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STATEMENT OF IDENTITY AND INTEREST OF AMICUS CURIAE

Founded in 1887, the North Dakota Medical Association is the professional
membership association for active and retired physicians, residents, and medical
students in North Dakota. The Association’s membership is comprised of more
than 1,600 members who represent all medical specialties and all practice settings
in the State. The mission of the Association is to promote the health and well-
being of the citizens of North Dakota and to provide leadership to the medical
community.

The North Dakota Medical Association’s interest in this case is in
protecting the primacy of the medical judgment of its members in advising North
Dakotans about medical decisions. Further, the Association strongly objects to the
inappropriate importation of an inapplicable FDA regulatory regime into the law
at issue. The Association respectfully submits that its expert views as a body of
trained medical professionals may be of assistance to the Court as it considers the

important medical questions and policies at issue in this dispute.”

* No party’s counsel authored the brief in whole or in part; no party or party’s
counsel contributed money that was intended to fund preparing or submitting the
brief; and no person, other than the amicus curiae, its members, or its counsel,
contributed money that was intended to fund preparing or submitting the brief.



ARGUMENT

The North Dakota Medical Association, based on the training and
experience of its members, raises two objections to the legislation at issue in this
appeal (“the Act”). See H.B. 1297, 62d N.D. Legis. Sess. (2011). First, the Act
intrudes on the private relationships between North Dakotans and their physicians,
to the determent of those relationships and the health and safety of patients.
Second, the Act inappropriately invokes the Food and Drug Administration’s
marketing approval process in its mandates and requires physicians to violate
prevailing standards of care and good medical judgment. These objections rest on
the Association’s profound concemn for the health and well-being of its members’
patients, rather than any particular ideological view regarding the social issues
implicated by the Act. The Association respectfully submits this brief to inform
the Court about the risks and dangers of countenancing the policies the Act
embodies. The Association thus urges the Court to affirm the District Court’s
judgment.

I The Act Intrudes on the Private Relationships Between North
Dakotans and Their Physicians.

Reproductive healthcare is a private matter between patient and physician.
Safe and effective healthcare regarding such a personal topic depends on a strong
patient-physician relationship. The North Dakota Medical Association supports

affirmance in this case to protect that relationship from government intrusion. The



Act represents unsound and dangerous medical policy, and the District Court’s
order enjoining its enforcement should be affirmed.

The Act intrudes on the patient-physician relationship in three concrete
ways. First, following the Act’s treatment protocol, a physician is required to
administer three times more medication than a patient needs. Second, the
physician is required to instruct the patient to appear at the clinic during a time
when it is safer for the patient to remain at home. Third, the physician is required
to give the patient erroneous and dangerous instructions regarding what the patient
should do if she experiences a medical emergency. All of these intrusions force a
physician to violate prevailing standards of medical care and good medical
judgment.

Last year, the North Dakota Medical Association expressed its strong
disapproval of and policy against “interference by the government and third
parties that causes a physician to compromise his or her medical judgment as to
what information or treatment is in the best interest of the patient.”! Specifically,
the Association opposes laws “that interfere with the patient-physician relationship
or that prevent physicians from freely discussing with, or providing information
to, patients about medical care and procedures, or which direct physicians to

provide specified information or perform specified tests that are not medically

! Protecting The Patient-Physician Relationship, N.D. Med. Ass’n House of
Delegates Res. 4 (Oct. 22, 2012).



necessary.”? Such laws “put physicians in an untenable position of risking
disciplinary proceedings or criminal prosecution” and “interfere with patient
safety and with the patient’s ability to have access to adequate medical
information.™

In addition to North Dakota’s physicians, many national physician
organizations have objected to legislative intrusion into the physician-patient
relationship. For example, representatives of the American Academy of Family
Physicians, the American Academy of Pediatrics, the American College of
Obstetricians and Gynecologists, the American College of Physicians, and the
American College of Surgeons wrote to the New England Journal of Medicine to
object to a rising tide of laws that “inappropriately infringe on clinical practice and
patient-physician relationships, crossing traditional boundaries and intruding into
the realm of medical professionalism.” These laws relate to a wide range of
medical care, including preventive medicine, end-of-life decision-making,
exposure to potential carcinogens, and family planning.> This is harmful because
“[1]egislative mandates regarding the practice of medicine do not allow for the

infinite array of exceptions—cases in which the mandate may be unnecessary,

21d.
31d.

* Steven E. Weinberger, M.D., et al., Legislative Interference with the Patient-
Physician Relationship, 367 New Eng. J. Med. 1557, 1557 (2012).

5 1d. at 1557-58.



inappropriate, or even harmful to an individual patient.”® If this Court does not
recognize the importance of the relationships between North Dakota physicians
and their patients, it will give tacit approval to erosion of this relationship on any
number of topics and in any number of ways.

It is a common misconception that legislative mandates regarding medical
care and practice are limited to the realm of reproductive healthcare. In fact, in
recent years, legislatures across the nation have seen fit to impose a variety of
mandates on their state’s physicians that intrude into the traditionally private
relationship between physicians and their patients. These laws have prompted
physicians to object to the emerging trend, regardless of their individual views on
the social issues implicated by such laws.”

The American College of Physicians (ACP) recently cataloged examples of
these laws and articulated the deleterious effects they have on the ethical practice
of medicine and the protection of patients’ autonomy.? Examples abound from
areas of medicine dissimilar to that at issue in this case. In one state, proposed
legislation would have invalidated do-not-resuscitate orders and required them to
be reconsidered in accordance with a government-mandated regime.’ In other

states, physicians are required by law to provide inaccurate information about

6 1d. at 1558.

7 American College of Physicians, Statement of Principles on the Role of
Governments in Regulating the Patient-Physician Relationship (July 2012).

*1d.
°1d. at 3.



mammograms.'® Another law imposes criminal penalties on physicians who do
not have an end-of-life planning conversation with their patients in a government-
approved manner.!! These laws “inappropriately infringe on clinical medical
practice and patient-physician relationships . . . and could compromise patient
safety.”" In response, the ACP has adopted principles, which provide, in
pertinent part, that “[p]atients should not be required to undergo tests or
interventions, especially invasive and potentially harmful interventions, that
violate the patient’s values, are not medically necessary, and are not supported by
scientific evidence on clinical effectiveness or could expose the patient to
unnecessary risk, and physicians should not be required to provide such
services.””

In this case, if the Act is given effect, three concrete intrusions into the
patient-physician relationship will become law. First, following the Act’s
treatment protocol, a physician would be required to administer medications in a
manner inconsistent with prevailing clinical practice. The protocol mandates that
a physician administer three times an appropriate dose of a medication via a
clinically inappropriate route. Second, a physician is required to instruct his or her

patient to present herself at a clinic for an appointment that is not clinically

1014,
1d. at 5.
12 1d, at 2.
¥1d. at 7.



necessary or advisable. Third, the physician is required to erroneously inform a
patient that, in the event of an emergency, the patient should take actions other
than seeking care at the closest appropriate hospital. All of these intrusions force a
physician to violate prevailing standards of medical care and good medical
judgment. They invade the physician-patient relationship because patients cannot
be sure that their physicians are prioritizing patient needs, as opposed to
extraneous legal mandates. Sound clinical practice rests on a physician’s deep
knowledge of the medical sciences honed over years of training and experience.
This Court should uphold a physician’s ability to accurately convey and
implement that knowledge to advise a patient in medical decision-making.

The medical techniques and protocols at issue in this case are the subject of
ongoing scholarly research and discourse. This discourse belongs in medical
journals and schools, not in the state house or the courthouse. This discourse
results in judgments that belong in the hands of physicians informed by
professional enquiry, education, and experience, not in the hands of law-makers,
all too often driven by politics, partisanship, and pandering. And in North
Dakota’s hospitals, clinics, and homes, when this discourse meets reality as a
patient decides on a course of treatment with a physician’s guidance, there is no
room for governmental intrusion. Because if laws like the Act crowd physicians

and patients out of the exam room, patients will go elsewhere. The risks of



turning elsewhere, where there are no physicians, have been documented for
generations.' Those risks are mortal.®

II.  The Act Inappropriately Invokes the Food and Drug Administration’s
Marketing Approval Process in its Mandates.

The marketing, sale, and use of prescription medications in the United
States are the subjects of a complex web of federal and state statutes, regulations,
and oversight. The U.S. Food & Drug Administration (FDA) plays a prominent,
but by no means exclusive role, in this web. The Act ham-handedly invokes the
FDA'’s role by incorporating the FDA’s medication marketing approval process,
which the Act claims produces a “document that delineates how a drug is to be
used according to the federal food and drug administration [sic].” H.B. 1297 § I,
62d N.D. Legis. Sess. (to be codified at N.D.C.C. § 14-02.1-02). The Act
misconstrues the document at issue, the FDA’s role in its creation and distribution,
and its meaning and effect in the practice of medicine.

The North Dakota Medical Association opposes the legislature’s invocation
of the FDA’s marketing approval process in structuring the Act. The District
Court found that the Act, by incorporating the FDA’s approved marketing

materials, required a 600 milligram dose of Mifeprex despite that it is the

" Phillip G. Stubblefield, M.D., & David A. Grimes, M.D., Septic Abortion, 331
New Eng. J. Med. 310, 310-14 (1994).

1A, Presley, M.D., & W.E. Brown, M.D., Lysol-Induced Criminal Abortion, 8
Obstetrics & Gynecology 368, 368-370 (1956).



universally recognized standard of care to administer only 200 milligrams.'® (A.
179.) Unnecessarily exposing women to a higher dosage of medication may result
in increased patient side effects including nausea, vomiting, diarrhea, among
others. The increased dosage increases the cost of the procedure by at least $170
at a clinic where approximately 40% of the patients fall below the federal poverty
level. (A. 179.) The District Court also found that the Act requires that the route
and dosage of the second medication, misoprostol, vary from the standard of care.
(A. 180.) It found that most of the clinic’s patients travel long distances; about
two-thirds travel more than two hours one-way. (A. 181.) Thus, if the Act’s
requirement that a patient make a third, unnecessary trip to the clinic is followed,
most of the clinic’s patients “will experience the process of expulsion in a car, rest
stop, or some equally inappropriate and discomfiting location.” (A. 182.)

The District Court based its decision on its findings of fact after a full trial
in Cass County. (A. 154-202.) It explicitly found that the State’s sole scientific
expert was not credible. (A. 167.) Further, it found that the Red River Women’s
Clinic served an “extensive geographic area,” which meant that imposing a
protocol requiring a third trip to the clinic to complete the procedure would be
especially burdensome on its patients. (A. 183.) These findings, and many others,

are specific to this clinic in this State.

16 The District Court also appropriately found that, as written, the Act amounted to
a complete procedural ban, which is objectionable simply because it denies
patients access to a constitutionally-protected medical procedure. (A. 176.)



As a result, the recent decision of a federal trial court in Texas should not

guide the Court in this case. See Planned Parenthood of Greater Tex. Surgical

Health Servs. v. Abbott, No. 1:13-CV-862, 2013 WL 5781583, at *7-11 (W.D.

Tex. Oct. 28, 2013). In Planned Parenthood, the Texas court ultimately held that,

as to a new Texas statute, “the medication-abortion provisions may not be
enforced against any physician who determines, in appropriate medical judgment,
to perform a medication-abortion using the off-label protocol for the preservation
of the life or health of the mother.” Id. at *11."” The Texas court thus, applying
federal law, did not extend its holding to invalidate the forced-adherence to the
“FDA protocol” in all cases, as the District Court did in this case after making its
findings of fact. See id.

It is axiomatic that this Court does “not reweigh the evidence or reassess
credibility when there is evidence to support a district court’s findings.” Dvorak
v. Dvorak, 2006 ND 171, 9 11, 719 N.W.2d 362. This Court “will not reverse a
district court’s decision merely because we might have reached a different result.”
Id. This Court “will not retry a case; if there is reasonable evidence in the record

to support the district court’s decision, we will affirm.” Ramstad v. Biewer, 1999

ND 23, 9 18, 589 N.W.2d 905. Further, the State has expressly waived any

objections to the District Court’s findings of fact (Br. at 3), making it appropriate

17 Notably, a subsequent appellate court order granting a stay pending appeal
merely modified this portion of the trial court’s decision. See Planned Parenthood
of Greater Tex. Surgical Health Servs. v. Abbott, No. 13-51008, 2013 WL
5857853, at *6-9 (5th Cir. Oct. 31, 2013).

10



to affirm those findings in this case, see Weeks v. N.D. Workforce Safety & Ins.

Fund, 2011 ND 188, q 8, 803 N.W.2d 601, including any findings that may be
contrary to findings of other courts in other states deciding other cases.

The State repeatedly refers to the Act’s prescriptions as the “FDA-approved
protocol.” (See Br. at 20.) This mischaracterization is based on the statute, which
erroneously claims that the FDA has created a “document that delineates how a
drug is to be used.” H.B. 1297 § 1. The District Court found this characterization
flawed in that the FDA’s approval of marketing materials “does not define medical
standards of care or impose any restrictions on the practice of medicine.” (A.
177.) Further, medically-appropriate use that diverges from the marketing
materials “is neither prohibited nor discouraged by the FDA.” (A. 178.)

The amicus brief of forty-nine legislators perpetuates the Act’s inaccuracy,
claiming that the statute “simply requires that the regimen be administered in the
way deemed safest by the FDA.” (Br. at 2.) This misapprehension of federal food
and drug law illustrates the fundamental problem with invoking the FDA’s
marketing approval process in a state medical restriction statute—the two are not
intended to achieve the same ends. Melding the two conflates unrelated issues.
The legislators call it the “the FDA-approved protocol” (Br. at 12) and later claim
that “adequate alternatives exist for women who are past the 49-day gestational
limit imposed by the FDA” (Br. at 18 (emphasis added)). Neither of these

characterizations reflects reality.

11



The FDA does not “approve” protocols for use in clinical practice; rather,
the FDA approves marketing materials when a medication is introduced to the
market. (A. 177.) The approved marketing materials are static in that they do “not
provide any information regarding advances in the relevant medical sciences™
since the experiments upon which they are based were performed. (A. 177.)
Using medications in ways not contemplated by the approved marketing materials
is referred to as “off-label” usage. N.D.C.C. § 26.1-36-06.1(1)(c).

“Qff-label” use of medication is a routine and medically appropriate
practice protected by North Dakota and federal law. North Dakota has recognized
the importance of protecting appropriate off-label use of prescription medication.
See N.D.C.C. § 26.1-36-06.1. State law prohibits an insurance company from
refusing to pay for off-label use of a medication so long as the use is recognized in
“standard reference compendia or medical literature.” Id. § 26.1-36-06.1(2). This
sensible prohibition is consistent with federal law, which also recognizes the
primacy of physician decision-making concerning the use of approved
medications. The FDA has recently and specifically reaffirmed its long-standing
recognition that off-label usage is appropriate.'s According to the FDA, “[o]nce a

product has been approved for marketing, a physician may prescribe it for uses or

18 U.S. Food and Drug Administration, “Off-Label” and Investigational Use Of
Marketed Drugs, Biologics, and Medical Devices - Information Sheet,”
http://www.fda.gov/regulatoryinformation/guidances/ucm126486.htm (Aug. 10,
2011); U.S. Food and Drug Administration, Use of Approved Drugs for Unlabeled
Indications, FDA Drug Bull., Apr. 1982, at 4-5.

12



in treatment regimens or patient populations that are not included in approved
labeling.”"® Further, “[t]he term ‘unapproved uses’ is, to some extent, misleading”
because “accepted medical practice often includes drug use that is not reflected in
approved drug labeling,” and “[w]ith respect to its role in medical practice, the
package insert is informational only.”?°

Drug manufacturers have a diminished incentive to pursue formal
modification of approved medication labels because off-label use is legally sound
and medically appropriate.?' Therefore, according to the American Society of
Health-System Pharmacists, “a product’s labeling sometimes fails to represent the
most current therapeutic information for a drug, and situations naturally occur
when it is appropriate to prescribe drugs for unlabeled uses.”? Nevertheless,
“[t]he prescribing, dispensing, and administration of FDA-approved drugs for
uses, treatment regimens, or patient populations that are not reflected in FDA-
approved product labeling often represent a therapeutic approach that has been
extensively studied and reported in medical literature.” That is why off-label

usage is “not indicative of inappropriate usage.”*

1 Use of Approved Drugs for Unlabeled Indications at 5.

20.@_-.

2l American Society of Hospital Pharmacists, ASHP Statement on the Use of
Medications for Unlabeled Uses, 49 Am. J. Hosp. Pharm. 2006, 2006-08 (1992).

ZZL‘-
23&
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The Act’s invocation of the FDA’s marketing approval practice rests on the
false premise that the FDA has “approved” the mechanism of usage described in
those marketing materials. The FDA’s role, purpose, and statutory mandate do not
serve this end. Arguing otherwise is analogous to claiming that when a District
Court probates a will, it “approves” the decedent’s decision to leave his
possessions to his favorite charity and requires all others to do the same, forever.

The Act’s required adherence to an outmoded protocol for administration of
the drugs at issue is especially egregious because it forces North Dakota’s
physicians to administer three times the clinically appropriate dose of Mifeprex.

It forces physicians to set aside their medical knowledge, training, and experience
and practice medicine in a manner not consistent with the prevailing standard of
care. The Act thus compels a physician to violate his or her oath to “serve the

225

highest interests of my patients through the practice of my science and my art.

CONCLUSION

For the foregoing reasons, the amicus curiae North Dakota Medial

Association respectfully requests that this Court affirm the District Court’s

judgment.

3 Weill Cornell Medical College, Hippocratic Oath (2005).
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“Society has conferred professional prerogatives on physicians with the expectation that
they will use their position for the benefit of patients. Inn turn, physicians are responsible
and accountable to society for their professional actions. Society grants each physician the
rights, privileges, and duties pertinent to the patient—physician relationship and has the
right to require that physicians be competent and knowledgeable and that they practice
with consideration for the patient as a person.”

- ACP Ethics Manual (sixth edition, 2012)'

Introduction

The physician’s first and primary duty is to put the patient first. To accomplish
this duty, physicians and the medical profession have been granted a privileged
position in society conferred by society and government.*

Several states have proposed or adopted legislation and/or regulations,
however, that interfere, or have the potential to interfere, with appropriate
clinical practice by (1) prohibiting physicians from discussing with or asking
their patients about risk factors that may affect their health or the health of their
families, as recommended by evidence-based guidelines of care; (2) requiring
physicians to discuss specific practices that in the physician’s best clinical judg-
ment are not individualized to the patient; (3) requiring physicians to provide
diagnostic tests or medical interventions that are not supported by evidence or
clinical relevance; or (4) limiting information that physicians can disclose to
patients. This paper provides a framework for broadly addressing these issues
without expressly taking positions on the controversial and related issues of
abortion, reproductive rights, and gun control.

Of particular concern are laws and regulations that require physicians to
provide care not supported by evidence-based guidelines and/or not individu-
alized to the needs of the specific patient. Although it may be difficult to
distinguish between mandates that interfere with clinical practice versus those
that promote good public health, this paper attempts to provide a framework
with principles that can provide some guidance. The need to address these
issues was discussed in April by the Board of Regents, which charged the Health
and Public Policy Committee (HPPC), with input from the Ethics,
Professionalism and Human Rights Committee (EPHR), to develop a policy
framework on laws and regulations that:

1) Prohibit physicians from discussing with or asking their patients about
risk factors that may affect their health or the health of their families, as
recommended by evidence-based guidelines of care;

2) Require physicians to discuss specific practices if, in the physicians’ best
clinical judgment, it is not necessary or appropriate at the time of a
specific patient encounter; or

3) Require physicians to provide—and patients to receive—diagnostic
tests or medical interventions that are not supported by evidence-based
guidelines, especially if such tests or interventions are invasive and
required to be provided without the patient’s expressed consent.
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Background

“The physician’s first and primary duty is to the patient...[T]he physician’s
professional role is to make recommendations on the basis of the best available
medical evidence and to pursue options that comport with the patient’s unique
health needs, values, and preferences.” In an increasingly complex health
care system, physicians have an obligation to help patients understand clinical
recommendations to enable them to make informed choices among all appro-
priate care and referral options.'

Government plays a key role in helping to provide the framework within
which physicians carry out their ethical obligations. The many appropriate
roles of government include licensing, protecting and improving public health,
determining the safety and effectiveness of drugs and medical devices, and
supporting medical education, training, and research, among others.

The federal government plays a major role in assuring public health,
safety, and welfare. Responsibilities include a broad range of functions, such as
approving drugs and medical devices for safety and effectiveness, assuring that
drugs are manufactured according to proper dosages in safe and uncontami-
nated facilities, sponsoring clinical health research, supporting the education
and training of the physician workforce, assuring a safe environment, and
protecting and improving public health. The federal government has a major
role in protecting the health and welfare of vulnerable populations, including
the elderly (Medicare), the poor and disabled (Medicaid), children (CHIP),
veterans (VHA), and other disadvantaged or special needs groups.

All states also have laws and regulations to protect public health, safety, and
welfare. State medical practice acts “protect the public from the unprofessional,
improper, incompetent, unlawful, fraudulent and/or deceptive practice of
medicine.” State medical boards regulate the practice of medicine and grant
privileges to practice under these laws. The primary responsibility and obligation
of the state medical board is to protect the public. They establish requirements
for licensure, administer licensure examinations, evaluate the medical education
and training of applicants, evaluate previous professional performance of appli-
cants, and establish and administer disciplinary procedures.’ In doing so, they
ensure patients that licensed physicians meet professional standards of care,
ethics, and professionalism that, if not met, could compromise patient safety.

These medical practice acts generally defer to the profession to establish
and maintain standards of medical and ethical practice. However, medical
practice acts can also be quite specific in directing physician behavior. Some
state laws require specific actions by physicians and other health care
professionals. Examples include laws and regulations requiring immunizations;
screening for specific diseases; reporting contagious diseases, suspected cases of
child/domestic partner abuse, and reporting of impaired drivers and neglected
care of patients in nursing homes and other institutions; rules concerning the
treatment of minors; and regulations of hospice care, to name a few. However,
legislation can be slow and cumbersome in responding to medical advances or
changes in scientific knowledge.

Examples of Legislation and Regulations that Appear to Interfere
with Appropriate Clinical Medical Practice and Intrude on the
Patient-Physician Relationship

Some recent laws and proposed legislation appear to inappropriately infringe
on clinical medical practice and patient-physician relationships, crossing
traditional boundaries and intruding into the realm of medical professionalism
and could compromise patient safety.

(38
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Mandated Treatment and Procedures

Legislation in Alaska* would allow patients and families to override a physician’s
do-not-resuscitate (DNR) order. This legislation fails to recognize the low
success rate of cardiopulmonary resuscitation (CPR) and that CPR attempts
could be harmful and painful for patients with extremely advanced medical
conditions. As stated in the Ethics Manual, “Intervention in the case of a
cardiopulmonary arrest is inappropriate for some patients, particularly those for
whom death is expected, imminent, and unavoidable.” ACP policy allows for
unilateral DNR orders by physicians: “In the circumstance that no evidence
shows that a specific treatment desired by the patient will provide any medical
benefit, the physician is not ethically obliged to provide such treatment
(although the physician should be aware of any relevant state law). The physi-
cian need not provide an effort at resuscitation that cannot conceivably restore
circulation and breathing, but he or she should help the family to understand
and accept this reality.” And, according to the Charter on Professionalism:
“Physicians must have respect for patient autonomy. Physicians must be
honest with their patients and empower them to make informed decisions about
their treatment. Patients’ decisions about their care must be paramount, as
long as those decisions are in keeping with ethical practice and do not lead to
demands for inappropriate care.” The Alaska legislation stipulates that all
previously established health care directives and DNR orders become null and
void if they are not in accord with the new law.*

In Connecticut, Texas, and Virginia, physicians providing mammograms are
required to notify women about their breast density and potential benefits of
additional screening. In vetoing legislation (SB 791) in California with similar
requirements, Gov. Edmund G. Brown Jr. raised concerns about the potential
anxiety that such breast density information might provoke. He warned, “The
notice contained in this bill goes beyond information about breast density. It
advises that additional screening may be beneficial. If the state must mandate a
notice about breast density — and I am not certain it should - such a notice must
be more carefully crafted, with words that educate more than they prescribe.”™

Arizona women seeking an abortion must have an ultrasound at least 24
hours before the procedure. Under a recently signed law in Wisconsin, doctors
must have three office visits with a woman before prescribing a drug-induced
abortion. They also must determine that the woman is not being coerced into
the procedure. Physicians who fail to abide by the mandate could be subject to
criminal penalties, including imprisonment. In a number of other states, laws
also place requirements on abortions.*

In Virginia, a bill would have required women to have fetal ultrasound
imaging for the purpose of determining gestational age before receiving an
abortion.” As an external ultrasound would not be able to provide the mandated
information early in pregnancy, this legislation would have resulted in the use
of transvaginal ultrasound, as determined by her physician, for a woman in the
very early stages of pregnancy. In a letter urging Virginia Governor Bob
McDonnell to veto the bill, ACP’s Virginia Chapter noted, “[W]e believe that
this legislation represents a dangerous and unprecedented intrusion by the
Commonwealth of Virginia into patient privacy and that it encroaches on
the doctor-patient relationship.” The letter continued, “[T]his legislation
interferes with physicians’ ability to make sound clinical judgments based on
medical reasoning and in the best interest of our patients.™ A modified bill,
which requires external ultrasound only, was signed into law by Governor Bob
McDonnell in March 2012.° Any physician who fails to comply is subject to a
$2500 civil penalty. Although abortion laws will not be the focus of the position
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paper since this procedure is not within the routine practice of internal
medicine, we note the issue here because of its prominence in debates about
government mandates. It is our goal to develop principles that will be applicable
in analyzing a wide variety of laws and regulations.

Prohibited Speech

Laws that restrict the content of patient-physician communications are
problematic, especially considering that “[Physicians must provide information
to the patient about all appropriate care and referral options.”™

In Florida, legislation expressly restricted health care practitioners from
asking patients questions related to gun safety or recording information from
those conversations in patients’ medical records on penalty of harsh disciplinary
sanctions, including fines and permanent revocation of their licenses to practice
medicine.' Under the law, physicians, following established protocol by
informing patients how they may limit the lethal risks posed by firearms, could
be at risk of losing their medical licenses. The ACP Florida Chapter joined in
an amicus brief arguing that the law would deprive physicians and other health
care practitioners of their First Amendment right to freedom of speech, and also
would deprive patients of their First Amendment rights to receive potentially
life-saving information regarding safety measures they can take to protect their
children, families, and others from injury or death resulting from unsafe
storage or handling of firearms." The federal district court judge agreed, and
a permanent injunction (subject to appeal) has been issued preventing the law
from being enforced."

In Pennsylvania, physicians can access information about chemicals used in
the “fracking” process to extract oil and natural gas, but they are prohibited
by law from discussing their findings with patients who may be suffering
from consequent harm. Fracking can involve injecting into the ground toxic
chemicals, such as benzene, toluene, ethylbenzene, and xylene."” Low levels of
exposure to those chemicals can trigger headaches, dizziness, and drowsiness,
while higher levels of exposure may cause cancer. The law" requires mining and
drilling companies to disclose the identity and amount of any chemicals used in
fracking fluids upon written request of any health professional seeking the
information in order to diagnose or treat a patient that may have been exposed
to a hazardous chemical, though health professionals seeking this information
must sign a confidentiality agreement stating that they will not disclose the
information. However, there is some controversy over whether the law does or
does not allow for disclosure to the patient for the purpose of diagnosis and
treatment. The following are relevant sections of the statute:

(10) A vendor, service company, or operator shall identify the specific
identity and amount of any chemicals claimed to be a trade secret or
confidential proprietary information to any health professional who
requests the information in writing if the health professional executes
a confidentiality agreement and provides a written statement of need
for the information indicating all of the following:

(i) The information is needed for the purpose of diagnosis or
treatment of an individual,
(if) The individual being diagnosed or treated may have been
exposed to a hazardous chemical.
(iii) Knowledge of information will assist in the diagnosis or
treatment of an individual.
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(11) If a health professional determines that a medical emergency exists
and the specific identity and amount of any chemicals claimed to be a
trade secret or confidential proprietary information are necessary for
emergency treatment, the vendor, service provider, or operator shall
immediately disclose the information to the health professional upon a
verbal acknowledgment by the health professional that the information
may not be used for purposes other than the health needs asserted
and that the health professional shall maintain the information as
confidential. The vendor, service provider, or operator may request,
and the health professional shall provide upon request, a written
statement of need and a confidentiality agreement from the health
professional as soon as circumstances permit, in conformance with
regulations promulgated under this chapter."

Examples of Other Government Requirements that May be
Inappropriate

Laws also govern vaccination of children, with many allowing exemptions
for children with medical contraindications confirmed by a physician and
exemptions for religious objections or personal beliefs. Concerned that the
personal belief exemption is undermining immunization rates, physicians have
supported recent bills in Washington state, Vermont, and California to either
(1) make the exemption more difficult to obtain by requiring parents to get a
physician or nurse practitioner signature affirming they have been provided the
parent(s) information on the benefits and risks of immunization and the health
risks of communicable diseases covered by the state vaccine mandate, or (2)
eliminate the personal belief exemption altogether."

Legislation in New York requires physicians and other health care practi-
tioners, starting in 2011, to offer terminally ill patients “information and
counseling regarding palliative care and end-of-life options appropriate to the
patient, including...prognosis, risks and benefits of the various options; and the
patient’s legal rights to comprehensive pain and symptom management.”
Although the law only requires that the clinician offer to provide information,
the Medical Society of the State of New York and others have criticized the law
as failing to recognize the complexity and uncertainty involved in end-of-life
discussions among a patient, the family, and his or her physician.'*"” Failure to
comply with this law can result in fines of up to $5,000 for repeated offenses,
and a jail term of up to 1 year for willful violations. California adopted a
similar law in 2009. The California Medical Society did not oppose it, but had
opposed an earlier version that would have required doctors to specifically
tell terminally ill patients about alternatives, such as palliative sedation and
refusing food and water to speed the dying process."

ACP Principles on the Role of Governments and Legislation
in Regulating the Patient-Physician Relationship

“Through legislation, administrative action, or judicial decision, govermment is increas-
ingly involved in medical ethics. The convergence of various forces—scientific advances,
patient and public education, the Internet, the civil rights and consumer movements, the
effects of law and economnics on medicine, and the beterogeneity of our seciety—demands
that physicians clearly articulate the ethical principles that guide their bebavior in clinical
care, research, and teaching, or as citizens or collectively as members of the profession. It
is crucial that a responsible physician perspective be heard as societal decisions are made.”
— ACP Ethics Manual (sixth edition, 2012)
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The ACP recommends the following principles for the roles of federal and state
governments in health care and the patient-physician relationship.

1) All parties involved in the provision of health care, including govern-
ment, are responsible for acknowledging and lending support to the
intimacy and importance of the patient-physician relationship and
the ethical obligations of the physician to put the patient first. The
fundamental ethical principles of beneficence, honesty, confidentiality,
privacy, and advocacy are central to the delivery of evidence-based,
individualized care and must be respected by all parties.'

2) Physicians should not be prohibited by law or regulation from discussing
with or asking their patients about risk factors, or disclosing information
(including proprietary information on exposure to potentially dangerous
chemicals or biological agents) to the patient, which may affect their
health, the health of their families, sexual partners, and others who may
be in contact with the patient. Rules limiting what may or may not be
discussed, or the information that may be disclosed, during healthcare
encounters undermine the patient-physician relationship and can
inappropriately affect patient health. The patient and his or her physician
are best positioned to determine what topics to discuss.

3) Laws and regulations should not mandate the content of what physicians
may or may not say to patients or mandate the provision or withholding
of information or care that, in the physician’s clinical judgment and based
on clinical evidence and the norms of the profession, are not necessary
or appropriate for a particular patient at the time of a patient encounter:

* Even laws and regulations that mandate a test, procedure, treatment,
or provision of specific types of health information or counseling to
the patient, when generally consistent with the standard of care
and intended to provide benefit to the patient, should be approached
cautiously, because they cannot allow for all potential situations in
which their application would be unnecessary or even harmful to
specific patients. Mandated care may also interfere with the
patient-physician relationship and divert clinical time from more
immediate clinical concerns.

Legislation and regulations should not prevent physicians from
treating particular types of patients (e.g., based on immigration status,
racial or ethnic origin, sexual orientation, religion).'**

The following questions may be helpful in providing general
guidance for evaluating the appropriateness of proposed laws and
regulations regarding the provision of medical care during the
patient-physician encounter, with the presumption being that the
government should avoid regulating the content of the clinical encounter
without a compelling and evidence-based benefit to the individual patient
and/or substantial public bealth justification that can’t be better met through
other means. The list is intended merely to suggest questions that
should be raised—it is not meant to be all inclusive. The questions
are not mutually exclusive; positive answers to all questions does not
imply that a law or regulation is appropriate and is not necessary to
support a proposed law or regulation.

a. Is the content and information or care consistent with the
best available medical evidence on clinical effectiveness and
appropriateness and professional standards of care?

6
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b. Is the proposed law or regulation necessary to achieve public
health objectives that directly affect the health of the individual
patient, as well as population health, as supported by scientific
evidence, and if so, is there any other reasonable way to achieve
the same objectives?

c. Could the presumed basis for a governmental role be better
addressed through advisory clinical guidelines developed by
professional societies?

d. Does the content and information or care allow for flexibility
based on individual patient circumstances and on the most
appropriate time, setting, and means of delivering such
information or care?

e. Is the proposed law or regulation required to achieve a public
policy goal —such as protecting public health or encouraging
access to needed medical care — without preventing physicians
from addressing the healthcare needs of individual patients
during specific clinical encounters based on the patients’
own circumstances, and with minimal interference to patient-
physician relationships?

f. Does the content and information to be provided facilitate
shared decision-making between patients and their physicians,
based on the best medical evidence, the physician’s knowledge
and clinical judgment, and patient values (beliefs and prefer-
ences), or would it undermine shared decision-making by
specifying content that is forced upon patients and physicians
without regard to the best medical evidence, the physician’s
clinical judgment and the padent’s wishes?

g. Is there a process for appeal to accommodate for specific
circumstances or changes in medical standards of care?

4) In making decisions about counseling and treatment among evidence-
based options, the patient’s values are paramount, although the physician
is not required to violate standards of medical care or ethics, fundamental
personal values, or the law. Patients should not be required to undergo
tests or interventions, especially invasive and potentially harmful inter-
ventions, that violate the patient’s values, are not medically necessary, and
are not supported by scientific evidence on clinical effectiveness or could
expose the patient to unnecessary risk, and physicians should not be
required to provide such services.

5) Medical practice should reflect current scientific evidence and medical
knowledge, which may evolve over time. Physicians should be guided by
evidence-based clinical guidelines that allow flexibility to adapt to
individual patent circumstances. Statutory and regulatory standards of
care may become “set in concrete” and not reflect the latest evidence and
applicable medical knowledge.

6) Laws governing medical practice must be revised as needed and regulatory
rules should offer a process for timely appeal in an interval appropriate
to the nature of the condition being treated.

7) Regulatory requirements should not create undue burdens that have the
consequence of limiting access to needed care or unnecessarily divert
from the precious time that physicians have to spend with patients.
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ASHP Statement on the Use of
Medications for Unlabeled Uses

‘The freedom and responsibility to make drug therapy deci-
sions that are consistent with patient-care needs is a funda-
mental precept supported by ASHP. This activity is a profes-
sional duty of pharmacists not limited by language in Food
and Drug Administration (FDA )-approved product labeling.

The prescribing, dispensing. and administration of
FDA-approved drugs for uses, treaiment regimens. or pa-
tient populations that are not rellected in FDA-approved
product labeling often represent a therapeutic approach
that has been extensively studied and reported in medical
literature. Such uses are ot indicative of inappropriate us-
age. Health-care professionals should appreciate the critical
need for freedom in making drug therapy decisions and un-
derstand the implications of unlabceled uses, ASHP supports
third-party reimbursement for FDA-approved drug products
appropriately prescribed for unlabeled uses.

Definition of Unlabeled Use

The FDA approves drug products for marketing in the United
States. Such a procuct approved for marketing is olten termed
an “FDA-approved drug.” FDA also approves ¢ach drug
product’s labeling (container Inbel, package insert, and certain
advertising): the tenn “FDA-approved labeling™ applics here.
Drug uses that are not included in the indications or dosage
regimens listed in the FDA-approved labeling are defined as
“unlabeled uses.” For purposes of this document. unlabeled
use includes the use of a drug product in (1) doses. (2) patient
populations, (3) indications, or (4 routes of administration
that are not rellected in FDA-approved product labeling.

It is imponiant 10 recognize that FDA cannot approve
or disapprove physician prescribing practices of legally mar-
Kketed drugs. FDA does regulate what manufacturers may
recommend about uses in their products” labeling and what
manutacturers can include in advertising and promotion.

‘The sometimes-used termn “unapproved use™ is a misno-
mer, implying that FDA regulites prescribing and dispensing
activities. This term should be avoided.! Other terminalogy that
is sometimes used Lo describe unlabeled use includes “oft-label
use.” “out-of-label use,” and “usuge outside of labeling.”

According to FDA, unlabeled use encompasses arange
of situations that extend from inadequate to carctully con-
ceived investigations. from hazardous to salutary uses, und
from infrequent to widespread medical practice. Aceepted
medical practice oflen involves drug use that is not reflected
in FDA-approved drug-product labeling.®

Health-Care Issues Related to
Unlabeled Use

Access to Drug Therapies. The prescribing and dispensing
of drugs for unlabeled uses are increasing.™ In many clini-
cal situations, unlabeled use represents the most appropriate
therapy for patients. Failure to recognize this or. more im-
portantly, regarding such use as “unapproved” or “experi-
mental™ may restrict access (0 necessary drug therapies.

Lack of Practice Standards. Well-defined medical practice
standards that ditferentiatc between experimental therapies
and cstablished practice will probably always be some-
what lacking, owing to the advancement of medical science
and the dynamic nature of medical practice. Standards of
practice for certain drug therapies. particularly biotechno-
logically produced drugs. cancer chemotherapy, and AIDS
treatments. are continually evolving. The dynamic nature of
these drug therapies makes it difficult for professional so-
cieties to review scientific data expediently and to develop
standards that remain absolutely current.

Failure of Package Insert and FDA-Approved Labeling to
Reflect Current Practice. For FDA-approved product label-
ing to be modified, scientific data must be submitted by a
product’s manufacturer to FDA to support any additional
indication(s) and dosage regimen(s). Once they are submit-
ted. FDA must review the data and make a decision to permit
alteration of the package inscrt.

Knowing that unlabeled uses are permitted, and know-
ing that the accumulation and submission of scientific data
(o FDA to modily labeling is a time-consuming and ofien ex-
pensive process, some pharmaceutical manufacturers elect
not to pursuc labeling changes. Therefore, a product’s label-
ing sometimes fails to represent the most current therapeutic
information for a drug, and situations naturally occur when it
is appropriate to prescribe drugs for unlabeled uses.

Pharmacist’s Role

ASHP believes that pharmacists in organized health-care
settings bear a significant responsibility for ensuring optimal
outcomes from all drug therapy. With respect to unlabeled
uses. the role of the pharmacist should be to

1. Fulfill the roles of patient advocate and drug informa-
tion specialist.

2. Develop policies and procedures for evaluating drug
orders (prescriptions) and dispensing drugs for unla-
beled uses in their own work settings. Such policies
and procedures might address the documentation of
scientific support. adherence 1o accepted medical prac-
tice standards, or a description of medical necessity.

3. Develop proactive approaches 1o promote informed
decisionmaking by thind-party payers for health-care
services.

Role of Drug Information Compendia

‘The Medicare Catastrophic Coverage Act of 1988 (now re-
pealed) included the statements that “in carrying out the leg-
islation, the Secretary [of Health and Human Services) shall
establish standards for drug coverage. In establishing such
standards. which are based on accepted medical practice. the
Secretary shall incorporate standards from such current av-
thoritative compendia as the Sccretary may sclect.™ Specific
compendia recommended were the AHES Drug Information,
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AMA Drug Evaluations, and USP Dispensing Information,
Solme 1. Despite the repeal of the Act. some third-party
payers have adopted guidclines that endorse these three
compendia as authoritative information sources with respect
to unlabeled uses for drug products.

Positions on Unlabeled Use

FDA Position. A statement entitled ~Use of Approved Drugs
for Unlabeled Indications™ was published in the /<A Drug
Bulletin in April 1982 1o address the issues of appropriate-
ness and legality of prescribing approved drugs for uses not
included in FDA's approved labeling. This statement in-
cluded the following:
The Food, Drug and Cosntetic Act does not limit the
manner in which a physician may use an approved
drug. Once a product has been approved for market-
ing. a physician may prescribe it for uses or in treat-
ment regimens or patient populations that are not
included in approved labeling. Such “wnapproved”
or, more precisely, “undabeled” uses may be appropri-
ate and rational in certain circumstances, and may. in
Sact, reflect approaches to drug therapy that have been
extensively reported in medical literature.!
Other Organizations. Other organizations that have pub-
lished positions on the issue of unlabeled uses of drug prod-
ucts are the Health Care Financing Administration (HCFA)"
the Blue Cross and Blue Shield Association of America
(BC/BS),” and the Health Insurance Association of America
(HIAA)®
The American Mcdical Association. American Socicty
of Clinical Oncology, Association of American Cancer
tustitutes,  Association of Community Cancer Centers,
Candlelighters Childhood Cancer Foundation, Memorial
Sloan Kettering Cancer Center. National Cancer lastitute,
and the National Institute of Allergy and Infectious
Diseases jointly developed a consensus statement and
recommendations regarding use and reimbursement of
unlabeled uses of drug products.”
‘These staterments are consistent with the ASHP position.

Reimbursement Issues

As a cost-containment measure, most  third-party - pay-
ers exclude coverage for cxperimental therapics. Drug
therapy coverage decisions are complicated. because often
it is ditficult 10 difterentiate among an accepted standard
of practice, an evolving standard of practice, and investi-
gational therapics. Data demonstrating medical necessity
and improved paticnt outcome are ofien difficult to retricve.
Consequently. insurance carriers and managed care providers

have sometimes clected to cover only those indications in-
cluded in FDA-approved drug-product labeling and have fre-
quently denied coverage for unlabeled uses of drug products.

ASHP believes that such coverage denials restrict
patients from receiving medically necessary therapies that
represent the best available treatment options. A growing
number of insurance carriers are following the BC/BS and
HIAA guidelines that encourage the use of the three au-
thoritative drug compendia. peer-reviewed literaturc. and
consultation with experts in research and clinical practice to
make specific coverage decisions. ASHP supports informed
decisionmaking that promotes third-party reimbursement
for FDA-approved drug products appropriately prescribed
for unlabeled uses.
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_Lysol-Induced Criminal Abortion

J. A, PRESLEY, M.D,, and W. E. BROWN, M.D.

HE METHODS AND DRUGS used in per-
Ttorming criminal abortions arc legion.
Recently several patients with criminal abor-
tions induced by Lysol,* one of the more
rare abortifacients, were admitted to this
hospital. Lysol had been given as an intra-
uterine douche to 4 gravid women. Toxica-
tion was severe enough to cause one death.

The diagnosis of criminal abortion is diffi-
cult, for symptoms and complications arc
variable and the patient is often reluctant to
give a complete history.

Because of the unusual nature of these
cascs it seems warranted to record brief ab-
stracts together with a partial review of the
literature.

CASE REPORT
Case !

M. B., age 32, was in a hysterical state when
admilted to the emergency room. She denied
any amenorrhea but said she had given herself
a “hot douche.” The only other history avail-
able at admission was obtained from her hus-
band, who said she had complained of abnor-
mal vaginal bleeding. Later the patient admitted
having had pain in her thighs and generalized
aching.

Examination revealed a temperature of 104°
F., blood pressure 112/70, pulse 100, and
bloody sputum. The cervix was closed and the
uterus was slightly cnlarged and nontender.
The urine was port-wine color and contained
4- albumin. Because of extensive hemolysis in
the blood sample, hematologic studies were in-
accurate but were rcported as follows: hemo-

From the Department of Obstetrics and Gyne-
cology, University of Arkansas School of Medicine,
Little Rock, Ark.

. *Lysol is a mixture of 50 per cent saponificd
linseed oil and cresol, a member of the phecnol
group.
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globin 7.5 Gm., white blood count 35,000, and
nonprotein nitrogen 58.5. . .

Further inquiry disclosed that the patient had
been under the care of a physician who had
treated her the previous week for a threatened
abortion. The paticnt and her husbidnd then ad-
mitted that 2 days prior to admission this phy-
sician had introduced Lysol by catheter into
the uterus to induce abortion.

Four hours after admission, the patient be-
came extremely restiess and it was necessary to
utilize sedation and restraints. Thereafter she
complained of lower abdominal cramps and
slight vaginal bleeding. Supportive therapy, in-
cluding intravenous fiuids and antibiotics, was
employed. Attempts to type and cross-match
the paticnt’s blood were unsuccessful because
of extensive hemolysis; however, she was given
500 ce. of Group O Rh-negative whole blood.

Response was unsatisfactory. In less than 2
hours, hyperpnea appeared and the patient be-
came comatose. Oxygen therapy was begun be-
cause of moist rales throughout both Jungs.
Her pulmonary cdema progressed and she died
approximately 12 hours after admission.

Autopsy disclosed massive hemolysis with re-
sultant discoloration of all tissues, most pro-
nounced in the liver and kidneys. Focal necro-
sis of the liver was noted. The kidneys showed
an acute hemoglobinuric nephrosis. The uterus
was slightly enlavged and contained well-pre-
served placental tissue. Severe pulmonary
edema, hydrothorax, and many areas of oil
emboli were present.

Phenol group determinations on the liver and
placenta were strongly positive.

Death was believed to have been caused by
massive hemolysis, pulmonary oil embolism,
and phenol poisoning.

Case 2

M. E. age 28, camc to the hospital when
slight vaginal bleeding of approximately one
month’s duration became profuse. After con-
siderable questioning, she stated ‘that 2 days
after the onsct of bleeding a “substance” had

Obsiatsies end
Gyascalogy
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becn injected into her “womb” by her physi-
cian. It was Jater established that she, and the
patient in Case 1 had been attended by the
same physician,

Examination revealed a temperature of 100°
F., blood pressure 90/70, pulse 120. The uterus
was enlarged and the cervix was soft, bluish,
and partially dilated. Hematologic studies re-
ported a hemoglobin of 7 Gm.; hematocrit, 27
per cent, and no hemolysis.

The patient was given antibiotic therapy and
whole-blood transfusions. Curettage removed
2 moderate amount of slightly necrotic tissue.
The odor of phenol was noticeable in this tissue.
The patient’s temperature was 100.8° F. post-
operatively and remained slightly clevated for
2 days. Her subscquent recovery was un-
eventful,

The pathology report was: necrotic products
of conception; the tissue contained phenol com-
pounds.

Case 3

M. K. age 35, was admitied beeause of
vaginal bleeding of 2 weeks’ duration. She said
that 1 weck prior to admission, her physician
had given her a prescription for medicine, but
she denied having been criminally aborted. Fur-
ther information established this physician as
the one-who had attended the two previous
patients.

On cxamination her temperature was 99.6°
F., blood pressurc 100/60, pulse 120. ‘The
uterus was enlarged to that of a 2-months ges-
tation, the cervix was dilated, and there was
slight vaginal bleeding, Hemoglobin was re-
ported as 3.33 Gm., the hematocrit as 11 per
cent, and the white blood count as 14,250,

The patient’s response to antibiotic therapy
and whole-blood transfusions was unsatisfac-
tory. Approximately six hours after admission
her temperature rose to 103° F. A pelvic exami-
nation disclosed a foul vaginal discharge which
had an odor typical of phenol. A second blood
sample showed moderate hemolysis with an
estimated hemoglobin of 2.25 Gm,, and a
hematocrit of 12 per cent. The urine contained
no hemoglobin or albumin.

A necrotic placenta was removed by curet-
tage and a uterine pack was inserted because of
abnormal bleeding. After surgery the patient’s
temperature was 97.0° F. and continued to be
subnormal for several days. Her recovery was
otherwise uneveniful.

The pathology report was: necrotic products
of conception; {he tissue contained phenol com-
pounds, :

Vo!. 8, No. 3
Septombor, 1956

Case 4

G. M., age 18, came because of vaginal
bleeding nnd lower abdominal cramps after a
loss of water through the vagina. She gave a
history of amenorrhen of 4 months’ duration.

On examination her temperature was 102°
F., blood pressurc 100/70, and pulse 90. The
uterus was entarged to that of a 4-months ges-
{ation, the cervix was dilated, and no fetal heart
lones were heard. The characteristic odor of
phenol was noted in the vagina, Her hemo-
globin was 11.11 Gm,, the hematocrit 34 per
cent, and the white blood count 24,000.

Shortly after admission the patient spon-
taneously aborted a macerated fetus, estimated
10 be of 20 weceks' gestation. The placenta was
delivered intact. The patient continued to have
abdominal discomfort 1 week postabortal and
had a mild parametritis.

Phenol was demonstrated in the fetal and
placental tissues.

DISCUSSION

Phenol is a toxic protoplasmic poison
and produces coagulation of tissues in a
dilution of 1:1000. When taken orally in a
lethal dosage of 10 to 12 Gm., phenol causes
depression, weakness, nausea, vomiting,
abdominal pain, respiratory failure, and ver-
tigo;% 5 6:8.9. 11 coma ensues and death fol-
lows. Cresol, a component of Lysol, has a
similar toxicity.?

In a partial review of the literature only
one .report was found on the use of Lysol
or other phenol compounds as abortifacients.
Vance reported a case in which the patient
died of pulmonary oil embolism. The ne-
cropsy observations were similar to thosc
given in the fatal case of this report.

The chemical identification of phenol and
related compounds in the tissue in the 4
cases reported here was made by the diazo-
aniline coupling reaction test.* Since small
amounts of phenol-like compounds are pres-
ent in normal tissue,® control samples of
normal placenta were assayed concurrently
with placental tissues of the 4 patients, The
control tests were negative to faintly positive
and were easily differentiated from the

* Tests were made in the laboratory of the State
Medical Examiner.
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strongly positive rcactions on the study
tissue,

In contrast to the paucity of material on
intrauterine phenol injection, many publica-
tions reported the use of various intrauterine
pastes for inducing therapeutic and criminal
abortions.! 2 10.12. 11

Intrautcrine pastes were first utilized for
therapeutic abortion by Leunbach in 1928,
This practice was extensively employed in
Europe and was introduced into the United
States in 1930. Most of the pastes had a soft
soap as the basic ingredient. Dutra, Cleve-
land, and Lyle found this soap to be the
lethal agent in these abortifacients.

Shortly after the introduction of the soft
souap pastes, reports of deaths following their
usc appeared in the literature® % 30,1234
Weilerstein, reporting on several patients
who had been aborted, summarized the efr
fects of the paste as follows: (1) Blood de-
struction and hemolysis produce jaundice
in the mild cases and death when the viscera
are significantly involved. (2) Pulmonary
embolism is common and is fatal when mas-
sive. (3) Infections occur in the pelvis, with
spreading peritonitis, celitis, and septicemia
in the more severe cases. (4) Local tissue
necrosis is frequent, often precipitating pro-
fuse hemorrhage.

" Animal experimentation by D’Amour and
Kiven verified the dangers of the intrauterine
pastes. One of these abortifacients was in-
jected into the pregnant uteri of 44 rats. All
of the animals aborted and none were able
to conceive again. Fourteen per cent of the
animals died because of a generalized in-
fection of the abdominal cavity.

SUMMARY

Four cases of Lysol poisoning from crim-
inal abortion have been reported together
with a partial review of the literature. In
these patients the clinical picture was similar
to that reported for Lysol poisoning gen-
erally and may be summarized as follows:

1. All the abortions were incomplete. The
fetal tissuc showed unusual preservation and
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contained phenol compounds.

2. Lysol toxication was manifested by ccn-
tral nervous system irritability, shock, tachy-
cardin, leukocytosis, hemolysis, and fever.

3. Respiratory embarrassment was noted
and was associated with pulmonary edema
and/or oil emboli.

4. Local tissue necrosis may have exag-
gerated the uterine hemorrhage.

5. There was moderate to sgverc ancmia
from both hemorrhage and hemolysis.
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CURRENT CONCEPTS

SEPTIC ABORTION

PaiLrip G. StussLEFIELD, M.D.,
AND Davip A. Grimes, M.D.

EPTIC abortion, an abortion associated with infec-
tion and complicated by fever, endometritis, and
parametritis,’ remains one of the most serious threats
to the health of women throughout the world. Mor-
bidity and mortality from scptic abortion are infre-
quent in countries where induced abortion is legal but
are widespread in the many developing countries
where it is cither illegal or inaccessible. Septic abor-
tion provides a paradigm for preventive medicine,
with opportunities for primary, secondary, and terti-
ary prevention.?

ScorE oF THE PROBLEM

A 1973 report described an adolescent admitted to a
large Boston teaching hospital with what proved to be
incomplete septic abortion. Uterine evacuation was
not performed until several days after admission, be-
cause the diagnosis of incomplete septic abortion had
not been considered initially. The patient died despite
treatment with massive doses of antibiotics and inten-
sive medical management.? Tragedies of this sort are
now rare.

The most important effect of the legalization of
abortion on public health in the United States® was
the near elimination of deaths from illegal abortion.
Deaths from illegal abortion are mainly due to infec-
tion.** A 1990 review of deaths due to abortion in the
United States noted that 62 percent of deaths from
illegal abortion and 51 percent of deaths from sponta-
neous abortion were due to infection, as compared
with only 21 percent of deaths from legal abortion.®
The risk of death from postabortion sepsis is highest
for young women, those who are unmarried, and those
who undergo procedures that do not directly evacuate
the contents of the uterus.” With more advanced ges-
tation, there is a higher risk of uterine perforation and
retained tissue.” A delay in treatment allows the infec-
tion to progress to bacteremia, pelvic abscess, septic
pelvic thrombophlebitis, disscminated intravascular
coagulopathy, septic shock, renal failure, and death.?

From the t of Obstetrics and Gynecology. Maine Medical Center,
Portland (P.G.S.), and the Depastrment of Obstetrics and Gynecclogy and Repro-
ductive Sciences. University of Califcmia, San Francisco (D.A.G.). Address
reprint req 10 Dy. Stubbleficld at the Maine Medical Center, 22 Bramhall St.,
Pontland, ME 04)02.

Maternal mortality from all causes has declined
rapidly in the United States since 1940.° Changes in
maternal mortality related to abortion have occurred
in three phases: a decline in mortality from 1940 until
1950, a plateau from 1951 to 1965, and a rapid decline
— more rapid than that of maternal mortality from
other causes — from 1965 to 1976, as legal abortion
became increasingly available. In 1987, the last year
for which complete data are available, there were
1,353,671 legal, induced abortions, 6 of which resulted
in death, for a case fatality rate of 0.4 per 100,000 legal
ahortions.® In comparison, over 1000 women per year
died from abortion in the 1940s.> The American Medi-
cal Association’s Council on Scientific Affairs has at-
tributed the marked decline in deaths related to
abortion during this century to the introduction of
antibiotics to treat sepsis; the widespread use of effec-
tive contraception beginning in the 1960s, which re-
duced the number of unwanted pregnancies; and
more recently, the shift from illegal to legal abortion."
Serious complications have become rare as well."

The experience in Western Europe has been very
similar to that in the United States, with very low
rates of abortion-related mortality once legal ibortion
became widely available.”? Overall, mortality from
legal abortion in Europe is less than 1 death per
100,000 procedures. The rate is somewhat higher
in the former Soviet Union, where illegal abortion,
with a markedly higher risk of death, has emerged asa
problem.?

Abortion remains a primary cause of maternal
death in Third World countrics. The World Health
Organization estimates that 25 to 50 percent of the
500,000 maternal deaths that occur every year result
from illegal abortion." Most of these deaths occur in
underdeveloped countries. The data on preventable
morbidity and mortality from scptic abortion are stag-
gering and well documented.'* Abortion-related |
deaths result primarily from sepsis.**?' The problem
may actually be escalating in some areas. In Rio de
Janeiro, Brazil, for example, maternal mortality in-
creased almost fourfold from 1978 (o0 1987 (from 128 to
462 deaths per 100,000 live births); abortion-related
deaths accounted for 47 percent of the total maternal
mortality.?

PRIMARY PREVENTION OF SEPTIC ABORTION

Primary prevention is defined as an intervention
made to avert disease or injury.? Primary preven-
tion of septic abortion includes provision of effective
and acceptable contraception; provision of safe, legal
abortion services in the casc of contraceptive failure;
and appropriate medical management of abortion.

Pregnancy places a woman at some risk for illness
and dcath. This risk may be gladly assumed with a
desired pregnancy. Unwanted pregnancy places a
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woman at additional risk if she seeks abortion and safe
services are not available.?*** A reduction in the num-
ber of unwanted pregnancies is a goal that both sides
in the abortion controversy can agree on, though the
proposed mcans to that end diverge,

A prerequisitc to preventing unwanted pregnancy is
sexual equality, so that women can avoid coercive sex-
ual rclationships and use contraceptive methods that
they regard as safe and free of side effects.” In the
United States, age-specific abortion ratios make it
clear that the women at highest risk for unwanted
pregnancy are adolescents and young adults.®

The need for safe, legal abortion is clearly shown by
the Romanian experience. When abortion was out-
lawed in the 1960s, the rate of abortion-related mor-
tality rosc 10-fold. Over 23 years, an estimated 10,000
women died because of the imposition of this policy.®
The death rate fell only when abortion was once again
legalized.

The risk of death from abortion rises from the first
trimester of pregnancy to the second.® Therefore, safe
services are nceded carly in pregnancy. Access to such
services is a problem, especially for adolescents, who
in many jurisdictions must obtain consent from their
parents for an abortion and may instead continue the
pregnancy — a far more dangerous course — on their
own.”’

The procedure for an abortion early in the pregnan-
cy is not complicated (Table 1). In the first trimester
and carly second trimester, abortion is readily per-
formed by vacuum curettage in an outpatient clinic or
office.?8¥ Prophylactic antibiotics reduce the risk of
fever afier abortion.**

SecONDARY PREVENTION OF SEPTIC ABORTION

Sccondary prevention is defined as carly detection
and treatment with the goal of halting the disease
process.? Secondary prevention of scptic abortion en-
tails prompt diagnosis and cffective treatment of en-
dometritis 10 avert more serious infections. The diag-
nosis of septic abortion must be considered when any
woman of rcproductive age presents with vaginal
bleeding, lower abdominal pain, and fever. A common
feature in reported cases of death from septic abortion
is delayed treatment: a young or unmarried woman,
reluctant to reveal that she has had an abortion, de-
lays seeking help until she is moribund. In these cir-
cumstances, a sensitive pregnancy test {capable of de-
tecting 20 to 50 mIU of the beta subunit of human
chorionic gonadotropin per milliliter) is usually posi-
tive, since it takes four to six wecks for B-human chori-
onic gonadotropin to become undetectable after com-
plete uterine evacuation.

A rapid initial assessment is needed to determine
the severity of the problem. If the paticnt has had
symptoms for several days, a generalized, serious ill-
ness may be present. When possible, the person who
performed the abortion should be contacted to deter-
mine the details of the procedure, the results of any
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Table 1. Procedure for Performing a Sale Abortion in the First
Trimester of Pregnancy.*

Confirm the pregnancy with a uring pregnancy test.

Evaluate the patient (or any sctive illness that may complicate the procedure o
choice of anesthetic and for allergies.

Perfarm a physical examination.

Pecform a pelvic examination with attention to the size and position of the
vterus and other signs of pelvic pathology.

Obuain an ultrasound examination if the period of gestation is uncertain, there
is a discrepancy between the duration of amenorrhes and the size of the
uterus, there Is a pelvic mass, or the pregnancy has progressed beyond
carly midtrimester.

Determine blood type and Rh at a minimum; hematocril, screening tests for
gonosthea, chlamydia, human immunodeficiency virus, and syphilis, as
well as cervical cytologic studies, are optional but recommended.

Administer prophylactic antibiotics (oral doxycycline, two doses of 100 mg
exch).

Encourage the patient to choose local ancsthesia (paracervical block).

Dilate the cervix with tapered dilators (Pratt or similar type) or use hygro-
scopic dilators (laminasia of a syathetic alternative).t

Use & vacuum cannuls with a diameter appropriate for the size of the uterus
(1 mm smaller than the estimated gestationsl age in weeks).

Examine tissuc to rule out incomplete or failed sbortion and ectopic or molar
pregnancy.

Provide access to 24-hour follow-up services.

Closely monitor patients at high risk for incomplete abortica or ectopic
pregnancy.
*Summarized from Hera™® and Stubblefietd. ®
1Dilapan (Gynetech, Lebanon, N.:,)umw«mmm.mmh.).

bacteriologic studies, and the results of pathological
examination of aborted tissue. Illegal abortion per-
formed by insertion of rigid foreign objects increases
the risk of perforation,® and intrauterine instillation
of soap solutions containing cresol and phenol poses
the risk of uterine nccrosis, renal failure, toxicity to
the central nervous system, cardiac depression, and
respiratory arrest.®

The abdominal and pelvic examinations are of
great importance. The examiner should note abdomi-
nal tenderness, guarding, and rebound and determine
whether tenderness is limited to the lower abdomen
(pelvic peritonitis) or is present throughout the abdo- .
men (generalized peritonitis). Are vaginal or cervical
lacerations present? Is there a foul odor or pus or are
the products of conception visible in the cervical os? Is
the uterus enlarged and tender? Is there an adnexal
mass? If there is a suspicion of perforation, radio-
graphic studies of the abdomen may help identify free
air or foreign bodies. Disseminated sepsis is suggested
by high fever and prostration, tachycardia, tachypnea,
respiratory difliculty, and low blcod pressure.®?

Some women have a mild illness characterized by
the triad of low-grade fever, mild lower abdominal
pain, and moderate vaginal bleeding. Patients pre-
senting with these symptoms usually have cither in-
complete or failed abortion (continuing pregnancy) or
hematometra (retained clotted and liquid blood).%®
Ideal management is immediate re-evacuation in the
ambulatory clinic or the emergency room. This can be
accomplished safely and humanely by vacuum curet-
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tage with local anesthesia and intravenous sedation.
In alarge U.S. series, 3.5 paticnts per 1000 underwent
re-evacuation in the abortion clinic, which undoubt-
edly contributed to the remarkably low rate of hospi-
talization for septic abortion (0.2) per 1000 abor-
tions)."'

The bacteria associated with septic abortion are
usually polymicrobial, derived from the normal flora
of the vagina and endocervix, with the important ad-
dition of sexually transmitted pathogens.”’ Gram-pos-
itive and gram-negative acrobes and facultative or ob-
ligate anacrobes, Neisseria gonorrhoeae, and Chlamydia
trachomatis are all possible pathogens.® In the United
States, infection with Clostridium perfringens is largely
associated with illegal abortion.** In Third World
countries, tetanus is a cause of mortality from septic
abortion.” Because of the varicty of bacterial agents
that can be associated with septic abortion, no one
antibiotic agent is ideal. The regimens recommended
for outpaticnt management of pelvic inflammatory
disease arc appropriate for early postabortion infec-
tion limited to the uterine cavity. One such regimen is
ofloxacin plus cither clindamycin or metronidazole.®®
Evaluation of the paticnt 48 hours afier the start of
treatment is essential, with hospitalization if fever and
pain persist.

TeRTIARY PREVENTION OF SEPTIC ABORTION

Tertiary prevention is intervention to minimize
the harm done by a discase and reduce the disability
it produces.? In the case of septic abortion, the pur-
pose of tertiary prevention is to avert the serious
consequcnces of infection, including conditions re-
quiring a hysterectomy and death. Patients with es-
tablished infection, as indicated by a high tempera-
ture (arbitrarily defined as >38°C), pelvic peritonitis,
or tachycardia, should be haospitalized for parenteral
antibiotic therapy and prompt uterine cvacuation.
Bacteremia, which is more common with septic abor-
tion than with other pelvic infections, may result
in scptic shock and the adult respiratory distress
syndrome.*® Management of severe sepsis requires
eradication of the infection and supportive care for
the cardiovascular system and other involved organ
systems., 3363

Eradicating the Infection

Blood, urine, and cervical specimens should be cul-
tured, and high doses of broad-spectrum antibiotics
begun intravenously. Tissue obtained during an endo-
metrial biopsy or uterine aspiration provides a better
specimen for culture than does cervical discharge. Ex-
amination of the Gram-stained material can guide
carly management.

A time-honored regimen for severe pelvic sepsis is
penicillin (5 million units given intravenously every
six hours) or ampicillin (2 10 3 g given intravenously
every six hours) combined with clindamycin (900 mg
given intravenously every eight hours) and an amino-
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glycoside, either gentamicin or tobramycin (a loading
dose of 2 mg per kilogram of body weight, followed by
1.5 mg per kilogram every cight hours, depending on
the blood level and renal status),

Emptying the Uterus

Any tissue remaining from the pregnancy must be
cvacuated without delay as soon as antibiotic therapy
and fAuid resuscitation have been started. Hesitating
to evacuate the uterus because of the poor condition of
the patient is a common mistake in the management
of septic abortian that proves fatal.” Vacuum curet-
tage is readily accomplished under local anesthesia
with minimal intravenous scdation and, if necessary,
can be performed in an intensive care unit.

A retained fetus from a midtrimester abortion poses
a special challenge. An experienced practitioncr can
usually evacuate the uterus successfully with curcttage
guided by ultrasonography. If an experienced practi-
tioner is not readily available, a medical means for
uterine evacuation is needed. The use of prostaglan-
din E,, or dinoprostone (20-mg vaginal suppositories),
is contraindicated in patients with sepsis because it
elevates the body temperature. A better alternative is
the 15-methyl analogue of prostaglandin F,,, carbo-
prost tromethaminc, given as an intramuscular injec-
tion of 250 pg every two to three hours. It is Zontrain-
dicated in paticnts with asthma.

Alternatively, high doses of oxytocin can be used. A
dose of 50 units of oxytocin given in 500 mi of 5 per-
cent dextrose and normal saline over a three-hour pe-
riod is followed by a one-hour rest and then repeated,
with an additional 50 units of oxytocin in the next 500-
ml infusion. This regimen is repeated, with an addi-
tional 50 units of oxytocin with each infusion, until the
fetus aborts or a dose of 300 units of oxytocin in
500 ml is reached.*

If none of these means is available, a metreurynter
can be used. A Foley catheter with a 50-ml balloon
attached is placed in the lower uterus. One kilogram
of traction from an orthopedic weight at the foot of the,
bed is then applied to the catheter, which dilates the
cervix and stimulates contractions.

The Role of Laparotomy

Laparotomy will be needed if there is no response to
uterine evacuation and adequate medical therapy.
Other indications for laparotomy are uterine perfora-
tion with a suspected bowel injury, a pelvic abscess,
and clostridial myometritis.** Although ultrasono-
graphically guided percutaneous needle aspiration of
a pelvic abscess is sometimes used, the technique is
still new, and in critically ill women with severe post-
abortion sepsis, a hysterectomy will probably be need-
ed in addition to drainage of the abscess. A discolored,
woody appearance of the uterus and-adnexa, suspect-
ed clostridial sepsis, crepitation of the pelvic tissue,
and radiographic evidence of air within the uterine
wall are indications for a total hysterectomy and re-
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moval of both uterine adnexae. Tissue specimens for
culture should be obtained during surgery. Copious
irrigation of purulent material and drainage of the
peritoneal cavity with a closed suction system are ad-
vised. The fecal stream should be diverted by an enter-
ostomy il there is a bowel injury.

The abdomen should be closed with interrupted in-
ternal stays (Smead-Jones or similar stays) or a run-
ning mass ligature of the peritoneum, rectus muscles,
and rectus fascia. The subcutancous layer and skin are
left open, with sutures placed for a delayed primary
closure, and the wound is packed.

Supportive Care

Severe sepsis and septic shock should be managed
in an intensive care setting in collaboration with phy-
sicians and nurses trained in critical care medicine.
Cardiovascular support is provided in an attempt to
restore close-to-normal blood pressure and tissue per-
fusion.***!42 Other than the nced to ensure evacuation
of the uterus, the principles of management of post-
abortion septic shock do not differ from thosc of septic
shock from other causes. An artcrial line, a balloon-
flotation right-heart catheter, and an indwelling uri-
nary catheter are inserted. Fluid resuscitation is used
to maximize ventricular performance by achieving a
target valuc for the mean arterial pressure without
exceeding a target value for the pulmonary-capillary
wedge pressure, Vasopressors, dopamine, and dobu-
tamine are added if the pulmonary-capillary wedge
pressure becomes clevated before the target mean ar-
terial pressure is reached.

The adult respiratory distress syndrome develops in
25 1o 50 percent of paticnts with septic shock.> Tissue
oxygenation should be monitored with blood gas
measurements and pulse oximetry, and mechanical
ventilation begun early if’ the oxygen saturation falls
below 90 percent or if the pulmonary compliance be-
gins to decrease.

Since two randomized trials failed to find a benefit
in high-dosc corticosteroid therapy, it is no longer rec-
ommended.*>* A human monoclonal antibody that
binds endotoxin is available in Europe,* and a mono-
clonal antibody to tumor necrosis factor has been re-
ported to be beneficial.* These agents are very expen-
sive, however, and their clinical role rcmains to be
established. Hyperbaric oxygenation in combination
with effective surgical and antibiotic therapy may im-
prove the outcome in women with clostridial myone-
crosis.*’

CoNCLUSIONS

Serious complications and death from abortion-
related infection are almost entircly avoidable. Un-
fortunately, the prevention of death from abortion
remains more a political than a medical problem. Al-
though leaders in international health have repcatedly
drawn attention to postabortion complications and
mortality, many governments and health care agen-
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cies still Jack the moral courage to confront the prob-
lem.'*8 For health care professionals, the ethical obli-
gation has been clearly defined: we have a duty “t10
affirm our own commitment to health values, We are
obligated to put health first, to do so by respecting
the best scientific evidence, and to be frank when we
put aside such evidence for other considerations, be
they moral, or religious, or economic, or simply expe-
dient.”*®
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Resolution No. 4

Introduced By: NDMA Commission on Legislation
Subject: Protecting The Patient-Physician Relationship

1) WHEREAS, The protection of the sanctity of the patient-physician relationship, including defending the
freedom of communication between patients and their physicians, is a core priority of NDMA; and

2) WHEREAS, The health and well-being of patients depends upon a collaborative effort between physician and
patient; and

3) WHEREAS, Physicians must have the ability to freely communicate with their patients and provide
information to patients about their health and safety, without fear of intrusion by government or other third
parties; and

4) WHEREAS, Legislation which interferes with the patient-physician relationship can not only infringe on
physicians’ First Amendment right to freedom of speech, but also potentially can put physicians in an untenable
position of risking disciplinary proceedings or criminal prosecution, and could interfere with patient safety and

with the patient’s ability to have access to adequate medical information;

THEREFORE, BE IT RESOLVED BY THE 2012 HOUSE OF DELEGATES OF THE NORTH DAKOTA
MEDICAL ASSOCIATION that that the North Dakota Medical Association adopt the following principles and,

BE IT FURTHER RESOLVED, that NDMA communicate these principles to the North Dakota State

Legislature.

It is the policy of the NDMA to oppose interference by the government and third parties that causes a physician to

compromise his or her medical judgment as to what information or treatment is in the best interest of the patient.

NDMA will work with other organizations to oppose legislation or state or federal rules or regulations that
interfere with the patient-physician relationship or that prevent physicians from freely discussing with, or
providing information to, patients about medical care and procedures, or which direct physicians to provide
specified information or perform specified tests that are not medically necessary. NDMA will communicate to
government entities and to the public the concerns inherent in rules, regulations or statutes that restrict or direct

communication between physicians and their patients as stated in this policy.

Adopted October 22, 2012
Fadel Nammour, MD
Speaker of the House
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Legislative Interference with the Patient—Physician Relationship

Steven E. Weinberger, M.D.. Hal C. Lawrence Hl, M.D., Douglas E. Henley, M.D,,
Errol R. Alden, M.D., and David B. Hoyt, M.D.

Increasingly in recent years, legislators in the
United States have been overstepping the proper
limits of their role in the health care of Ameri-
cans to dictate the nature and content of pa-
tients’ interactions with their physicians. Some
recent laws and proposed legislation inappropri-
ately infringe on clinical practice and patient—
physician relationships, crossing traditional
boundaries and intruding into the realm of med-
ical professionalism. We, the executive staff
leadership of five professional societies that rep-
resent the majority of U.S. physicians providing
clinical care — the American Academy of Family
Physicians, the American Academy of Pediatrics,
the American College of Obstetricians and Gyne-
cologists, the American College of Physicians,
and the American College of Surgeons — find
this trend alarming and believe that legislators
should abide by principles that put patients’ best
interests first. Critical to achieving this goal is
respect for the importance of scientific evidence,
patient autonomy, and the patient-physician re-
lationship.

Examples of inappropriate legislative interfer-
ence with this relationship are proliferating, as
lawmakers increasingly intrude into the realm of
medical practice, often to satisfy political agen-
das without regard to established, evidence-based
guidelines for care. Of particular concern are four
specific types of laws or legislative proposals.

The first type of law prohibits physicians from
discussing with or asking their patients about
risk factors that may affect their health or the
health of their families, as recommended by
evidence-based guidelines of care. In 2011, for
example, Florida enacted the Firearm Owners’
Privacy Act, which substantially impaired physi-
cians’ ability to deliver gun-safety messages to
patients.! The law also prohibited practitioners
from routinely inquiring about whether patients
own firearms and recording this information in

a patient’s medical record. Practitioners who vio-
lated the law were potentially subject to severe
disciplinary action, including fines and loss of
licensure. The concerns we have about this law
were well explained by U.S. District Judge Marcia
G. Cooke, who issued a permanent injunction on
June 29, 2012, barring the law’s enforcement.
As Cooke noted in the opinion, “The State,
through this law, inserts itself in the doctor-
patient relationship, prohibiting and burdening
speech necessary to the proper practice of pre-
ventive medicine, thereby preventing patients
from receiving truthful, non-misleading infor-
mation. This it cannot do. . . . This law chills
practitioners’ speech in a way that impairs the
provision of medical care and may ultimately
harm the patient.” Yet the state of Florida is con-
tinuing to push this issue: Governor Rick Scott
recently announced the state’s submission of an
appeal of Judge Cooke’s ruling.?

Second, some new laws require physicians to
discuss specific practices that may not be neces-
sary or appropriate at the time of a specific en-
counter with a patient, according to the physi-
cian’s best clinical judgment. New York legislation
that was enacted in 2010 and became effective
in early 2011 requires physicians and other health
care practitioners to offer terminally ill patients
“information and counseling regarding palliative
cate and end-of-life options appropriate to the
patient, including . . . prognosis, risks and
benefits of the various options; and the patient’s
legal rights to comprehensive pain and symp-
tom management.”* Although the law requires
only that the clinician offer to provide informa-
tion, the Medical Society of the State of New
York and others have criticized it for failing to
recognize the complexity and uncertainty in-
volved in end-of-life discussions among patients
and their families and physicians.3¢ This is an
area in which one size does not fit all and in
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which physicians are best able to determine what
discussions with patients and families are nec-
essary or appropriate at a given time. Yet failure
to comply with the law can result in fines of up to
$5,000 for repeat offenses and a jail term of up
to 1 year for willful violations.

Third, still other laws would require physi-
cians to provide — and patients to receive —
diagnostic tests or medical interventions whose
use is not supported by evidence, including tests
or interventions that are invasive and required
to be performed even without the patient’s con-
sent. In Virginia, a bill requiring women to un-
dergo ultrasonography before having an abortion
would have mandated the use of transvaginal
ultrasonography for a woman in the very early
stages of pregnancy.” As the Virginia chapter of
the American College of Physicians stressed in a
letter urging Governor Bob McDonnell to veto
the bill, “opposition to the legislation does not
reflect our opinions individually or collectively
on the practice of abortion itself,” but rather the
conviction that “this legislation represents a dan-
gerous and unprecedented intrusion by the Com-
monwealth of Virginia into patient privacy and
that it encroaches on the doctor-patient relation-
ship.”®* A modified bill requiring women to un-
dergo transabdominal rather than transvaginal
ultrasonography, which still represents inappro-
priate legislative intrusion into the patient-phy-
sician relationship, was signed by McDonnell in
March 2012.°

Finally, there are laws limiting the informa-
tion that physicians can disclose to patients, to
consultants in patient care, or both. Four states
{Pennsylvania, Ohio, Colorado, and Texas) have
passed legislation relating to disclosure of in-
formation about exposure to chemicals used in
the process of hydraulic fracturing (“fracking”).*
Fracking involves injecting into the ground toxic
chemicals such as benzene, toluene, ethylben-
zene, and xylene to extract oil and natural gas.!!
Low levels of exposure to those chemicals can
trigger headaches, dizziness, and drowsiness;
higher levels of exposure can cause cancer. In
Pennsylvania, physicians can obtain information
about chemicals used in the fracking process
that may be relevant to a patient’s care, but only
after requesting the information in writing and
executing a nonstandardized confidentiality and
nondisclosure agreement drafted by the drilling
companijes.!?

Unfortunately, laws and regulations are blunt
instruments. By reducing health care decisions
1o a series of mandates, lawmakers devalue the
patient—physician relationship. Legislators, regret-
tably, often propose new laws or regulations for
political or other reasons unrelated to the scien-
tific evidence and counter to the health care
needs of patients. Legislative mandates regard-
ing the practice of medicine do not allow for the
infinite array of exceptions — cases in which
the mandate may be unnecessary, inappropriate,
or even harmful to an individual patient. For ex-
ample, a patient may already have undergone the
test in question or may have specific contraindi-
cations to it. Lawmakers would also do well to
remember that patient autonomy and individual
needs, values, and preferences must be respected.

Laws that specifically dictate or limit what
physicians discuss during health care encounters
also undermine the patient—physician relation-
ship. Physicians must have the ability and free-
dom to speak to their patients freely and con-
fidentially, to provide patients with factual
information relevant to their health, to fully an-
swer their patients' questions, and to advise
them on the course of best care without the fear
of penalty.

Federal, state, and local governments have
long played valued and important roles in our
nation’s health care. Various levels of govern-
ment are appropriately involved in providing
essential health care services, licensing health
care professionals, protecting public health,
determining the safety of drugs and medical de-
vices, and investing in medical education and
research. Government plays a particularly im-
portant role in ensuring health care access for
vulnerable and special-needs populations, includ-
ing the elderly and disabled (Medicare), the poor
(Medicaid), children (the Children’s Health Insur-
ance Program), and veterans (the Veterans Health
Administration). We are fortunate to have a
broad-based and extensive health care system,
whose improvement and future excellence de-
pend on a continued partnership between health
care professionals and government.

None of the concerns raised above imply that
we object to these governmental roles. But we
believe that health legislation should focus on
public health measures that extend beyond the
individual patient and are outside the capacity
of individual physicians or patients to control.
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In contrast, government rmust avoid regulating
the content of the individual clinical encounter
without a compelling and evidence-based bene-
fit to the patient, a substantial public health jus-
tification, or both.

Our objection to legislatively mandated health
care decisions does not translate into an argu-
ment that physicians can do whatever they want.
Physicians are still bound by broadly accepted
ethical and professional values.?* The fundamen-
tal principles of respect for autonomy, benefi-
cence, nonmaleficence, and justice dictate phy-
sicians’ actions and behavior and shape the
interactions between patients and their physi-
cians. When physicians adhere to these princi-
ples, when patients are empowered to make in-
formed decisions about their care, and when
legislators avoid inappropriate interference with
the patient-physician relationship, we can best
balance and serve the health care needs of indi-
vidual patients and the broader society.

Disclosure forms provided by the authors are available with
the full text of this article at NEJM.org.

From the American College of Physicians, Philadelphia {S.EW.):
the American College of Obstetricians and Gynecologists,
Washington, DC (H.C.L); the American Academy of Family
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Home Regulatory Information Guidances
Regulatory Information

"Off-Label" and Investigational Use Of Marketed Drugs, Biologics, and Medical Devices -
information Sheet

Guidance for Institutional Review Boards and Clinical Investigators

Good medical practice and the best interests of the patient require that physicians use legally available
drugs, biologics and devices according to their best knowledge and judgement. If physicians use a product
for an indication not in the approved labeling, they have the responsibility to be well informed about the
product, to base its use on firm scientific rationale and on sound medical evidence, and to maintain records
of the product's use and effects. Use of a marketed product in this manner when the intent is the "practice of
medicine” does not require the submission of an Investigational New Drug Application (IND), Investigational
Device Exemption (IDE) or review by an Institutional Review Board (IRB). However, the institution at which
the product will be used may, under its own authority, require IRB review or other institutional oversight.

Investigational Use of Marketed Drugs, Biologics and Medical Devices

The investigational use of approved, marketed products differs from the situation described above.
“Investigational use" suggests the use of an approved product in the context of a clinical study protocol [see
21 CFR 312.3(b)]. When the principal intent of the investigational use of a test article is to develop
information about the product's safety or efficacy, submission of an IND or IDE may be required. However,
according to 21 CFR 312.2(b)(1), the clinical investigation of a marketed drug or biologic does not require
submission of an IND if all six of the following conditions are met:

(i) it is not intended to be reported to FDA in support of a new indication for use or to support any other
significant change in the labeling for the drug;

(i) it is not intended to support a significant change in the advertising for the product;

(iii) it does not involve a route of administration or dosage level, use in a subject population, or other factor
that significantly increases the risks (or decreases the acceptability of the risks) associated with the use of
the drug product;

(iv) it is conducted in compliance with the requirements for IRB review and informed consent [21 CFR parts
56 and 50, respectively];

(v) it is conducted in compliance with the requirements concerning the promotion and sale of drugs [21 CFR
312.7); and

(vi) it does not intend to invoke 21 CFR 50.24.

For additional information on whether or not an IND or IDE is required in a specific situation, contact:
For DRUG PRODUCTS, including BIOLOGICAL THERAPEUTICS, contact:

The relevant review division - contact information available at
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm075128.htm!.
If the relevant review division is unknown contact:

Drug Information Branch

Center for Drug Evaluation and Research

Food and Drug Administration

10903 New Hampshire Avenue, Building 51, Room 2201
Silver Spring, Maryland 20993-0002

301-796-3400

For a BIOLOGICAL BLOOD or VACCINE product:
Office of Communication, Outreach and Development
Center for Biologic Evaluation and Research

Food and Drug Administration

1401 Rockville Pike
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Rockville, Maryland 20852-1448
800-835-4709 or 301-827-1800

For a MEDICAL DEVICE product, contact:

Program Operations Staff

Office of Device Evaluation

Center for Devices and Radiological Health

Food and Drug Administration

10903 New Hampshire Avenue, Building 66, Room 1521
Silver Spring, Maryland 20993-0002

301-796-6560

Page Last Updated: 08/10/2011
Note: If you need help accessing information in different file formats, see Instructions for Downloading
Viewers and Players.

Accessibility Contact FDA Careers FDA Basics FOIA No Fear Act Site Map Transparency Website Policies

U.S. Food and Drug Administration
10903 New Hampshire Avenue

Silver Spring, MD 20993

Ph. 1-888-INFO-FDA (1-888-463-6332)
Email FDA
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Combination Products Advisory Committees Science & Research Regulatory Information Safety
Emergency Preparedness International Programs News & Events Training and Continuing Education
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New Angina Drugs

Jpge i,
pioe and ve

approved for weatment. of vasospastic
aod classical cfforcassociaced angine,

These drugs are abso referved’ w s
“ah'uncnuy blockers’ or **csicium

antgoaists,'
Drugs of this pharmacologic class

Have some common properues but also
differences in clinical

negative
e&'ecu. depresred sino-atrial
(SM and atrio-ventrculir (AY) aode
funcrion. and: vasodilation. At:clinical

New Angias Drugs Hepetitis B Veccios for

Sucralfsce Appeoved for Duodenal Uloer Use in Selaceed Populations

Ritodrinoe Update Advics oa Limiting Intske of Booameal
Use of Approved Drugs for Bendectin PPl Available
UMW Class | Recsils -

doses in humans, however, the: vascules
cffect are usually predominane, cause
ing reduced peripheral vascular cesist
ance and lower blood' pressure and pre-
venticg of revening coronary spasm.
Pl:lm o oncardlse tissues are usa.
prominent,. because
of wferioad reduction 104 eiles oy
puheum to vasoditatios. In
normal cardiac fanction
nmoaothemepmbmmdmp
the negative i ic effects of the.
dmgmmmymfaﬂ
[n some cases; however, heart failure
can be induced or worsened. and par-
ticular. care must be.paid o concomi-
aaart use of aakium ¢ f blockers
with beta blockers snd to:use in pa-
tients with aorlic. stenasis, where
vusodilation would not be cxpecied to
produce significanc afeerioad reduction.

THIRD:CLASS BULK RATE

NEPARTMENT OF
ALTH:AND HUMAN SERVICES Pme;& Fees Pad
9l Healdh Service PHS )
»d.a0d' Drug Admiaseation (HE1-22 Permut No. G29.
Roclkwille. Maryland 20497
Official Business Thard Clasa Bulk Race:
April 1982 Volume 12 Number I

Effects on AV and SA node function
are also noc prominent iw revo with
nifedipine, although they can-occur
with verapamill

erapamil, bu nifedi
Vi t oot ipine. is 3n
e&um:munnvmlymmm
mpnn'mpummhr
and slowing che heare rate in acrial!
Gibrillation..

Boch drugs are cfféctive in angins.
due to vascspasm 3nd.in chronic: stable

angina. Current labeling for nifedipioe:

recommends i¢ for use:in sable angina
oaly in pstieno- **who cemsin sympto-
matic despive sdequare doses of beta:
biockers and/or otganic nitrates of who
cannoc wlerste those'agenss.’* This.ccs-
ervation is: besed!on the limited long-
term evidence of safery and . effecuve-
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more than:t of everv 330 pauenes were
diarthes. nausez, gasenc dscomfort. e
digesuen, dry moudi. rash: pruntus.
buk pun. dizziness, sleepaness. and

Vo long-cerm studies have been.cas.
cied out and there is no recognized rea-
son for long-term: use of sucralface..
Specifically; it is not known whether
nxniface can prevent:ukes recusrence.
Long-term studies will be needed 0 2
ﬂd&mhhqe‘dmeﬂ«c
amacisted'with loog-tenn use; e.g., of-
fanonahmpmofﬁmolub&nu-

. Thmndeddukdug
ﬁmmaday "'

&M&mﬁ nube

taken within. 30 minuves before or aftet
m&:h:vuhm&u

mrdnnn;theﬁmuekotu:.y

tresument should. be continued for.4 0.

Ritodrine Update '
Since the spproval. of ritndfine
(Yo .foc use in premanure lsbor
(sec November-1980:and July 1981
Drug Bullesing), FDA bas been moni-

fully. wesgh the nsks and benefis
before admunutering tie drug

Whea gesaconal age u::n doubt..
inmautenne growth feardaucn.should:
be considered (a the differenual
dagnoss of precera labor. Among low
burdi weighe infans. about 9 perceat
may be growth rerarded for gesaational
age. Prolongation of laboc beyond term
L comct the growth rerardation
of these bad

Irucial. admnumm of tivodtine is:
inravenous. To minimize: ‘bd;éuk of
hypotension.. the pauent be
msinmined in the Jeft laceral position.
e o s

given-to het st

tion. The amoune of i.v. fluids admin-
istered should be mwed t0 avoid
cithee circulscory fhuid ovetlosd! (over:
hydmtion) or inadequace bydrdon. Aa
cxcess sodium load should be svoided in
hydaadng the patent.!

The boxed. vamu fw ticodrine has
been amended to read

Maternal pulmonary ederns has
been mpotml in psticno aeated
with Yuropas, sometimey after de-
livery. While occurring infrequently,
it has occurred more often when ps-
tients were treated concomicandy’
with corticosteroids: Maternal death
from chis condition has beea re-
ported wich or withou cortico
sceroids given concomitandy. with:
drugs. of this class.

Paticno so.created mant be closely
monitored in the bospital. The pa-
tient's state of hydiation should be
carefully monitored. (See Dotage
| snd. Adminisustion:) If pulmoassy
i ederna develops dusing adminissrs-
tion, the drug: shauld be-discoa-
tinued. Edema should be mansged
® ecauie canbipracular

iovasculas cespomees:
are common and mete prondunced
during inuavenous- administration of
. Yueopar. cardiovascular effecs, in
cluding.maremal pulse rate snd!
blood pressure.and’ feeal heare cace,

should be closelv: monutorea OB
. serve for premonitotv of acrual ma-
! ternal ugrs and. sympeoms.of pul.
| monary cdems. A penseent ugh
. achycardia (over 140:beass: pet.
minuwe) and/or pensten tachypaca
(respiratocy rate over 20 per minuce)
may be ugns of impending: pulmo-
nary edems with drugs of thas class. .
Occult cardiac disesse may be.un-
masked with the use of Yuropas.. If.
the pecicar complains of chest pan.
or tightmess of chese,. the drug
should be temporanly disconunued'
and as. ECG should be done s soon

llm
The drug:should noc be:adminis..
mﬁwpmvlmwl
proeclampai ion, ot
diabetes ualess the acending phyn:
cian considens chat the. benefis:
cleacly outweigh the risks:

Phhuea et 3l.. Pulmonary edemis

(oﬂo- niodnae-sskiac fusson:
m% O Gya 1581 Slﬂi'.g:'

Use of Approved Drugs
for Uslabeled Indications

| The appropriatencss of :he fegality of

ptambuu tmvd drugs fot uses not
inclided in' official lsheting-1s
somerimes & cause: of concera and con-
fusion arcong prazutioners.

Under the Fedenal. Food, Drug. and
Cosenctic (FO&C) Act, 3 drug:approved
for masketing may be labeled. pro-
moted. and advereised by the lmnulu
| turet only for thiose uses for. which the
drug’s.safety and effectiveness have:
been establihed'and which FDA has.
appm«l. These are commonly. refecred’
0 33 "spproved.uses.” This means
that sdequate and well-conerolled
¢hmal trisls have: documented' these.

I uses. and the cesulu of the taals have

http://legacy.library.ucsf.edu/tid/mme58c00/pdf

been reviewed and approved by
FDA,
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The FD&C Act does 0t. however,
limie the. manner 1n aviiicn 2 pivsician
May use-1n apptoved drug; Once a
product Htas been approved for. masker-
ing. 3 physician may prescribe ic:for:
UsEs of in teacment regrmens of ps-
tiens populstions chac are not included
in approved labeling. Such “‘unsp-
proved’” of, more precisely. ““unfa.
beled™ utes may be appmptiau‘:dlno

ticoal in cerain circumsances.

porwed inmedical licersoure.

The cerm*‘uaapproved uses’’ is, 0
mm".mahd’ ing.lei{l::wludeu
variety of situstioes anging: une:
mdies .a mm‘;mpud drug
on the market are often firse discovered
chrough serendipitous iocs and
-herapeutic innovations,. subsequently

mfitmed by well-plaoned and exe.
such advances can be added! to:the ap-
proved labeling, However, daw subsan.
tsting the cffectiveness:of 2 new-use or
regimen must be submicted by the
manufacturer-to FDA for evaluation’
This may. uke time and, without.the
initiadve of. the drug maaufactorer
whose t i3 involved,, may never
ical pracace often includes:drug use
% 1 noc refleceed in approved drug

ling.

Widhi cespect w.its role in medicali
practice. the package insers. s infoema-
tional only. FDA mics w amure thae:
prescription diug information in the:

insert accuracely, and . fully re:
ithe.data an safery-and effective-
ness on which drug approval is based..

Hepatitis. B Vaccine: for
Use in Selected Populations

As inactivaced hepatitis B.vaicine
Hepavax-B) has been licensed for use
the Unsted Staces. Ie is intended for
-eswed populacions as High cisk:of ac-

quiring hepatitis: B, one of ‘tuee known
forrns of vinal hepatitis: (The-others are

- Oy st e v it

nepanius A and non-A non-B hepau-
s n
The vaccine. s the firse to be made
from human Blood. Nonnfectious anu-
gen is punfied from the plasma of.
asympromauc human camers of hepa:
tus B. After 2 senes of chemscal arese--
ment, followed by the addition of
alum adjuvant. the vaccine-is admn-
istered in chree intramusculir injectons
over 2 6-month period.
Vaccinstion.is not intended foe che
populacion: buc is recoms
mended!foe persons: older dua 3.
months of age who ase at incressed risk
of hepaticis B virus infection. These
persons will include bealth cure
workers. insticutionslized patients:
laboratory. wockers, hemodialysis seaff:
and patients, family coteacts of carviess,
some milicary personnel, and persons:
with aumerous scxus! parmen.
There-continuesito be s dialogue
among government agencics,. indusuy,
and the medical community sbout use:
of the vaccine in selected high-ritk
groups. The Advisey Committee on.
Immunization Practces (ACIP) of the
U.S, Centess foe Disease Coatsol.
(CDC). with assistance: from represen-
tacives of FDA, the Natoas) Insdirates:
of Health, and the medical commu-
nity. :l“' mhth mlﬂi o discus
s which.population. groups
id receive this vaceine. The ACIP
will meee once more ia May
10 drafe final guidelines for use of this.
vaccine.

In clinical enials, 83 to 96 peroent of
persens receiving three doses of eitber
20 mg or. 40-mg of vaccine. were.im-
mune to infeccion.. The duration of
protection is. presently unknown.
However, in clinical wials, vaccines
indisced antibodies.. shown.to provide
protection against infection, pesisted
for a¢ least 24 monchs:in those receiv-
ing; all three doses:and will probably
tast for at least. § years. Aftet this dme,
a boostes may. be necessary o maintun

of this yesr

Availabilicy

Due to the complexity of the meth-
ods used for producing the vaccine. i
will be summer or fall of 1982 before
the product ' generally available irom
Merck, Sharp & Dohme. Thus manufic-
turer can supply complete phytician 1+
formauon.

Advice on Limiting
Intake of Bonemeal

Due to che unknown.but often sub-
saancial lead conent of individual'sam-

sdvises pracucionens thac these. sub-

sances should: be used s lictle a3 poss-

ble in infanw, young children, and -
women

pregrant or lactating women.
Bonemen) is:used primarily 18 cal;
cium and/o¢ phosphocus supplements:
Bonemeal m?kmu are usually
composed of finely crushed, processed’
bone and are packsged in powder: cap-
sule, abler, or wafer.form. The source.

serves a3 a repasitory for-lead in the:
body.and, in geacml, the older the an.
imal che more lead in it bones.

Dolomite is 2-miberal' deposit. con-
tisting. of cakcium-magnesium carbonate:
with traces of. ocher elemens,. including.
lead. Dolomite it used as 2 calcium and
magnesium supplement and, like. bone-
meal. may- be purchased in powder:
capsule, tabler; or wafer form.

While a lasge portion-of the small
amount of dietary-leadlingested by
humans is excreted, some 13 deposiced
in the mineral fabric: of brae. and 1ome
goes- inwo soft dssue:. [nfants:and
children tend .co absorb lead more-ctfi-
cicaddy than adula.. When i« 15.con.-
sumed in excess; jead may produce:
tonic rescuons including cencal aervous
system damage, anemis,.and abdom-

immunicy. * inal pain: As in animaly, the accumu-
Side effecs have been mainly local, ladion of lesd in human bone increases
mild, and wansitory. with.age. Additionally, studies with

http://legacy.library.ucsf.edu/tid/mme58c00/pdf
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Hippocratic Oath

I do solemnly vow, to that which I value and hold most dear:

That I will honor the Profession of Medicine, be just and generous to its members, and
help sustain them in their service to humaniry;

That just as I have learned from those who preceded me, so will I instruct those
who follow me in the science and the art of medicine;

That I will recognize the limits of my knowledge and pursue lifelong learning to
beter care for the sick and to prevent illness;

That I will seek the counsel of others when they are more expert so as to fulfill my
obligation to those who are entrusted to my care;

Thac I will not withdraw from my patients in their cime of need;

That I will lead my life and practice my art with integrity and honor, using my
power wisely;

That whatsoever 1 shall see or hear of the lives of my patients that is not fitting to
be spoken, I will keep in confidence;

Thar into whatever house I shall enter, it shall be for the good of the sick;

That [ will maineain this sacred trust, holding myself far aloof from wrong, from
corrupting, from the tempting of others to vice;

That above all else I will serve the highest interests of my parients through the
practice of my science and my art;

That I will be an advocate for patients in need and strive for justice in the
care of the sick.

I now turn to my calling, promising to preserve its finest traditions, with the reward of a long
experience in the joy of healing.

I make this vow freely and upon my honor.
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