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penetrant genetic mutations that
predictably result in disease, clini-
cal sequencing will enable in-
dividual screening, monitoring,
prevention, and treatment of med-
ically actionable conditions. On
the other hand, there will be a
large proportion of potentially
deleterious variants associated
with medium-sized odds ratios for
disease and variable phenotypic
predictive power. In keeping with
evidence-based clinical decision
making, such biomarkers should
be used in conjunction with clin-
ical observation, laboratory tests,
and empirical treatment to refine
estimates of the probability of
disease and treatment prognoses.
For example, knowledge about
CYP2C9 mutations in cytochrome
P-450 should lead to the develop-
ment of decision-support tools
that influence the administration
of warfarin and other drugs that
use the same metabolic pathways.

Ultimately, clinical use of se-
quencing data should reduce the
cost of care. If genetic informa-

tion can be stored, analyzed, and
disseminated in a private, cost-
effective, and timely manner, pre-
cise and affordable molecular and
genetic diagnoses should result
in more specific treatment guide-
lines and avoidance of costly diag-
nostic and therapeutic procedures.
Furthermore, supplementing clin-
ical intuition with molecular di-
agnoses in syndromes with over-
lapping symptoms may reduce
variance in diagnosis and treat-
ment outcomes between academic
medical centers and community
hospitals and clinics. Although ad-
ditional molecular and informat-
ics research is needed, we are
confident that NGS will eventu-
ally revolutionize clinical care just
as it is revolutionizing the scien-
tific endeavor.

Disclosure forms provided by the authors

are available with the full text of this article
at NEJM.org.

From the Human Genome Sequencing Cen-
ter and the Department of Structural and
Computational Biology and Molecular Bio-
physics (J.T.L.), and the Department of Mo-

GENOTYPE—PHENOTYPE CORRELATION

lecular and Human Genetics (B.H.L)., Baylor
College of Medicine; and the Howard Hughes
Medical Institutes (B.H.L.) — both in Hous-
ton; and the Medical Genetics Service, De-
partment of Pediatrics, Sainte-Justine Hospi-
tal, University of Montreal, Montreal (P.M.C.).

1. ShiY, LiY, Zhang D, et al. Exome sequenc-
ing identifies ZNF644 mutations in high
myopia. PLoS Genet 2011;7(6):e1002084
(http://dx.plos.org/10.1371/journal.pgen
.1002084).

2. Lupski JR, Belmont JW, Boerwinkle E,
Gibbs RA. Clan genomics and the complex
architecture of human disease. Cell 2011;
147(1):32-43 (http://www.pubmedcentral.nih
.gov/articlerender.fcgi?artid=3656718&tool
=pmcentrez&rendertype=abstract).

3. Davis EE, Katsanis N. The ciliopathies:
a transitional model into systems biology of
human genetic disease. Curr Opin Genet
Dev  2012;22(3):290-303  (http://www
.pubmedcentral.nih.gov/articlerender.fcgi?
artid=3509787&tool=pmcentrez&rendertype
=abstract).

4. Yang Y, Muzny DM, Reid JG, et al. Clinical
whole-exome sequencing for the diagnosis
of mendelian disorders. N Engl ] Med 2013;
369:1502-11.

5. Zuk O, Schaffner SF, Samocha K, et al.
Searching for missing heritability: designing
rare variant association studies. Proc Natl
Acad Sci U'S A 2014;111(4):E455E464 (http://
www.pubmedcentral.nih.gov/articlerender
fcgirartid=3910587&tool=pmcentrez&render
type=abstract).

DOI: 10.1056/NEJMp1400788
Copyright © 2014 Massachusetts Medical Society.

When Religious Freedom Clashes with Access to Care
I. Glenn Cohen, J.D., Holly Fernandez Lynch, J.D., M.Bioethics, and Gregory D. Curfman, M.D.

596

t the tail end of this year’s

Supreme Court term, reli-
gious freedom came into sharp
conflict with the government’s
interest in providing affordable
access to health care. In a con-
solidated opinion in Burwell v.
Hobby Lobby Stores and Conestoga
Wood Specialties Corp. v. Burwell (col-
lectively known as Hobby Lobby)
delivered on June 30, the Court
sided with religious freedom,
highlighting the limitations of
our employment-based health in-
surance system.
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Hobby Lobby centered on the
contraceptives-coverage mandate,
which derived from the Afford-
able Care Act (ACA) mandate that
many employers offer insurance
coverage of certain “essential”
health benefits, including cover-
age of “preventive” services with-
out patient copayments or deduc-
tibles. The ACA authorized the
Department of Health and Hu-
man Services (HHS) to define
the scope of those preventive
services, a task it delegated to
the Institute of Medicine, whose
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list included all 20 contraceptive
agents approved by the Food and
Drug Administration. HHS articu-
lated various justifications for the
resulting mandate, including the
fact that many Americans have
difficulty affording contraceptives
despite their widespread use and
the goal of avoiding a dispropor-
tionate financial burden on
women. Under the regulation,
churches are exempt from cover-
ing contraception for their em-
ployees, and nonprofit religious
organizations may apply for an
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“accommodation,” which shifts
to their insurance companies (or
other third parties) the respon-
sibility for providing free access.
However, HHS made no excep-
tion for for-profit, secular busi-
nesses with religious owners.
Hobby Lobby, a craft-store
chain with more than 13,000
employees, is a closely held, for-
profit corporation owned by a
Protestant family that operates
the business in accordance with
its Christian principles — for
example, donating a portion of
proceeds to Christian missions
and remaining closed on Sun-
days. The family does not object
to providing coverage for some
contraceptives, but it challenged
the mandate because it includes
contraceptive methods that the
family believes cause abortion by
preventing implantation of a fer-
tilized egg. The Mennonite own-
ers of Conestoga Wood Special-
ties raised a similar challenge.
The challenge in Hobby Lobby
was not about the Constitution
or its First Amendment. Rather,
it hinged on the Religious Free-
dom Restoration Act of 1993
(RFRA), which was Congress’s
response to a Supreme Court
decision holding that even if a
law in fact burdened religion, it
could stand as long as it was not
intended to burden religion (was
“neutral”), applied without regard
to religious beliefs or practices
(was “generally applicable”), and
was rationally related to a legiti-
mate government interest — a
low bar. RFRA was meant to give
greater protection to religion.
RFRA applies when a federal
law is deemed to “substantially”
burden a person’s exercise of re-
ligion, even if it is neutral and
generally applicable. Such laws
may be enforced against religious
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Buffer Zones, Bubble Zones, and Abortion
Clinics — Another Women’s Health Case

In 2000, concerned about clashes between antiabortion protesters
and women seeking abortions, the Massachusetts legislature
established an 18-ft radius around the entrances and driveways of
facilities providing abortions and specified that within that area,
no person could, without consent, approach within 6 ft of another
person (a so-called “bubble zone”) for the purpose of protesting,
leafleting, counseling, or education. In 2007, the legislature con-
cluded that law was not effective enough and increased its
stringency, imposing a 35-ft fixed buffer zone with few exceptions.
The law was challenged on free-speech grounds in a case called
McCullen v. Coakley, and on June 26, 2014, the U.S. Supreme
Court unanimously struck it down as unconstitutional.

The lead opinion by Chief Justice John Roberts, joined by four
other justices, noted that sidewalks and public ways hold a
“special position in terms of First Amendment protection because
of their historic role as sites for discussion and debate.” Although
it was abortion that had motivated the statute, the Court held that
the law was content- and viewpoint-neutral: it did not focus on
what was said but on where it was said, and it burdened all
speech, not merely disfavored speech. On this point, the four
remaining justices disagreed. Nevertheless, the Court held that
the statute failed the second part of the relevant constitutional
test because it was not “narrowly tailored to serve a significant
governmental interest.” In particular, though the Court recognized
that the buffer zones furthered the state’s interests in “ensuring
public safety” on streets and sidewalks and in “preserving access
to adjacent healthcare facilities,” it determined that the law
problematically criminalized not only protests, but also sidewalk
counseling, which could not be done at a distance of 35 ft. It also
found that the buffer zones burdened “substantially more speech
than necessary to achieve” the state’s interest and suggested a
plethora of less intrusive means the state could have used instead,
some of which are used in other states.

Although the decision deals another blow to abortion rights,
that blow is not as substantial as some had feared: the finding
that the law was content- and viewpoint-neutral allows for the
possibility that Massachusetts and other states could pass similar
but narrower laws. Moreover, the Court left open the future of the
floating “bubble zone” around women approaching clinics for
abortions — the strategy that Massachusetts had used from 2000
to 2007 and one that the Court upheld in a Colorado case in 2000.
Several justices, however, indicated a willingness to revisit that
decision in future litigation.
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objectors only when they further
a compelling government interest
using the least restrictive means
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available. This is the most de-
manding standard of judicial
review, and few laws meet its re-
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quirements. In a 5-to-4 decision,
the Court found that the contra-
ceptives-coverage mandate did not.

In its RFRA analysis, the Court
had to address several key ques-
tions: Are closely held, for-profit
corporations “persons” for the
purposes of RFRA protection?
Can corporations exercise reli-
gion? Does the contraceptives-
coverage mandate substantially
burden religion? Does the man-
date advance a compelling govern-
ment interest? And are there less
restrictive alternatives that would
achieve the same result?

In a ruling in which Justice
Samuel Alito wrote for the major-
ity (joined by Chief Justice John
Roberts and Justices Antonin
Scalia, Anthony Kennedy, and
Clarence Thomas), the mandate
came up short. The majority
concluded that RFRA was in-
tended to protect even for-profit
corporations and that corpora-
tions may exercise religion, reject-
ing as unreasonable any definition
of “person” that would include
some but not all corporations.

The majority also concluded
that the mandate did place a
substantial burden on the com-
panies’ religious beliefs, given the
dramatic financial consequences
of noncompliance (for example,
Hobby Lobby would have faced a
fine of $475 million per year)
and the fact that the government
had extended other exemptions
and accommodations in recogni-
tion of that burden. The majority
assumed that the government has
a compelling interest in promot-
ing free access to contraceptive
agents, but it held that the
government had failed to advance
that interest in the least restric-
tive way, given the possibility of
extending its existing exemptions
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and accommodations to for-profit
corporations.

Thus, the Court held that as
applied to closely held, for-profit
corporations with religious objec-
tions, the mandate violates RFRA.
It was careful, however, to restrict
the decision to the case before it,
refraining from opining on the
implications for other types of
employers or objections to other
health care services, which it
cautioned must be addressed on
a case-by-case basis. Nonetheless,
the case may have broad practical
impact, since approximately 90%
of all U.S. companies are closely
held, and “closely held” is not
synonymous with “small.”

Justice Ruth Bader Ginsburg
issued a sharp dissent, in which
she was joined by Justice Sonia
Sotomayor and in large part by
Justices Elena Kagan and Stephen
Breyer. Delivering her opinion
from the bench, Justice Ginsburg
underscored the burden that the
majority decision would allow to
be placed on women in favor of
religious objectors: “Today’s poten-
tially sweeping decision . . . dis-
counts the disadvantages religion-
based opt outs impose on others,
in particular, employees who do
not share their employer’s reli-
gious beliefs.”

Hobby Lobby’s outcome is of
concern to U.S. health care pro-
fessionals because our health in-
surance system is still largely
dependent on employers. Employ-
ers and employees may have fun-
damentally different perspectives
on which medical interventions
are acceptable, particularly when
the employer’s fundamental mis-
sion is not to advance specific
religious beliefs and its employ-
ees are therefore unlikely to be
drawn exclusively from its own
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religious group. The Court’s de-
cision allows the beliefs of em-
ployers of various sizes and cor-
porate forms to trump the beliefs
and needs of their employees,
potentially influencing the types
of care that will be affordable
and accessible to individuals and
permitting employers to intrude
on clinician—patient relationships.

The case also has important
implications for efforts to achieve
compromise between religious
freedom and health care access.
The Obama administration’s at-
tempts to compromise on the
contraceptives-coverage mandate
ultimately backfired, since its
efforts were used to demonstrate
that applying the mandate even
to secular employers was not nec-
essarily the only way to achieve
the government’s interests. In the
future, regulators may be less
willing to seek compromise lest
their efforts be similarly used
against them — and it is bad
news for all of us if health policy
can be made only through polar-
ization and rancor rather than
compromise. On the other hand,
in other contraceptives-mandate
cases working their way through
the courts, nonprofit religious
employers argue that the govern-
ment’s accommodations do not
go far enough in protecting their
religious freedom, essentially re-
quiring them to deputize a third
party to commit what they think
is a sin on their behalf.

Finally, in the wake of Hobby
Lobby, we may anticipate chal-
lenges to other medical services
that some religions find objec-
tionable, such as vaccinations,
infertility treatments, blood trans-
fusions, certain psychiatric treat-
ments, and even hospice care.
Hobby Lobby’s implications may
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also extend into civil rights law,
with employers asking to “opt
out” of laws intended to protect
people from employment and
housing discrimination based on
religion, race, sex, national ori-
gin, or pregnancy status. Although
the majority deemed these
slippery-slope concerns unrealis-
tic, the dissent expressed serious
concerns.

Though the decision applies
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only to closely held, for-profit
corporations, it sets a precedent
for religious exemptions that
could have sweeping implications
— and reflects the Supreme
Court’s great potential impact on
U.S. health care. Yet the Court
was applying Congress’s statute,
and Congress could, if it chose,
scale back the protection offered
to religious objectors — a good
reason to share public reactions
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to the decision with our elected
representatives.
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