
Editorial

Alirocumab (Praluent) was approved in July and 
evolocumab (Repatha) in August as the first drugs 
in a new class of cholesterol-lowering agents 

known as the proprotein convertase subtilisin/kexin 
type 9 (PCSK9) inhibitors. They are more effective 
than previous agents in reducing low-density lipoprotein 
cholesterol (LDL-C; i.e., the “bad” cholesterol) 
concentrations, and represent important additions 
to the medications available for the treatment of 
hypercholesterolemia and reduction of its associated risks. 
Each of the new drugs has been specifically approved 
as an adjunct to diet and maximally tolerated statin 
therapy for the treatment of adults with heterozygous 
familial hypercholesterolemia or clinical atherosclerotic 
cardiovascular disease, who require additional lowering 
of LDL-C. Both drugs are administered subcutaneously 
and are expensive (approximately $15,000 a year for 

therapy that will continue for many years for numerous 
patients).

Prior to 2013, the guidelines for the treatment of patients 
with hypercholesterolemia included specific target choles-
terol concentrations. In 2013, the American College of Car-
diology (ACC) and American Heart Association (AHA) 
released revised guidelines that do not identify specific cho-
lesterol targets, but rather emphasize the consideration of 
multiple risk factors and appropriate (e.g., high-intensity) 
statin therapy. There have been differences of opinion re-
garding the revised guidelines even before the approval of 
the PCSK9 inhibitors. However, the approval of the new 
drugs has prompted CVS Health to recommend a return 
to guidelines that include target LDL-C concentrations (in 
a commentary that was published online on August 10 in 
the Journal of the American Medical Association).
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The CVS recommendation

The CVS commentary is authored by three physicians who 
are employed by CVS. Because CVS is primarily identified 
as a pharmacy company, it is noteworthy that none of the 
authors of the commentary is a pharmacist. Does CVS 
management feel that none of their pharmacists have the 
expertise and credibility regarding drug therapy manage-
ment and clinical guidelines to participate as a coauthor of 
such a commentary? Or perhaps the pharmacists at CVS 
did not agree with their company’s recommendation, and 
they did not want to be identified with it.

The CVS commentary includes the following statements:

“The best approach will be to promote use of low-cost 
statin medications rather than PCSK9 inhibitors, but 
this approach will be complicated by recent changes 
in recommendations for treating hyperlipidemia.”

“…the release of the ACC/AHA cholesterol manage-
ment guidelines in 2013 fundamentally altered the 
way cholesterol-lowering medications are prescribed 
and inadvertently limited the ability of payers to 
employ typical utilization management tools.” 

“…the recent ACC/AHA guidelines abandoned the 
longstanding principle that clinicians should treat 
patients to a specific LDL-C target.”

“…the guidelines do not recommend titration of ther-
apy based on LDL-C control. Will clinicians inter-
pret the guidelines to indicate that the highest-risk 
patients should be prescribed PCSK9 inhibitors? 
Perhaps most concerning from a social cost point of 
view, will relatively low-risk patients be considered 
for PCSK9 inhibitors?”

“… a rational step-wise approach that again utilizes 
specific LDL-C target levels would help. In the ab-
sence of such an approach, clinicians will be forced 
to simultaneously consider multiple competing 
priorities in clinical decision-making: efficacy, safety, 

evidence quality, as well as responsible stewardship 
of limited health care budgets.”

I consider the last of the above statements to be highly 
insulting to practicing physicians and other prescribers. 
Even though most prescribers do not know the cost of 
medications, they recognize their responsibilities, and pa-
tients and society expect them “to simultaneously consid-
er multiple competing priorities in clinical decision-mak-
ing.” This is not a new responsibility that they will be 
“forced” to accept if specific LDL-C target concentrations 
are not included in cholesterol management guidelines. 

Implications of the CVS recommendation

The CVS commentary identifies two valid concerns. First, 
the cost of the PCSK9 inhibitors and the large number of 
patients who will be candidates for their use over a period 
of many years will result in a huge cost that must be ad-
dressed. Second, the PCSK9 inhibitors will be prescribed 
inappropriately for some patients. However, for CVS, the 
second concern is part of the first because they antici-
pate that the new drugs will be prescribed inappropriately 
for some patients who could be effectively treated with 
less expensive conventional regimens, resulting in higher 
costs. The motivation for the CVS recommendation that 
target LDL-C concentrations be returned to the choles-
terol guidelines is based solely on economics. If the cost 
of the PCSK9 inhibitors was similar to that of the statins, 
would CVS be urging a change in the guidelines? The 
answer is “No.” Although the cost of the new drugs is a 
very important issue that must be effectively addressed, 
implementation of the CVS recommendation would re-
sult in what I consider to be even greater concerns.

The CVS organization includes CVS Caremark, one of the 
largest pharmacy benefit managers (PBMs) in the country. 
The current policies of CVS Caremark and other PBMs 
have already created barriers and a bureaucracy (e.g., prior 
authorization, high co-pays) that compromise the author-
ity and treatment options for prescribers and are a dis-
service to patients. The consequence of the CVS recom-
mendation will be to enable its PBM to treat a “number”  
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New Therapeutic Agents Marketed in the United States in 2014
						      New Drug
				    Route of	 FDA	 Comparison	
Generic name	 Trade Name	 Manufacturer	 Therapeutic classification	 administration	 classificationa	 Ratingb

Albiglutide	 Tanzeum	 GlaxoSmithKline	 Antidiabetic agent	 Subcutaneous	 Sc	 3
Apremilast	 Otezla	 Celgene	 Anti-inflammatory agent	 Oral	 1-S	 4
Avanafil	 Stendra	 Auxilium; Vivus	 Agent for erectile dysfunction	 Oral	 1-S	 3
Bazedoxifene/conjugated estrogens	 Duavee	 Pfizer	 Agent for menopause-associated conditions	 Oral	 1,4-S	 4
Belinostat	 Beleodaq	 Spectrum	 Antineoplastic agent	 Intravenous	 1-P	 4
Blinatumomab	 Blincyto	 Amgen	 Antineoplastic agent	 Intravenous	 Pc	 4
Ceftolozane sulfate/tazobactam sodium	 Zerbaxa	 Cubist	 Antibacterial agent	 Intravenous	 1,4-P	 4
Ceritinib	 Zykadia	 Novartis	 Antineoplastic agent	 Oral	 1-P	 4
Dalbavancin	 Dalvance	 Durata	 Antibacterial agent	 Intravenous	 1-P	 4
Dapagliflozin propanediol	 Farxiga	 Bristol-Myers Squibb; AstraZeneca	 Antidiabetic agent	 Oral	 1-S	 3
Droxidopa	 Northera	 Lundbeck	 Agent for orthostatic hypotension	 Oral	 1-P	 4
Dulaglutide	 Trulicity	 Lilly	 Antidiabetic agent	 Subcutaneous	 Sc	 4
Efinaconazole	 Jublia	 Valeant	 Antifungal agent	 Topical	 1-S	 4
Eliglustat tartrate	 Cerdelga	 Genzyme	 Agent for Gaucher disease	 Oral	 1-P	 4
Elosulfase alfa	 Vimizim	 BioMarin	 Agent for mucopolysaccharidosis	 Intravenous	 Pc	 4
Empagliflozin	 Jardiance	 Boehringer Ingelheim; Lilly	 Antidiabetic agent	 Oral	 1-S	 3
Eslicarbazepine acetate	 Aptiom	 Sunovion	 Antiepileptic drug	 Oral	 1-S	 3
Idelalisib	 Zydelig	 Gilead Sciences	 Antineoplastic agent	 Oral	 1-S	 4
Ledipasvir/sofosbuvir	 Harvoni	 Gilead Sciences	 Antiviral agent	 Oral	 1,4-P	 5
Luliconazole	 Luzu	 Valeant	 Antifungal agent	 Topical	 1-S	 1
Metreleptin	 Myalept	 Bristol-Myers Squibb	 Agent for lipodystrophy	 Subcutaneous	 Pc	 4
Miltefosine	 Impavido	 Knight	 Antiparasitic agent	 Oral	 1-P	 4
Netupitant/palonosetron hydrochloride	 Akynzeo	 Eisai	 Antiemetic agent	 Oral	 1,4-S	 3
Nintedanib	 Ofev	 Boehringer Ingelheim	 Agent for pulmonary fibrosis	 Oral	 1-P	 5
Nivolumab	 Opdivo	 Bristol-Myers Squibb	 Antineoplastic agent	 Intravenous	 Pc	 4
Olaparib	 Lynparza	 AstraZeneca	 Antineoplastic agent	 Oral	 1-P	 4
Olodaterol hydrochloride	 Striverdi Respimat	 Boehringer Ingelheim	 Bronchodilator	 Oral Inhalation	 1-S	 3
Ombitasvir, paritaprevir, ritonavir; 
dasabuvir sodium monohydrate	 Viekira Pak	 AbbVie	 Antiviral agents	 Oral	 1,4-P	 2
Oritavancin diphosphate	 Orbactiv	 The Medicines Company	 Antibacterial agent	 Intravenous	 1-S	 4
Peginterferon beta-1a	 Plegridy	 Biogen Idec	 Agent for multiple sclerosis	 Subcutaneous	 1-S	 4
Pembrolizumab	 Keytruda	 Merck	 Antineoplastic agent	 Intravenous	 Pc	 4
Peramivir	 Rapivab	 BioCryst	 Antiviral agent	 Intravenous	 1-S	 3
Perampanel	 Fycompa	 Eisai	 Antiepileptic drug	 Oral	 1-S	 4
Pirfenidone	 Esbriet	 InterMune	 Agent for pulmonary fibrosis	 Oral	 1-P	 5
Ramucirumab	 Cyramza	 Lillly	 Antineoplastic agent	 Intravenous	 Pc	 4
Siltuximab	 Sylvant	 Janssen Biotech	 Antineoplastic agent	 Intravenous	 Pc	 5
Tasimelteon	 Hetlioz	 Vanda	 Agent for non-24	 Oral	 1-P	 4
Tavaborole	 Kerydin	 PharmaDerm	 Antifungal agent	 Topical	 1-S	 3
Tedizolid phosphate	 Sivextro	 Cubist	 Antibacterial agent	 Intravenous; oral	 1-P	 4
Umeclidinium bromide/vilanterol trifenatate	 Anoro Ellipta	 GlaxoSmithKline	 Bronchodilator	 Oral Inhalation	 1,4-S	 4
Vedolizumab	 Entyvio	 Takeda	 Agent for inflammatory bowel disease	 Intravenous	 Pc	 4
Vorapaxar sulfate	 Zontivity	 Merck	 Antiplatelet agent	 Oral	 1-S	 4

aFDA classification of new drugs: 1 = new molecular entity; P = priority review; S = standard review; 4 = combination product
bNew Drug Comparison Rating: 5 = important advance; 4 = significant advantage(s); 3 = no or minor advantage(s)/disadvantage(s); 2 = significant disadvantage(s); 1 = important disadvantage(s)
cA biological approved through an FDA procedure that does not assign a numerical classification.
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(i.e., the LDL-C) rather than a patient. If a target LDL-C 
concentration is included in respected guidelines, it will 
be much easier for a PBM to deny, delay, or otherwise re-
strict coverage of a PCSK9 inhibitor based on criteria that 
are constructed around the LDL-C. The current guide-
lines include an emphasis on the consideration of multiple 
risk factors, something that employees of a PBM are not 
in a position to do.

By establishing financial and other barriers with respect 
to patients being provided with certain medications, the 
PBMs have significantly intruded into the authority and re-
sponsibilities of the health professionals who personally see, 
evaluate, and care for patients. It is the height of arrogance 
for CVS and other PBMs to contend that they are in a bet-
ter position to make therapeutic management decisions for 
patients than the physicians and other health professionals 
who are directly and personally involved in their care.

Alirocumab was approved and available for use before evo-
locumab. However, to be in a better position to negotiate 
prices, CVS made a decision to wait until evolocumab was 
approved before adding either or both agents to its list of 
covered medications. There are patients who would benefit 
from having treatment with a PCSK9 inhibitor initiated at 
the earliest possible time. However, CVS has denied the 
timely availability of alirocumab for such patients, and 
again demonstrates that it gives priority to the cost of the 
drug rather than to the best interests of patients.

A better idea

CVS employs thousands of pharmacists. Why could these 
pharmacists not play an active role in communicating  

with prescribers and patients for whom cholesterol-low-
ering medications are indicated. This would contribute 
to the provision of optimal therapy for patients, col-
laborative working relationships with prescribers, AND 
more cost-effective drug therapy. Oh, but wait! Most 
CVS pharmacists do not have time to participate in such 
communication and services. They do not have enough 
staff and time to take care of even the most basic respon-
sibilities in dispensing prescriptions, and are intimidated 
by the metrics that appear to be based on the strategy of 
turning out more prescriptions faster.

CVS has the expertise and potential within its own com-
pany (its pharmacists!) to facilitate the appropriate use 
of the PCSK9 inhibitors, and to discourage their use in 
patients for whom conventional therapy is effective and 
safe. Such an approach would benefit patients, provide 
professional fulfillment for its pharmacists, and increase 
the respect and appreciation of patients for the services 
the pharmacists provide. CVS has a great opportunity! 
However, it would require a commitment from CVS 
management to provide more staff and time for its phar-
macists to engage in this responsibility.

The CVS recommendation to identify a target LDL-C 
concentration is self-serving and based solely on drug 
cost considerations. If CVS ignores/rejects the oppor-
tunity to involve its own pharmacists in the provision 
of optimal and cost-effective use of cholesterol-lowering 
medications, its recommendation that others take an ac-
tion for which the sole motivation is the cost of the med-
ication is not credible.

Daniel A. Hussar


