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With rising healthcare costs, emergence of novel and expensive thera-
peutic options has resulted in passionate debate on strategies to guide 
efficient use of allocated healthcare resources. In recent years, health 

plans in their quest to control escalating drug costs have exponentially intensified 
focus on utilization management policies such as prior authorization (PA). It is not 
surprising that this strategy is extremely unpopular in the medical community. In 
a sobering American Medical Association survey, nearly 9 in 10 physicians viewed 
PA to have negatively impacted clinic operations and efficiency at the expense of 
patient care and engagement.1 Studies have suggested an average of 20 hours/
week of combined time spent by clinicians and operational staff on PA-related ac-
tivities with an estimated national opportunity cost of >$31 billion for all practice 
interactions with health plans.2

In 2015, the cardiovascular community enthusiastically welcomed FDA approval 
of PCSK9i (proprotein convertase subtilisin/kexin type 9 inhibitors) as an additional 
add-on therapeutic option for managing cholesterol-related cardiovascular dis-
ease risk. However, the celebrations were short-lived. Despite approved labeling 
and support by consensus statements, nearly all public and private insurers placed 
requirements of PA for PCSK9i in response to the initial price tag of $14 000 per 
year. Subsequent lukewarm support from cost-effectiveness analyses further con-
solidated payers’ position.3

In the last 4 years, it is now clear that these crude cost containment strategies, 
though effective, have not been without unintended consequences. Insights from 
large national insurance datasets have suggested nearly 4 initial denials for every 
5 prescriptions.4 Apart from high rejection rates, it is no secret that PA obtainment 
and catering to specific individual health plan requirements place heavy adminis-
trative burden on clinical practices for getting ultimate approval for nearly half of 
these cases. For both patients and clinicians, these barriers have been dishearten-
ing because of a lack of transparency for PA determination, especially in view of 
our evolving understanding that targeting the highest risk subgroups may actually 
be a true value proposition. While it is clear that these processes add barriers to 
clinical care, whether the PA rejections have consequences on patient outcomes in 
the real world has not been well documented.

In this issue of Circulation: Cardiovascular Quality and Outcomes, Myers et al5 
aim to address this specific gap in knowledge. The study highlights an important 
point on how access to PCSK9i translates into varying health outcomes in the real 
world. Myers et al using a large healthcare claims dataset, provide crude estimates 
of potential risk for cardiovascular adverse events in patients who were rejected for 
or abandoned the PCSK9i prescriptions compared with those who were approved. 
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Patients who rejected or abandoned (approved but 
did not fill the prescriptions) the drugs after limited 
use experienced a statistically 10% significantly higher 
rates of cardiovascular events than those approved for 
these drugs. While acknowledging the lack of general-
izability of the findings and the inability to account for 
differences between groups despite propensity match-
ing, higher cardiovascular disease event rates observed 
among those unable to receive or remain on PCSK9i 
are not surprising. However, at the same time, we think 
that 2 findings deserve further discussion.

First, the indiscriminate high rejection rates irrespec-
tive of baseline risk are disappointing. For example, it is 
hard to justify denying PCSK9i in every 2 out of 3 familial 
hypercholesterolemic patients with established ASCVD 
given their extremely high risk of subsequent cardiovas-
cular events. This is an important caveat that has to be 
addressed. This high-risk groups represent a low hang-
ing fruit, which the clinicians and payers can focus on. 
We advocate that a mere diagnosis of FH and ASCVD 
should suffice approval for a PCSK9i as long as LDL-C 
levels remain above reasonable thresholds after guide-
line-directed lipid lowering therapy as recommended in 
the most recent American Heart Association/American 
College of Cardiology multisociety cholesterol guideline. 
Easing restrictions for this high-risk population will not 
only bode well for mending existing distrust between cli-
nicians and payers but likely be a cost-effective approach 
leading to better cardiovascular outcomes.

Second, the abandonment rate was high in the 
patients who were initially approved for PCSK9i. Nearly 
1 in 6 patients who were approved through preau-
thorization did not fill the prescriptions. The average 
out of pocket for those not refilling approved PCSK9i 
was >$233/month. Prior studies have shown that pre-
scription abandonment is proportional to average out 
of pocket costs. The abandonment rates range from 
7.5% for those with $0 copay to 75% for patients with 
copays >$350.4 Furthermore, the authors of this study 
found that a majority of the patients who abandoned 
their prescriptions were covered by Medicare and less 
likely to be eligible for copay assistance. These finding 
remind us that merely improving the PA process will not 
suffice. Unless we have “Just Price for PCSK9i: No less 
no more,”6 cost-related medication nonadherence and 
financial toxicity will impede the regular access for the 
most vulnerable segment of our society.7

Moving forward, there are many important issues to 
consider when evaluating PA and access to PCSK9i. We 
think that the first and the most important determinant 
of this rigid PA process has been addressed to some 
extent. Last year, Amgen announced nearly a 60% 
reduction in annual cost for evolocumab, from $14 000 
to $5850. High average out-of-pocket payment was 
cited as the primary reason driving this change. This 
price change once fully implemented may provide relief 

for both payers and patients responsible for average 
out of pocket payments and can be the catalyst for long 
overdue redesign of existing PA process.

The recent American Heart Association/Ameri-
can College of Cardiology cholesterol management 
guideline provides a practical framework for guiding 
healthcare providers in initiating nonstatin therapy. For 
example, a simplified clinical decision support algorithm 
following the recommended algorithm in the guideline 
will not only streamline selection for appropriate can-
didates but can also ensure attention to critical issues 
before prescribing PCSK9i to limit downstream denials.

Organizations such as the American Heart Associa-
tion and the American College of Cardiology, apart 
from leading advocacy efforts to ease access barriers 
and providing evidence-based guidance for choosing 
appropriate candidates, can also take a leadership role 
in the development of standardized PA forms that are 
universally applicable, reflect recommendations from 
the current guidelines, and also ensure that clinicians 
are held accountable for appropriate prescription pat-
terns. We think that these collaborative initiatives will 
play a major role in countering the prevalent resistance 
by payers, allowing much needed access to appropriate 
and deserving candidates.

Although having a standard agreed on PA documen-
tation may hasten PCSK9i approvals, it does not absolve 
the significant administrative burden. For example, 
Saeed et al8 reported almost 4 to 6 hours dedicated to 
preauthorization processes per patient. However, with 
shifting, emerging health payers’ sentiment toward 
electronic PA process can reduce some of the current 
administrative liabilities. Would these strategies work? 
Recently, Kaufman et al9 reported a 97% approval for 
PCSK9i, with the adoption of a standardized evaluation 
process, proper documentation of insurance criteria for 
coverage, transitioning from a paper to electronic for-
mat for insurance application, and, with time, improved 
communication with insurance companies in response 
to denials.

While we strongly advocate redesigning the PA docu-
mentation process, at the same time, we also encourage 
the clinical community to align prescribing practices with 
existing evidence-based recommendations. For example, 
in the current study, more than a quarter of patients pre-
scribed PCSK9i reported no use of statin; with nearly 6 
out of every 10 patients prescribed not reporting high-
intensity statin therapy use in the last 12 months. While 
one can speculate that most of these patients may have 
severe statin-associated side effects allowing no use, 
the general consensus is that a great majority of these 
patients can tolerate some dose of statin therapy. There-
fore, every effort should be made to document statin-
associated side effects to at least 2 different statins with 
1 at the lowest therapeutic daily dose of a statin before 
prescribing PCSK9i specifically for statin-associated side 
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effects in high-risk patients. These efforts can have sig-
nificant downstream economic implications as well. We 
have recently demonstrated that maximizing and opti-
mizing use of statins and ezetimibe could lead to a nearly 
60% reduction in PCSK9i eligibility with significant cost 
savings to health systems.10

In conclusion, as the market forces have led to sig-
nificant reduction in PCSK9i prices, we think that the 
cardiovascular community is right to question these 
persistent obstacles in providing the right care for the 
right patient. In its current form, there are clear unin-
tended consequences of PA that are not only having 
a toll on patient care and satisfaction but possibly on 
preventable outcomes as underscored by Myers et al 
in the current study. At the same time, if our medical 
community truly aspires to overcome these blunt cost 
containing instruments, it is critical that clinicians are 
mindful of limited available resources as well as broader 
societal cost opportunities in our prescribing practices. 
Status quo is not an option anymore for parties on both 
sides of the aisle. We are optimistic that common-sense 
collaboration around value-based pricing, appropriate 
candidate selection, maximum use of evidence-based 
therapies before considering PCSK9i, streamlining, and 
eventual easing of PA policies will alleviate suffering for 
stakeholder we all care the most: our patients.

ARTICLE INFORMATION

Correspondence
Khurram Nasir, MD, MPH, MSc, 1 Church St, Suite 200, New Haven, CT 06510. 
Email khurram.nasir@yale.edu

Affiliations
Department of Medicine, Section of Cardiovascular Medicine, Yale School of 
Medicine, New Haven, CT (K.N.). Center for Outcomes Research and Evaluation, 
Yale New Haven Health, CT (K.N., S.A.). Michael E. DeBakey Veterans Affairs 
Medical Center and Baylor College of Medicine, Houston, TX (S.S.V.).

Disclosures
Dr Virani reports receiving grant support from Department of Veterans Af-
fairs, World Heart Federation, and Honorarium from the American College of 
Cardiology (Associate Editor for Innovations, www.acc.org). The other authors 
report no conflicts.

REFERENCES
 1. American Medical Association. 2018 AMA Prior Authorization (PA) 

Physician Survey. https://www.ama-assn.org/system/files/2019-02/prior-
auth-2018.pdf. Accessed June 18, 2019.

 2. Casalino LP, Nicholson S, Gans DN, Hammons T, Morra D, Karrison T, 
Levinson W. What does it cost physician practices to interact with health 
insurance plans? Health Aff (Millwood). 2009;28:w533–w543. doi: 
10.1377/hlthaff.28.4.w533

 3. Arrieta A, Hong JC, Khera R, Virani SS, Krumholz HM, Nasir K. Updated 
cost-effectiveness of PCSK9 inhibitors from the perspectives of the health 
system and private payers: insights derived from the FOURIER trial. JAMA 
Cardiol. 2017;2:1369–1374. doi: 10.1001/jamacardio.2017.3655

 4. Navar AM, Taylor B, Mulder H, Fievitz E, Monda KL, Fievitz A, Maya JF, 
Lopez JAG, Peterson ED. Association of prior authorization and out-of-
pocket costs with patient access to PCSK9 inhibitor therapy. JAMA Car-
diol. 2017;2:1217–1225. doi: 10.1001/jamacardio.2017.3451

 5. Myers KD, Farboodi N, Mwamburi M, Howard W, Staszak D, Gidding S, 
Baum SJ, Wilemon K, Rader DJ. Effect of access to prescribed PCSK9 
inhibitors on cardiovascular outcomes. Circ Cardiovasc Qual Outcomes. 
2019;12:e005404. doi: 10.1161/CIRCOUTCOMES.118.005404

 6. Nasir K. Just price for PCSK9 inhibitors: no less, no more. J Am Heart As-
soc. 2018;7:e010884. doi: 10.1161/JAHA.118.010884

 7. Valero-Elizondo J, Khera R, Saxena A, Grandhi GR, Virani SS, Butler J, 
Samad Z, Desai NR, Krumholz HM, Nasir K. Financial hardship from medi-
cal bills among nonelderly U.S. adults with atherosclerotic cardiovascu-
lar disease. J Am Coll Cardiol. 2019;73:727–732. doi: 10.1016/j.jacc. 
2018.12.004

 8. Saeed A, Virani SS, Jones PH, Nambi V, Zoch D, Ballantyne CM. A sim-
plified pathway to proprotein convertase subtilisin/kexin type 9 inhibi-
tor prior authorization approval: a lipid clinic experience. J Clin Lipidol. 
2017;11:596–599. doi: 10.1016/j.jacl.2017.02.015

 9. Kaufman TM, Warden BA, Minnier J, Miles JR, Duell PB, Purnell JQ, 
Wojcik C, Fazio S, Shapiro MD. Application of PCSK9 inhibitors in practice. 
Circ Res. 2019;124:32–37. doi: 10.1161/CIRCRESAHA.118.314191

 10. Virani SS, Akeroyd JM, Nambi V, Heidenreich PA, Morris PB, Nasir K, 
Michos ED, Bittner VA, Petersen LA, Ballantyne CM. Estimation of eligibil-
ity for proprotein convertase subtilisin/kexin type 9 inhibitors and associ-
ated costs based on the FOURIER trial (further cardiovascular outcomes re-
search with PCSK9 inhibition in subjects with elevated risk): insights from 
the department of veterans affairs. Circulation. 2017;135:2572–2574. 
doi: 10.1161/CIRCULATIONAHA.117.028503

D
ow

nloaded from
 http://ahajournals.org by on July 23, 2019

mailto:khurram.nasir@yale.edu



