior to other agents in 

the class hits the market, and it is ac-

tually counted by CMS, a plan could 

potentially remove an older agent 

and add the newer agent to their for-

mulary without having to resubmit 

their prescription drug beneft fle. 

Although CCIIO has stated they will 

not require resubmission when the 

formulary changes, some states do 

require resubmission, and CCIIO 

may determine that without resub-

mission they lose some control and 

may begin to require more frequent 

submissions.2,4

While agents can 

always be added and 

potentially exceed the 

counts, if something 

warrants that an 

agent be removed in 

the middle of the year 

and there is no alter-

native available to re-

fll that category and 

class, the formulary 

may become def-

cient. This may occur 

if an agent is removed 

from the market or 

studies demonstrate 

major safety issues 

and the P&T com-

mittee deems the agent to be unsafe. 

Because the agents that CCIIO ac-

tually counts only result in a hand-

ful more agents than the highest in 

every category, this scenario could 

truly result in a defcient formulary, 

but likely will have similar issues for 

all QHPs across the nation (depend-

ing on their counts). CCIIO recog-

nizes this and would require that an 

amendment justifcation be submit-

ted to them or the state (or both) 

depending on how the exchange is 

operated.2,12

As of now, CCIIO has not released 

any guidance with respect to altera-

tions of the formulary for tier values 

(moving products from tier 2 to tier 3, 

vice versa, or any other monetary ad-

justment) throughout the plan year. 

When making changes throughout 

the year, QHPs should ensure that 

they are maintaining the actuarial 

value for the formulary based on co-

payments for the metal levels. It is 

possible this will change too, much 

like Medicare Part D, and require 

that changes are restricted through 

close monitoring.2,12

WHAT IS THE FUTURE STATE 

OF EHB?

As with the birth of Medicare Part 

D in 2005, the EHB regulations 

are vague, leaving a 

lot to interpretation 

and further clarifca-

tion. CCIIO continu-

ally states that they 

will not regulate it 

as tightly as they do 

Part D. However, the 

EHBs seem strikingly 

similar to the situa-

tion in 2005 in the 

uncertainty in how to 

implement and main-

tain the new beneft. 

As time goes on and 

CCIIO gives more 

clarifcation, it is very 

likely more oversight 

of the plans will take 

shape. Will prescription beneft sub-

missions begin to be required quar-

terly or monthly? Will CCIIO state 

that within the unique chemical en-

tities, if there aren’t any generics, 

then at least 2 need to be preferred 

products? Will all the criteria for 

the utilization management (PA, ST, 

quantity limit, and any other restric-

tions) be required to be submitted? 

Will CCIIO state that ST can only 

have 2 agents that have to be tried 

Health insurance exchange  
formularies

■  Affordable Care Act requires 

that 10 key areas of health-

care are covered by all plans 

operating on the exchanges.  

Prescription drugs are one 

of the 10 mandated benefts 

which must be supplied.

■  158 USP 5.0 Categories and 

Classes are required to be 

covered on the exchange 

formularies. The greater of 

one of the benchmark plan’s 

counts of unique chemi-

cal entities in each class is 

required on a formulary 

operating in that state or 

 territory.

■  Approximately 1,040 unique 

chemical entities are counted 

toward the benchmarks.  

■  States vary in number of 

entities required from 565 

to 1,023, with the average at 

906.

■  Exchanges will begin open 

enrollment starting 10/1/2013, 

with  actual go live of 1/1/2014.

TAKE AWAY

Formulary/Source: Debora B. Sternaman, PharmD

◾ As of now, 

CCIIO has not 

released any guid-

ance with respect 

to alterations of 

the formulary for 

tier values (moving 

products from tier 2 

to tier 3, vice versa) 

throughout the plan 

year.
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and failed prior to receiving the tar-

geted agents? The answers to these 

questions are unknown and are not 

detailed in the legislation.

Many believe that this beneft may 

be even more complex than Medi-

care Part D. Over the next few years, 

there are sure to be several changes, 

requirements, and challenges to this 

beneft. Some plans have decided 

not to participate now due to the un-

certainty that lies ahead and instead 

are waiting to see how the exchanges 

shake out as CCIIO clarifes more 

and more of the offering and the re-

quirements. Unfortunately, this is a 

learning game for all involved, and it 

is through questions from prospec-

tive QHPs and their PBMs and con-

sultants to CCIIO that more clarif-

cation is given, which can be a good 

or a bad thing. It is important to re-

member, there is a need to be ready 

to adapt to the unknown challenges 

and be ready to alter course at any 

time. As with anything new there are 

challenges, bumps, and uncertain-

ties. However, working together to 

offer this new line of insurance to the 

many uninsured in our country will 

help this be successful regardless of 

the fnal path when the dust settles. ■
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Feature Article

Recognizing pharmacists as healthcare providers—a solution 

for the Patient Protection and Affordable Care Act roll-out

I
t is estimated that 30 million people 

will gain access to medical care be-

ginning in 2014, with implementa-

tion of the Patient Protection and Afford-

able Care Act (ACA). Administratively, 

the federal government and most states 

have not worked out the details of how 

patients will gain access to the healthcare 

system, let alone receive care. Primary 

care providers (PCPs) are ill-prepared 

to accept this enormous infux of new 

patients, which will place an even greater 

strain on the already strapped primary 

care workforce. Estimates are that an 

additional 17,000 PCPs are currently 

needed, and another 40,000 PCPs may 

be needed by 2025 to care for the na-

tion’s aging population.1 How best to 

handle this large infux of patients into 

the healthcare system is at issue.

As described in the ACA, one of its 

key benefts is the increased availability 

of preventive care services. These ser-

vices range from immunizations to well-

ness visits for Medicaid and Medicare 

patients. Expansion of these services will 

put an increased workload on already 

time-strapped healthcare providers. In 

addition, patients in rural or medically 

underserved areas may not receive ac-

cess to these benefts because of severely 

limited access to providers. The average 

American lives within 5 miles or less of 

the nearest community pharmacy. And 

that puts community pharmacy in a 

unique position to help America close the 

gap on patient access, and bring greater 

affordability to healthcare costs.

A signifcant amount of time 

(estimated at 37%) within a primary care 

physician’s daily activities is related to 

chronic care management, 3 which often 

includes managing complex medication 

regimens. In many instances, these are 

not suffciently reviewed during brief 

and episodic medical offce visits. Ap-

propriate management of such chronic 

conditions requires patient-specifc data 

that should be obtained from patients’ 

medication histories for prescription, 

over-the-counter, and nutritional supple-

ments. These should be supplied by the 

healthcare provider who has the most 

direct contact with medication-related 

decisions—the pharmacist. 

The best-performing primary care 

teams should include other healthcare 

practitioners, including pharmacists, 

who have skills complementing those 

of the physician to achieve improve-

ments in quality and to increase physi-

cian productivity.4 While the pharmacist 

workforce is well-trained and highly ac-

cessible, these widely distributed com-

munity-based healthcare professionals 

are underutilized.5

As pointed out in a New York Times

article, “When the Doctor Is Not Need-

ed,” pharmacists are capable of adjusting 

medications, ordering and interpret-

ing laboratory tests, and coordinating 

follow-up care, but state and federal laws 

complicate this even though patients 

prefer the convenience of dealing with 

pharmacists.6

Pharmacists represent the third-high-

est number of licensed healthcare provid-

ers in the UnitedStates (about 300,000), 

trailing only nurses and physicians in 

number. Unfortunately, many other 

healthcare providers, policy-makers, 

and payers fail to recognize that phar-

macists presently are not recognized as 

◾Abstract
The Patient Protection and Affordable Care Act includes availability of preventive care services covering 

immunizations, wellness visits, and access to primary care. Four of 5 patients who visit a medical provider 

leave with at least 1 prescription. Though medications rank as the number one intervention in healthcare, 

pharmacists are not fully utilized nor appropriately recognized to maximally manage these therapies in 

patients along with prescribers though they are well educated and trained to do so. The Social Security 

Act does not recognize pharmacists as non-physician healthcare providers, though they represent the 

third-highest number of licensed healthcare providers in the United States. Pharmacists are one of the 

most accessible healthcare providers in urban, suburban, and rural areas and patients interact with 

them more often than with their primary care providers. The exclusion of pharmacists is incongruent 

with legislative changes and policy initiatives. There are multiple models of care where pharmacists are 

practicing within the full scope of their licensure on healthcare teams where improved patient outcomes 

have been demonstrated through medication management services. Continued exclusion of pharmacists 

from provider status recognition could negatively impact patient outcomes and result in unneces-

sary health-related costs, as the third largest healthcare provider is unable to communicate with 

other healthcare team members and patients alike surrounding a key intervention, medications. 

(Formulary. 2013; 48:300-302.)
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non-physician healthcare providers un-

der the Social Security Act (Section 1861 

for Medicare), thus diminishing their 

ability to contribute to improved patient 

outcomes. The following non-physician 

providers, however, are recognized in the 

Social Security Act: Audiologists, certi-

f ed nurse midwives, certif ed registered 

nurse practitioners, certif ed registered 

nurse anesthetists, physician assistants, 

licensed clinical psychologists, licensed 

clinical social workers, physical and oc-

cupational therapists, and registered di-

eticians/nutrition professionals.7

Interestingly, the education and train-

ing requirements to become a pharma-

cist include as much, and sometimes 

more, training as several of the presently 

recognized healthcare providers. As of 

2004, all graduates of accredited aca-

demic pharmacy programs in the United 

States who earn the doctor of pharmacy 

degree (PharmD) have prescribed in-

ternship requirements and various licen-

sure requirements at both the federal and 

state levels.

This exclusion of the pharmacy pro-

fession appears incongruent with leg-

islative changes and policy initiatives 

observed over the years in the United 

States. There are multiple models of care 

where pharmacists are practicing within 

the full scope of their licensure, and when 

these practitioners (ie, pharmacists) are 

included as members of the healthcare 

team, patient outcomes improve.

The Veterans Administration (VA), 

Indian Health Service (IHS), and De-

partment of Defense have recognized 

the unique and valuable contributions 

that pharmacists can provide to ben-

ef ciaries for the past 30 years. In many 

cases, pharmacists have equal creden-

tials to nurse practitioners and physician 

assistants in the inpatient setting and 

outpatient clinics of the VA, after an ap-

propriate credentialing processes. The 

IHS Pharmacy Standards of Practice 

includes a standard specif cally on phar-

macists’ ability to “manage therapy/care 

for selected patients in whom drugs are 

the principal method of treatment,” now 

commonly referred to as medication ther-

apy management (MTM).8 Medicare 

Part D recognized the value of MTM 

services, by requiring all providers of the 

prescription benef t to offer such services 

to Medicare Part D benef ciaries, most 

often provided by pharmacists.9

The Public Health Service of the US 

Department of Health and Human Ser-

vices (HHS) has deployed pharmacists 

as clinical pharmacy specialists for many 

years. In 1996, pharmacists were autho-

rized to have prescriptive authority as 

PCPs within the IHS. Such recognition 

of pharmacists as PCPs allowed them 

to have medication prescribing author-

ity and deliver primary care to eligible 

benef ciaries.10

SINGLE PROVIDER IDENTIFICATION

In 2004, the Centers for Medicare 

and Medicaid Services issued a di-

rective based on a Final Rule from 

the HHS for the establishment of 

the National Provider Identif cation 

(NPI) as the single provider iden-

tif cation for healthcare providers. 

The directive stated, “The Health 

Insurance Portability and Account-

ability Act (HIPAA) of 1996 re-

quires the adoption of a standard 

unique identif er for healthcare pro-

viders identif es as . . .  All healthcare 

providers who are HIPAA-covered 

entities, whether they are individuals 

(such as physicians, nurses, dentists, 

chiropractors, physical therapists, or 

pharmacists) or organizations (such 

as hospitals, home health agencies, 

clinics, nursing homes, residential 

treatment centers, laboratories, am-

bulance companies, group practices, 

HMOs, suppliers of durable medical 

equipment, pharmacies, etc.) must 

obtain an NPI to identify themselves 

in HIPAA standard transactions.”11

This action by the HHS further 

demonstrates the incongruence of 

one agency in government requir-

ing pharmacists to obtain an iden-

tif cation as a healthcare provider, 

yet not recognized by another group 

within the same organizational unit 

(ie, Medicare).

A recent report from the off ce of the 

Surgeon General provides an evidence-

based discussion of the impact of phar-

macist-provided patient care on health-

care quality, safety, and costs. The report 

outlines current barriers such as lack of 

healthcare provider status for pharma-

cists in national healthcare policy and 

lack of compensation models for cogni-

tive (eg, nondispensing) pharmacist ser-

vices.12 Multiple emerging care delivery 

models (eg, patient-centered medical 

homes and accountable care organiza-

tions) promote interdisciplinary collabo-

ration and communication as well as care 

coordination across multiple providers 

and settings, including pharmacists. 

With respect to patient acceptance of this 

role of the pharmacist, there are multiple 

studies in which patients report higher 

rates of satisfaction. In addition, overall 

healthcare costs are reduced.13

Not recognizing pharmacists as 

healthcare providers could have other 

signif cant unintended consequences. 

For example, this could reduce the pro-

fession’s access to healthcare information 

technology that is vital to ensure appro-

priate medication use and outcomes in 

patients cared for by pharmacists. Lim-

iting pharmacists’ ability to access and 

submit clinical information obtained at 

the point of care (often taking place in 

community pharmacies) through elec-

tronic health records would severely 

diminish the delivery of effective and 

eff cient care. Continued exclusion of 

pharmacists from provider status rec-

ognition could negatively impact patient 

outcomes and result in unnecessary 

health-related costs, as the third largest 

healthcare provider is unable to commu-

nicate with other healthcare team mem-

bers and patients alike.

Feature article
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Medications continue to rank as the 

primary intervention in healthcare. Four 

of 5 patients who visit a medical provider 

leave with at least 1 prescription, resulting 

in 3.5 billion prescriptions written annu-

ally and accounting for $310 billion in US 

pharmaceutical sales.14 Medication-re-

lated problems cost approximately $300 

billion annually.15 Thus, total spending 

related to medication use may more ac-

curately approximate $600 billion an-

nually. How this monumental healthcare 

spending and workload for all healthcare 

providers has been ignored for this many 

decades is hard to continue to justify.  Yet 

the pharmacy profession clearly is one of 

the most logical health disciplines to lead 

interventions to curtail such ineffcien-

cies, costs, and harmful effects as they 

relate to the entire medication use system.

The Institute of Medicine and other 

groups such as the Patient-Centered Pri-

mary Care Collaborative recognize that 

assuring the optimal use of all medica-

tions (prescribed and over-the-counter) 

through various monitoring and counsel-

ing services in an interdisciplinary fash-

ion is essential to ensure that the intended 

patient outcomes are achieved.16 A recent 

study of private insurance benefciaries 

demonstrated that every dollar invested 

in the delivery of MTM services by com-

munity pharmacists saved $12 in total 

annual health expenditures.17  Another 

way to look at this would be if an organi-

zation (inpatient or ambulatory) invested 

in the salary of a pharmacist at $100,000 

annually to provide MTM services (not 

associated with product distribution), the 

organization could realize $1.2 million in 

related healthcare savings.

Pharmacists are readily accessible with-

in their communities and patients often 

interact with them more than with their 

PCPs. Such access to highly educated 

and trained practitioners is evident in that 

more than 200 million Americans visit a 

community pharmacy within a 6-month 

period each year.18 Convenience is exem-

plifed when consumers can make their 

own healthcare choices. For example, in 

2010, 18.4% of adults received vaccina-

tions at a pharmacy (39.8% in the doc-

tor’s offce, and 17.4% at the workplace).19

Patients also appear to value pharmacist 

services—pharmacists continue to earn 

high marks for being respected and trust-

ed by consumers, rating at the top of the 

Gallup Poll for professional ethics and 

honesty over the past 20 years.20

Patients value an accessible healthcare 

practitioner who is knowledgeable about 

multiple conditions and treatments, and 

provides timely and professional advice. 

With respect to access in the commu-

nity, possibly, having pharmacies as the 

initial intake of new patients seeking care 

resulting from the ACA would be a logi-

cal consideration given the accessibility 

and convenience of pharmacists in most 

communities. When Medicare Part D 

was implemented in 2006, the pharmacy 

profession played a signifcant role in the 

education and uptake of this beneft to 

Medicare benefciaries.

Acknowledging (and then supporting 

legislatively) that pharmacists be recog-

nized as non-physician providers in the 

Social Security Act will allow licensed 

pharmacists to work collaboratively with 

physicians and other providers to opti-

mize medication therapy in patients and 

deliver patient-centered care. Having 

all practitioners, including pharmacists, 

practicing at the top of their licensed 

scope of practice and recognized for this, 

will allow providers in their respective 

disciplines to deliver care that produces 

desired patient outcomes in a coordinated 

and collaborative manner across multiple 

healthcare systems and settings. ■
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the risk of guillain-barré syndrome  
after infuenza  vaccination
Mark P. Walberg, PharmD, PhD

Guillain-Barré syndrome (GBS) is an 

immune-mediated faccid paralysis 

that can range from muscle weakness 

and tingling to respiratory paralysis 

requiring prolonged respiratory support 

and ventilation.  Overall, GBS is a rare 

disease, with annual incidence averaging 

1 to 2 cases per 100,000 individuals.1

origins

The cause of this autoimmune 

disease is thought to be the result of 

molecular mimicry between ganglio-

sides (a type of glycolipid found in 

cell membranes with high concen-

trations in nervous system tissues) 

and lipopolysaccharides of bacteria 

and viruses.1 Essentially, antibodies 

formed against an antigenic compo-

nent of a pathogen also have affnity 

for a component of the host’s cell 

membrane, such as a glycolipid. 

Approximately one-third of all 

GBS cases are preceded by Campy-

lobacter jejuni infections, a common 

cause of gastrointestinal illness.1

The risk of GBS is estimated to be 

over 38 times greater for those who 

have been recently infected by C 

jejuni and over 18 times greater for 

those with infuenza and infuenza-

like illnesses.2

An increased rate of GBS was 

observed during the 1976 swine fu 

vaccination campaign, with approxi-

mately one additional case of GBS 

per 100,000 individuals vaccinated 

above background rates (532 cases 

in 45 million vaccinees).3

studies

Since 1976, the rate of GBS attributed 

to infuenza vaccination has been ap-

proximately 1 additional case per 1 mil-

lion vaccinees. Numerous studies have 

been conducted over single and multiple 

infuenza seasons and their correspond-

ing vaccines. A thorough review of the 

topic can be found in a 2012 publication 

from the Institute of Medicine, which 

concluded that there was suffcient evi-

dence to reject an association between 

infuenza vaccination and GBS.4

A recent study by Baxter, et al 

(2013) further supported a lack of 

association between GBS and sev-

eral vaccines, including infuenza. 

This study spanned 13 years and 

included almost 33 million patient-

years. The background incidence of 

GBS was 1.27 per 100,000 individu-

als, matching typical reported rates. 

When patients with a preceding 

gastrointestinal or respiratory illness 

were controlled for, only 5 cases of 

GBS were noted in almost 7 million 

infuenza vaccine recipients. More 

than 8.5 million doses of other vac-

cines (including oral polio, measles-

mumps-rubella, conjugated pneu-

mococcal, live attenuated infuenza, 

diphtheria-tetanus-acellular pertus-

sis, varicella, and Haemophilus B) 

were administered to children, with 

no cases of GBS reported following 

vaccination.5

PersPective

This and other recent studies (eg, 

Kwong JC, et al 2013) have cast a 

great deal of doubt on the possibil-

ity of a causal relationship between 

infuenza vaccination and GBS. 6

Furthermore, the increased risk of 

GBS following infuenza infection 

lends additional support to use of 

infuenza vaccination to reduce the 

likelihood of acquiring GBS via im-

munity to infuenza.

Patients or providers concerned 

about GBS should keep this rare 

disease in perspective. Infuenza 

infects up to 20% of the population 

and contributes to an average of 

36,000 deaths annually, with high-

est rates of mortality in infants, the 

elderly, and individuals with chronic 

diseases.1 With vaccine effectiveness 

for 2012-2013 estimated at 56%, it is 

clear that the reduction in infuenza 

infection and death outweighs an 

unsupported one-in-a-million theo-

retical risk from vaccination.7 ■
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many us neurologists may be ignorant 
of serious epilepsy drug side effects 
Tracey Walker

One-ffth of US neurologists appear 

unaware of serious drug safety risks 

associated with various antiepilepsy 

drugs, according to a study published 

online in Epilepsy and Behavior.

The fndings suggest that FDA 

needs a better way to communicate 

information to specialists about 

newly discovered 

safety risks, the re-

searchers said.

Lead author Greg-

ory L. Krauss, MD, 

professor of neurol-

ogy at the Johns 

Hopkins University 

School of Medicine, 

and researchers 

encountered patients 

who experienced 

complications from 

their antiepilepsy 

drugs and noted 

that safety warnings from FDA are 

poorly transmitted to neurologists 

by FDA.

the survey

The investigators surveyed 505 

neurologists from across the nation 

between March and July 2012. They 

asked about several new safety risks 

for antiseizure drugs that FDA had 

recently identifed. These included 

increased suicidal thoughts or behav-

ior with newer agents; high risks for 

birth defects and cognitive impair-

ment in offspring of mothers taking 

divalproex; and risks for serious 

hypersensitivity reactions in some 

patients of Asian descent who began 

treatment with carbamazepine. 

Among the neurologists surveyed, 

1 in 5 said they were aware of none 

of the risks. The neurologists most 

likely to know about all the risks 

were those who treat 200 epilepsy 

patients a year or more.

carbamazePine

Of note to the researchers was the 

neurologists’ lack of understanding of 

the risk to certain Asian patients who 

take carbamazepine to control their 

seizures.

In 2007, FDA rec-

ommended that be-

fore initiating use of 

the drug in patients 

of Asian heritage, 

neurologists should 

screen to see whether 

those patients have a 

particular haplotype, 

a specifc section 

of DNA found in a 

small percentage of 

Asian people, before 

prescribing the drug.

The researchers found that 70% 

of neurologists who responded knew 

of the recommendation. While 

147 neurologists (28.1%) reported 

initiating carbamazepine treat-

ment in Asian patients, only 33 of 

them (22.5%) said they performed 

haplotype screening. Eighteen neu-

rologists reported that their Asian 

patients developed carbamazepine-

related hypersensitivity reactions— 

severe skin rashes that can lead to 

scarring, blisters in the mouth, and 

shedding of the skin—during this 

period.

divalProex

As for pregnancy-related risks for 

divalproex, fewer than half the re-

spondents knew that a warning had 

been issued noting high risks of birth 

defects and of developmental risks 

in patients’ offspring. While 93% 

of respondents reported counseling 

women planning pregnancies about 

the risks of birth defects connected 

with use of divalproex, Dr Krauss 

said, safer drugs should be used if 

possible during pregnancy.

“Many women with epilepsy are 

treated with divalproex despite high 

risks for birth defects and IQ de-

creases in offspring,” he continued. 

“I curb-sided for a female intern who 

had been placed on the drug when 

other options were available. I also en-

countered other patients with safety 

problems, including an Asian patient 

who suffered a severe hypersensitivity 

reaction when started on carbamaze-

pine without haplotype testing. I also 

noted that FDA does not systemati-

cally communicate drug-safety warn-

ing data—they act as regulators and 

post warnings without involvement in 

communication to specialists.”

close the gaP

Dr Krauss called for a more systematic 

method by which drug-safety informa-

tion issued by FDA, as well as pub-

lished literature, could be transmitted 

to specialists, “preferably summarized 

safety summaries relayed via email 

from professional organizations,” he 

said.

“It is important not to rely on 

pharmaceutical representative and 

nonsystematic notifcations from 

health media sources to obtain 

updated drug safety information,” 

Dr Krauss continued; specialists 

should be pursuing “CME, read-

ing product-insert safety alerts, and 

reviewing safety background before 

using medications, particularly in 

women of child-bearing age.” ■

◾ Of note . . . was 

the neurologists’ lack 

of understanding of 

the risk to certain 

Asian patients who 

take carbamaze-

pine to control their 

seizures.
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fda issues neuropathy warning on fuoroquinolones

from Staff Reports

Drug labels and Medication Guides for 

all fuoroquinolone antibacterial drugs 

should be updated to better describe the 

serious side effect of peripheral neu-

ropathy, a nerve disorder occurring in 

the arms or legs, according to an FDA 

Drug Safety Communication. The 

nerve damage, which may occur shortly 

after these drugs are taken, could be 

permanent.

“This is actually a pretty signifcant 

side effect and, although it is rare, 

because the quinolones are such com-

monly used antibiotics, this advisory is 

of added importance,” said Formulary 

advisor James M. Wooten, PharmD, 

associate professor, department of 

medicine, section of clinical pharma-

cology, University of Missouri-Kansas 

City. “The other thing that makes it 

signifcant is that it may be a perma-

nent effect. Just discontinuing the drug 

does not make this side effect go away.”

According to FDA, the risk of 

peripheral neuropathy occurs only 

with fuoroquinolones that are taken by 

mouth or by injection. Approved fuo-

roquinolone drugs include levofoxacin 

(Levaquin), ciprofoxacin (Cipro), 

moxifoxacin (Avelox), norfoxacin 

(Noroxin), ofoxacin (Floxin), and 

gemifoxacin (Factive). The topical 

formulations of fuoroquinolones, ap-

plied to the ears or eyes, are not known 

to be associated with this risk.

Pain, burning, tingling, numbness, 

weakness, or a change in sensation to 

light touch, pain or temperature, or 

the sense of body position, are all 

symptoms of peripheral neuropa-

thy. If a patient experiences any of 

these, the fuoroquinolone should be 

stopped, and the patient should be 

switched to another, non-fuoroqui-

nolone antibacterial drug, unless the 

beneft of continued treatment with a 

fuoroquinolone outweighs the risk.

FDA said it will continue to evalu-

ate the safety of drugs in the fuoro-

quinolone class and communicate 

with the public again if additional 

information becomes available. ■
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The current state of HIV therapy

Jessica A. Benzer, PharmD; Ted K. Riley, PharmD; 

Jean C. Lee, PharmD, BCPS, AAHIVP

213Incidence of human immunodef ciency virus (HIV) has decreased dramatically 

since its emergence in the early 1980s, but it remains a worldwide epidemic. 

There is a reduction in newly diagnosed patients, but prevalence is increasing due to longer life 

expectancy, which is attributed in part to highly effective antiretroviral therapies. Newly approved 

and investigational antiretroviral therapies provide additional options for the healthcare team 

to prevent progression of disease as well as transmission of HIV. Early detection and prevention 

of HIV is still paramount with the use of in-home HIV testing as well as antiretrovirals for pre-

exposure prophylaxis. While many advances in HIV diagnosis and treatment have been made, the 

importance of education and risk avoidance cannot be underestimated.
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and management: Payer interventions in 

the shadow of a burgeoning pipeline

Kjel A. Johnson, PharmD, BCPS, FCCP, FAMCP

224The overall cost of medical benef ts, provider-adminstered specialty drugs 

is roughly a quarter of a billion dollars per 1 million commercial lives, and 

the trend for the top 25 most costly drugs was 16%, a signif cant increase over last year’s 

virtually f at trend. Payers are increasingly interested in developing management programs to 

improve quality and cost of care for these drugs. 
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Policy Watch
Federal and State government actionS

and their impact on drug deciSion-makerS

acos prompt p&t committees to rethink medication 
analysis to support contractual arrangements

Accountable care organizations 

(ACOs) are groups of doctors, hospi-

tals, and other healthcare providers, 

who come together voluntarily to 

give coordinated high-quality care to 

the patients they serve. Coordinated 

care helps ensure that patients, espe-

cially the chronically ill, get the right 

care at the right time, with the goal 

of avoiding unnecessary duplication 

of services and preventing medical 

errors. When an ACO succeeds in 

both delivering high-quality care 

and spending healthcare dollars 

more wisely, it will share in the sav-

ings it achieves for the Medicare 

program.1 The overall goal of the 

ACO is to reduce costs by focus-

ing on preventive care and disease 

management.

From an historical perspective, 

ACOs like physician organizations 

have existed in commercial risk-

based capitated models of reim-

bursement for many years. These 

groups commonly established their 

own pharmacy and therapeutics 

(P&T) committees whose mission it 

was to provide affliated healthcare 

providers with unbiased, academ-

ically-driven drug evaluations, 

and a preferred drug list designed 

to optimize the balance between 

evidence-based medicine and fscal 

responsibility in their managed care 

risk environment. Under a commer-

cial capitated model of reimburse-

ment, the cost of prescription drugs, 

net of copay, were included as part 

of the per-member-per-month 

(PMPM) global payment. There-

fore the committee’s 

fnancial analysis 

was centered off the 

contractual arrange-

ments between payer 

and provider, typi-

cally average whole-

sale price (AWP), 

and supported the 

fnancial interest of 

the commercial ACO 

members. In combi-

nation with a robust 

pharmacy driven 

academic detailing 

program, many of 

these organization were success-

ful in driving up generic utiliza-

tion and reducing net medication 

cost in a commercial HMO patient 

 population.

On March 23, 2010, the Patient 

Protection and Affordable Care 

Act (PPACA) was signed into law 

by President Obama. Included in 

the federal Patient Protection and 

Affordable Care Act is strategy for 

transitioning away from a fee-for-

service payment to a global payment 

model of physician reimbursement. 

The goal was to establish a popu-

lation-based per-benefciary-per-

month form of payment. However, 

unlike the commercial ACO model, 

PartD prescription drugs are ex-

empt from the global payment. 

The PPACA also allows for the 

formation of ACOs that voluntarily 

meet quality thresholds to share 

in the cost savings they achieve 

for the Medicare ACO program. 

To address the goal of improving 

healthcare quality, the Centers for 

Medicare & Medic-

aid Services (CMS) 

will measure quality 

of care using na-

tionally recognized 

measures in 4 key 

domains: patient/

caregiver experience 

(7 measures); care 

coordination/patient 

safety (6 measures); 

preventive health (8 

measures); at-risk 

population; diabetes 

(1 measure and 1 

composite consist-

ing of 5 measures); hypertension 

(1 measure); ischemic vascular 

disease (2 measures); heart failure 

(1 measure); and coronary artery 

disease (1 composite consisting of 2 

measures).2

There are currently 33 measures 

within these domains and many 

of these quality measures have a 

pharmacy component as part of the 

metric (See Table 1, page 307).  In 

the frst year of the ACO agree-

ment, all 33 measures used for 

scoring purposes will be for report-

ing only. The pay-for-performance 

Gene Muise, RPh, MS | Contributor

mr muise is director of pharmacy at Brighton, 

Mass.-based Mount Auburn Cambridge Independence 

Practice Association (MACIPA), a contracting and care 

management organization with more than 500 physi-

cians, including approximately 150 primary care physi-

cians, throughout the metropolitan Boston-Cambridge 

area and is affliated with 

Mount Auburn Hospital, a 

regional teaching hospital 

and Harvard Medical School 

teaching affliate, and with 

Cambridge Health Alliance 

in Cambridge, Massachu-

setts. MACIPA is one of the 

32 healthcare entities that 

The Center for Medicare & 

Medicaid Innovation deemed 

a Pioneer ACO.

◾ To address the 

goal of improving 

healthcare quality, 

CMS will measure 

quality of care using 

nationally recog-

nized measures in 4 

key domains.

Continued on page 310
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◾ Table 1 

measures for use in establishing quality performance standards that acos 

must meet for shared savings

ACO 
# Domain Measure Title

NQF Measure 
#/ Measure 
Steward

Method of 
Data 
Submission

P4P 
Phase-
in PY1

P4P 
Phase-
in PY2

P4P 
Phase-
in PY3

AIM:  Better Care for Individuals

1.
Patient/Caregiver 
Experience

CAHPS: Getting Timely Care, Appointments, 
and Information

NQF #5,  
AHRQ Survey R P P

2.
Patient/Caregiver 
Experience

CAHPS: How Well Your Providers 
Communicate

NQF #5 
AHRQ Survey R P P

3.
Patient/Caregiver 
Experience CAHPS:  Patients’ Rating of Provider

NQF #5  
AHRQ Survey R P P

4.
Patient/Caregiver 
Experience CAHPS: Access to Specialists

NQF #5  
AHRQ Survey R P P

5.
Patient/Caregiver 
Experience CAHPS: Health Promotion and Education

NQF #5 
AHRQ Survey R P P

6.
Patient/Caregiver 
Experience CAHPS:  Shared Decision Making

NQF #5 
AHRQ Survey R P P

7.
Patient/Caregiver 
Experience CAHPS: Health Status/Functional Status

NQF #6 
AHRQ Survey R R P

8.

Care 
Coordination/ 
Patient Safety Risk Standardized All Condition Readmission

CMS; NQF 
#1789 
(adapted) Claims R R P

9.

Care 
Coordination/ 
Patient Safety

Ambulatory Sensitive Conditions Admissions: 
Chronic Obstructive Pulmonary Disease 
(COPD) or Asthma in Older Adults (ACO 
version 1.0)

NQF #275 
AHRQ PQI #5 Claims R P P

10.

Care 
Coordination/ 
Patient Safety

Ambulatory Sensitive Conditions Admissions: 
Heart Failure (HF) (ACO version 1.0)

NQF #277 
AHRQ PQI #8 Claims R P P

11.

Care 
Coordination/ 
Patient Safety

Percent of Primary Care Physicians who 
Successfully Qualify for an EHR Program 
Incentive Payment CMS

EHR Incentive 
Program 
Reporting R P P

12.

Care 
Coordination/ 
Patient Safety Medication Reconciliation

NQF #97 
AMA- PCPI/
NCQA

GPRO Web 
Interface R P P

13.

Care 
Coordination/ 
Patient Safety Falls: Screening for Future Fall Risk

NQF #101 
NCQA

GPRO Web 
Interface R P P

AIM:  Better Health for Populations

14. Preventive Health Infuenza Immunization
NQF #41 
AMA-PCPI

GPRO Web 
Interface R P P

15. Preventive Health
Pneumococcal Vaccination for Patients 65 
Years and Older NQF #43 NCQA

GPRO Web 
Interface R P P

16. Preventive Health
Body Mass Index (BMI) Screening and 
Follow-Up

NQF #421 
CMS

GPRO Web 
Interface R P P

17. Preventive Health
Tobacco Use: Screening and Cessation 
Intervention

NQF #28 
AMA-PCPI

GPRO Web 
Interface R P P

Table 1 (contd) 
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ACO 
# Domain Measure Title

NQF Measure 
#/ Measure 
Steward

Method of 
Data 
Submission

P4P 
Phase-
in PY1

P4P 
Phase-
in PY2

P4P 
Phase-
in PY3

18. Preventive Health
Screening for Clinical Depression and Follow-
Up

NQF #418 
CMS

GPRO Web 
Interface R P P

19. Preventive Health Colorectal Cancer Screening
NQF #34 
NCQA

GPRO Web 
Interface R R P

20. Preventive Health Breast Cancer Screening
NQF #31 
NCQA

GPRO Web 
Interface R R P

21. Preventive Health
Screening for High Blood Pressure and 
Follow-Up Documented CMS

GPRO Web 
Interface R R P

22.

At Risk 
Population— 
Diabetes

Diabetes Composite (All or Nothing Scoring): 
Diabetes Mellitus: 
Hemoglobin A1c Control ( <8 percent)

NQF #729 
MN Community 
Measurement

GPRO Web 
Interface R P P

23.

At Risk 
Population—
Diabetes

Diabetes Composite (All or Nothing Scoring): 
Diabetes Mellitus: Low Density Lipoprotein 
Control

NQF #729 
MN Community 
Measurement

GPRO Web 
Interface R P P

24.

At Risk 
Population 
Diabetes

Diabetes Composite (All or Nothing Scoring): 
Diabetes Mellitus: High Blood Pressure 
Control

NQF #729  
MN Community 
Measurement

GPRO Web 
Interface R P P

25.

At Risk 
Population— 
Diabetes

Diabetes Composite (All or Nothing Scoring): 
Tobacco Non-Use

NQF #729 
MN Community 
Measurement

GPRO Web 
Interface R P P

26.

At Risk 
Population— 
Diabetes

Diabetes Composite (All or Nothing 
Scoring): Diabetes Mellitus: Daily Aspirin or 
Antiplatelet Medication Use for Patients with 
Diabetes and Ischemic Vascular Disease

NQF #729 
MN Community 
Measurement

GPRO Web 
Interface R P P

27.

At Risk 
Population— 
Diabetes

Diabetes Mellitus: Hemoglobin A1c Poor 
Control

NQF #59 
NCQA

GPRO Web 
Interface R P P

28.

At Risk 
Population— 
Hypertension

Hypertension (HTN):  Controlling High Blood 
Pressure

NQF #18 
NCQA

GPRO Web 
Interface R P P

29.

At Risk 
Population— 
Ischemic 
Vascular Disease

Ischemic Vascular Disease (IVD):  Complete 
Lipid Panel and LDL Control ( <100 mg/dL)

NQF #75 
NCQA

GPRO Web 
Interface R P P

30.

At Risk 
Population— 
Ischemic 
Vascular Disease

Ischemic Vascular Disease (IVD): Use of 
Aspirin or Another Antithrombotic

NQF #68 
NCQA

GPRO Web 
Interface R P P

31.

At Risk 
Population— 
Heart Failure

Heart Failure: Beta-Blocker Therapy for Left 
Ventricular Systolic Dysfunction (LVSD)

NQF #83 
AMA-PCPI

GPRO Web 
Interface R R P

32.

At Risk 
Population— 
Coronary Artery 
Disease

Coronary Artery Disease (CAD) Composite 
(All or Nothing Scoring): Lipid Control

NQF #74 CMS 
(composite) 
/ AMA-PCPI 
(individual 
component)

GPRO Web 
Interface R R P

33.

At Risk 
Population— 
Coronary Artery 
Disease

Coronary Artery Disease (CAD) Composite: 
All or Nothing Scoring: Angiotensin-
Converting Enzyme (ACE) Inhibitor or 
Angiotensin Receptor Blocker (ARB) Therapy 
for Patients with CAD and Diabetes and/or 
Left Ventricular Systolic Dysfunction (LVSD)

NQF#66 CMS 
(Composite)/
AMA-PCPI 
(Individual 
component)

GPRO Web 
Interface R R P

Abbreviations: ACO, accountable care organization; NQF, National Quality Forum; P4P, pay for performance; P, performance; R, reporting

Formulary/Source: Ref 2

Table 1 (contd) 
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phase-in of measures will begin in 
year 2. With the adoption of the 
ACO model, we have begun to see a 
resurrection of global payment with 
signif cant emphasis on quality. 
Subsequently, the P&T committees 
associated with these organizations 
will need to re-modify their medi-
cation analysis to support these new 
contractual arrangements. 

First, even with the lack of PartD 
medication risk by Medicare ACOs, 
the net cost of medications is still of 
fundamental importance. Patients 
out-of-pocket cost will affect adher-
ence to prescribed treatments and 
possibly adversely affect the quality 
of care delivered. This is of deep con-
cern for patients who have high-risk 
chronic conditions and are required 
to take multiple medications. Accord-
ing to a meta-analysis published in 
2012 in the Annals of Internal Medi-

cine, Americans are failing to comply 
with medication prescriptions for a 
variety of reasons, and it is costing 
healthcare anywhere from $100 bil-
lion to $289 billion a year. The study 
concluded that reduced out-of-pocket 
expenses, case management, and 
patient education with behavioral 
support all improved medication 
adherence for more than one condi-
tion.3 However, the tradition analysis 
of safety, eff cacy and net cost must 
be expanded to incorporate a model 
of looking at medications from the 
perspective of value. Since most 
patients are with their primary care 
physicians for many years, the ACO 
formulary could theoretically be 
viewed as an investment. The return 
on the investment will be measured 

by improved patient outcomes and 
the success in meeting the ACO 
quality measures and performance 
standards of care. If a particular 
medication provides improved out-
comes at a premium cost, will it be 
used? The answer is yes, provided 
the data supporting improved out-
comes is robust and sound. So along 
with the real concerns of patient out-
of-pocket cost affecting adherence, 
a balance must be obtained between 
both out-of-pocket cost and ACO 
risk from a perspective of total cost 
of care. No longer can the f nancial 
impact of a particular medication be 
strictly viewed as part of a pharmacy 
budget, but rather, the net effect the 
utilization of a specif c medication 
will have on total medical expense. 

Second, for an appropriate analy-
sis on the value of a specif c medica-
tion, formulary inclusion criteria will 
need to incorporate comparative ef-
fectiveness data. Unfortunately this 
type of data is sorely lacking. Only 
about half of new drugs approved 
in the last decade had comparative 
effectiveness data available at the 
time of their approval by FDA, and 
approximately two-thirds of new 
drugs had this information available 
when alternative treatment options 
existed, according to a study in the 
May 4, 2011, issue of JAMA.4 The 
good news is that The American 
Recovery and Reinvestment Act 
of 2009 created the Federal Coor-
dinating Council for Comparative 
Effectiveness Research to coordinate 
comparative effectiveness research 
across the federal government. The 
Council will specif cally make rec-
ommendations for the $400 million 
allocated to the Off ce of the Secre-
tary for Effectiveness Research.5  If 
done right, the availability of more 
vigorous comparative effectiveness 
data will identify the latest informa-
tion available on what treatments are 
safest and most eff cacious. This will 
aid in the development of outcome 
based formularies going forward.

Finally, a periodic review of best 
practices guidelines for meeting the 
ACO nationally established quality 
measures will need to be conducted 
by ACO P&T committees. Given 
the signif cant number of measures 
that encompass medications, it will 
be important to establish guidelines 
to support their judicial use and 
to share those best practices with 
healthcare providers

As I look into the future, I can 
envision ACOs adopting a process 
to review medicine similar to the 
United Kingdom’s National Insti-
tute for Health and Care Excellence 
(NICE). NICE is an independent 
organization responsible for provid-
ing national guidance to the NHS 
on public health, treatments, and 
clinical practice. Their recommen-
dations are based on both clinical 
evidence and cost effectiveness 
which mimics a model where I 
believe ACO P&T committees are 
heading. ■
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Brief Summary of Full Prescribing Information 
INJECTAFER® (ferric carboxymaltose injection)

INDICATIONS AND USAGE: Injectafer® (ferric carboxymaltose injection) is an iron replacement 
product indicated for the treatment of iron defi ciency anemia in adult patients:

     •  who have intolerance to oral iron or who have had unsatisfactory response to oral iron,

     •  who have non-dialysis dependent chronic kidney disease.

DOSAGE AND ADMINISTRATION: For patients weighing 50 kg (110 lb) or more: Give 
Injectafer® in two doses separated by at least 7 days.  Give each dose as 750 mg for a total 
cumulative dose not to exceed 1500 mg of iron per course.  

For patients weighing less than 50 kg (110 lb):  Give Injectafer® in two doses separated by 
at least 7 days.  Give each dose as 15 mg/kg body weight for a total cumulative dose not to 
exceed 1500 mg of iron per course. 

Injectafer® treatment may be repeated if iron defi ciency anemia reoccurs.  

Administer Injectafer® intravenously, either as an undiluted slow intravenous push or by 
infusion.  When administering as a slow intravenous push, give at the rate of approximately 
100 mg (2 mL) per minute.  When administered via infusion, dilute up to 750 mg of iron in no 
more than 250 mL of sterile 0.9% sodium chloride injection, USP, such that the concentration 
of the infusion is not less than 2 mg of iron per mL and administer over at least 15 minutes. 

Inspect parenteral drug products visually for the absence of particulate matter and 
discoloration prior to administration.  The product contains no preservatives.  Injectafer® is a 
single-use vial.  Discard unused portion.

Avoid extravasation of Injectafer® since brown discoloration of the extravasation site may be 
long lasting.  Monitor for extravasation.  If extravasation occurs, discontinue the Injectafer® 

administration at that site.

DOSAGE FORMS AND STRENGTHS:  Single-use vials containing 50 mg elemental iron per mL 
in the following presentation:  750 mg iron/15 mL

CONTRAINDICATIONS:  Hypersensitivity to Injectafer® or any of its inactive components.

WARNINGS AND PRECAUTIONS

Hypersensitivity Reactions:  
Serious hypersensitivity reactions, including anaphylactic-type reactions, some of which 
have been life-threatening and fatal, have been reported in patients receiving Injectafer®. 
Patients may present with shock, clinically signifi cant hypotension, loss of consciousness, 
and/or collapse. Monitor patients for signs and symptoms of hypersensitivity during and 
after Injectafer® administration for at least 30 minutes and until clinically stable following 
completion of the infusion. Only administer Injectafer® when personnel and therapies are 
immediately available for the treatment of serious hypersensitivity reactions. In clinical trials, 
serious anaphylactic/anaphylactoid reactions were reported in 0.1% (2/1775) of subjects receiving 
Injectafer®.  Other serious or severe adverse reactions potentially associated with hypersensitivity  
which included, but not limited to, pruritus, rash, urticaria, wheezing, or hypotension were reported 
in 1.5% (26/1775) of these subjects.

Hypertension:  In clinical studies, hypertension was reported in 3.8% (67/1775) of subjects 
in clinical trials 1 and 2. Transient elevations in systolic blood pressure, sometimes occurring 
with facial fl ushing, dizziness, or nausea were observed in 6% (106/1775) of subjects in these 
two clinical trials. These elevations generally occurred immediately after dosing and resolved 
within 30 minutes.  Monitor patients for signs and symptoms of hypertension following each 
Injectafer® administration. 

Laboratory Test Alterations: In the 24 hours following administration of Injectafer®, 
laboratory assays may overestimate serum iron and transferrin bound iron by also measuring 
the iron in Injectafer®.

ADVERSE REACTIONS

Adverse Reactions in Clinical Trials:  Because clinical trials are conducted under widely 
varying conditions, the adverse reaction rates observed cannot be directly compared to rates 
in other clinical trials and may not refl ect the rates observed in clinical practice.

In two randomized clinical studies, a total of 1775 patients were exposed to Injectafer®   
15 mg/kg body weight up to a maximum single dose of 750 mg of iron on two occasions 
separated by at least 7 days up to a cumulative dose of 1500 mg of iron.

Adverse reactions reported by ≥ 1% of treated patients are shown in the following table.    

Table 1.  Adverse reactions reported in ≥ 1% of Study Patients in Clinical Trials 1 and 2

Transient decreases in laboratory blood phosphorus levels (< 2 mg/dL) have been observed in 
27% (440/1638) of patients in clinical trials. 

Adverse Reactions from Post-marketing Experience: The following serious adverse 
reactions have been most commonly reported from the post-marketing spontaneous reports 
with Injectafer®:  urticaria, dyspnea, pruritus, tachycardia, erythema, pyrexia, chest discomfort, 
chills, angioedema, back pain, arthralgia, and syncope.  One case of hypophosphatemic 
osteomalacia was reported in a subject who received 500 mg of Injectafer® every 2 weeks for 
a total of 16 weeks.  Partial recovery followed discontinuation of Injectafer®.

DRUG INTERACTIONS: Formal drug interaction studies have not been performed                        
with Injectafer®.

USE IN SPECIFIC POPULATIONS

Pregnancy Pregnancy Category C:  Adequate and well controlled studies in pregnant women 
have not been conducted.  Injectafer® should be used during pregnancy only if the potential 
benefi t justifi es the potential risk to the fetus.

Nursing Mothers:  A study to determine iron concentrations in breast milk after administration 
of Injectafer® (n=11) or oral ferrous sulfate (n=14) was conducted in 25 lactating women with 
postpartum iron defi ciency anemia.  Mean breast milk iron levels were higher in lactating 
women receiving Injectafer® than in lactating women receiving oral ferrous sulfate.

Pediatric Use:  Safety and effectiveness has not been established in pediatric patients. 

Geriatric Use:  Of the 1775 subjects in clinical studies of Injectafer®, 50% were 65 years and 
over, while 25% were 75 years and over. No overall differences in safety or effectiveness were 
observed between these subjects and younger subjects, and other reported clinical experience 
has not identifi ed differences in responses between the elderly and younger patients, but 
greater sensitivity of some older individuals cannot be ruled out.

OVERDOSAGE: Excessive dosages of Injectafer® may lead to accumulation of iron in storage 
sites potentially leading to hemosiderosis.  A patient who received Injectafer® 18,000 mg 
over 6 months developed hemosiderosis with multiple joint disorder, walking disability and 
asthenia.  Hypophosphatemic osteomalacia was reported in a patient who received Injectafer® 
4000 mg over 4 months.  Partial recovery followed discontinuation of Injectafer®.

DESCRIPTION: Ferric carboxymaltose, an iron replacement product, is an iron 
carbohydrate complex with the chemical name of polynuclear iron (III) hydroxide      

4(R)-(poly-(1→4)-O-α-D-glucopyranosyl)-oxy-2(R),3(S),5(R),6-tetrahydroxy-hexanoate. 
It has a relative molecular weight of approximately 150,000 Da.

Injectafer® (ferric carboxymaltose injection) is a dark brown, sterile, aqueous, isotonic colloidal 
solution for intravenous injection. Each mL contains 50 mg iron as ferric carboxymaltose in 
water for injection.  Sodium hydroxide and/or hydrochloric acid may have been added to adjust 
the pH to 5.0-7.0.  The vial closure is not made with natural rubber latex.

CLINICAL PHARMACOLOGY

Mechanism of Action:  Ferric carboxymaltose is a colloidal iron (III) hydroxide in complex with 
carboxymaltose, a carbohydrate polymer that releases iron.

Pharmacodynamics: Using positron emission tomography (PET) it was demonstrated that 
red cell uptake of 59Fe and 52Fe from Injectafer® ranged from 61% to 99%.  In patients with 
iron defi ciency, red cell uptake of radio-labeled iron ranged from 91% to 99% after 24 days 
Injectafer® dose.  In patients with renal anemia red cell uptake of radio-labeled iron ranged 
from 61% to 84% after 24 days Injectafer® dose.

Pharmacokinetics: After administration of a single dose of Injectafer® of 100 to 1000 mg of 
iron in iron defi cient patients, maximum iron levels of 37 µg/mL to 333 µg/mL were obtained 
respectively after 15 minutes to 1.21 hours post dose. The volume of distribution was 
estimated to be 3 L.  The iron injected or infused was rapidly cleared from the plasma, the 
terminal half life ranged from 7 to 12 hours. Renal elimination of iron was negligible.

NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, and Impairment of Fertility: Carcinogenicity studies have 
not been performed with ferric carboxymaltose.

Ferric carboxymaltose was not genotoxic in the following genetic toxicology studies: 
in vitro microbial mutagenesis (Ames) assay, in vitro chromosome aberration test in human 
lymphocytes, in vitro mammalian cell mutation assay in mouse lymphoma L5178Y/TK+/- cells,  
in vivo mouse micronucleus test at single intravenous doses up to 500 mg/kg.  

In a combined male and female fertility study, ferric carboxymaltose was administered 
intravenously over one hour to male and female rats at iron doses of up to 30 mg/kg.  Animals 
were dosed 3 times per week (on Days 0, 3, and 7).  There was no effect on mating function, 
fertility or early embryonic development.  The dose of 30 mg/kg in animals is approximately 
40% of the human dose of 750 mg based on body surface area.

CLINICAL STUDIES: The safety and effi cacy of Injectafer® for treatment of iron defi ciency 
anemia were evaluated in two randomized, open-label, controlled clinical trials (Trial 1 and 
Trial 2). In these two trials, Injectafer® was administered at dose of 15 mg/kg body weight up 
to a maximum single dose of 750 mg of iron on two occasions separated by at least 7 days up 
to a cumulative dose of 1500 mg of iron. 

PATIENT COUNSELING INFORMATION

    •  Question patients regarding any prior history of reactions to parenteral iron products.

    •  Advise patients of the risks associated with Injectafer®.

    •  Advise patients to report any signs and symptoms of hypersensitivity that may develop  
        during and following Injectafer® administration, such as rash, itching, dizziness,
        lightheadedness, swelling and breathing problems.

Injectafer® is manufactured under license from Vifor (International) Inc, Switzerland.
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Term

a Includes oral iron and all formulations of IV iron other than Injectafer®

Nausea

Hypertension

Flushing/Hot Flush

Blood Phosphorus Decrease

Dizziness

Vomiting

Injection Site Discoloration

Headache

Alanine Aminotransferase Increase

Dysgeusia

Hypotension

Constipation

7.2

3.8

3.6

2.1

2.0

1.7

1.4

1.2

1.1

1.1

1.0

0.5

1.8

1.9

0.2

0.1

1.2

0.5

0.3

0.9

0.2

2.1

1.9

0.9

1.2

0.4

0.0

0.0

0.0

0.4

0.0

0.0

0.0

0.0

0.0

3.2

Injectafer®

(N=1775)
%

Pooled Comparatorsa

(N=1783)
%

Oral iron
(N=253)

%
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NOW AVAILABLE

INDICATIONS

Injectafer® (ferric carboxymaltose injection) is an iron replacement product 

indicated for the treatment of iron def ciency anemia in adult patients who 

have intolerance to oral iron or have had unsatisfactory response to oral 

iron, and in adult patients with non-dialysis dependent chronic kidney 

disease. Injectafer® is contraindicated in patients with hypersensitivity to 

Injectafer® or any of its inactive components.

IMPORTANT SAFETY INFORMATION

Serious hypersensitivity reactions, including anaphylactic-type 

reactions, some of which have been life-threatening and fatal, 

have been reported in patients receiving Injectafer®. Patients 

may present with shock, clinically significant hypotension, loss 

of consciousness, and/or collapse. Monitor patients for signs 

and symptoms of hypersensitivity during and after Injectafer® 

administration for at least 30 minutes and until clinically stable 

following completion of the infusion. Only administer Injectafer® 

when personnel and therapies are immediately available for the 

treatment of serious hypersensitivity reactions. In clinical trials, serious 

anaphylactic/anaphylactoid reactions were reported in 0.1% (2/1775) of 

subjects receiving Injectafer®. Other serious or severe adverse reactions 

potentially associated with hypersensitivity which included, but were not 

limited to, pruritus, rash, urticaria, wheezing, or hypotension were reported 

in 1.5% (26/1775) of these subjects.

In clinical studies, hypertension was reported in 3.8% (67/1775) of subjects. 

Transient elevations in systolic blood pressure, sometimes occurring with 

facial f ushing, dizziness, or nausea were observed in 6% (106/1775) of 

subjects. These elevations generally occurred immediately after dosing 

and resolved within 30 minutes. Monitor patients for signs and symptoms 

of hypertension following each Injectafer® administration.

In two randomized clinical studies, a total of 1775 patients were exposed to 

Injectafer®, 15 mg/kg of body weight, up to a single maximum dose of 750 

mg of iron on two occasions, separated by at least 7 days, up to a cumulative 

dose of 1500 mg of iron. Adverse reactions reported by ≥2% of Injectafer®-

treated patients were nausea (7.2%); hypertension (3.8%); f ushing/hot f ush 

(3.6%); blood phosphorus decrease (2.1%); and dizziness (2.0%).

The following serious adverse reactions have been most commonly reported 

from the postmarketing spontaneous reports: urticaria, dyspnea, pruritus, 

tachycardia, erythema, pyrexia, chest discomfort, chills, angioedema, back 

pain, arthralgia, and syncope.

Please see Brief Summary of the Full Prescribing 
Information on the following page.

For adult patients with iron def ciency 

anemia (IDA) of various etiologies 

Injectafer® is an iron replacement product indicated for 
the treatment of IDA in adult patients1

•  who have intolerance to oral iron or have had 
unsatisfactory response to oral iron

• who have non-dialysis dependent chronic kidney disease 

Up to 750 mg can be delivered 

in a single dose*1

•  Give 2 doses separated by at least 7 days for a 
total cumulative dose of 1500 mg 

•  Administer intravenously by†

–  Infusion over at least 15 minutes
–   Slow push injection at the rate of approximately 

100 mg (2 mL) per minute over at least 7.5 minutes

*  For patients weighing 50 kg (110 lb) or more, give each dose as 
750 mg. For patients weighing less than 50 kg (110 lb), give each dose 
as 15 mg/kg body weight.

†  When administered via infusion, dilute up to 750 mg of iron in no 
more than 250 mL of sterile 0.9% sodium chloride injection, USP, 
such that the concentration of the infusion is not <2 mg of iron 
per mL and administer over at least 15 minutes. When administering 
as a slow intravenous push, give at the rate of approximately 
100 mg (2 mL) per minute.
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For more information, please call American Regent 

Customer Service at 800-645-1706 or visit Injectafer.com

For reimbursement assistance, please call 

the Reimbursement Hotline at 877-4-IV-IRON 

REFERENCE: 1. Injectafer® [package insert]. Shirley, NY: 

American Regent, Inc.; 2013.

Injectafer® is manufactured under license from Vifor (International) Inc., 

Switzerland.
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