What’s the VERDICT?

Home pregnancy tests—

Is ectopic always on your mind?

When a patient presents to the ED reporting early pregnancy and
intermittent vaginal bleeding, failure to evaluate for ectopic pregnancy
can expose clinicians to liability

Joseph S. Sanfilippo, MD, MBA, and Steven R. Smith, MS, JD

CASE Unidentified ectopic pregnancy leads
to rupture*
A 33-year-old woman (G1 P0010) with 2 posi-
tive home pregnancy tests presents to the
emergency department (ED) reporting inter-
mittent vaginal bleeding for 3 days. Her last
menstrual period was 10 weeks ago, but she
reports that her menses are always irregular.
She has a history of asymptomatic chlamydia,
as well as spontaneous abortion 2 years prior.
At present, she denies abdominal pain or
vaginal discharge.

Upon examination her vital signs are:
temperature, 98.3 °F; pulse, 112 bpm, with a

*The “facts” of this case are a composite, drawn from
several cases to illustrate medical and legal issues. The
statement of facts should be considered hypothetical.
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resting rate of 16 bpm; blood pressure (BP),
142/91 mm Hg; pulse 02, 99%; height, 4’ 3”;
weight, 115 Ib. Her labs are: hemoglobin,
12.1 g/dL; hematocrit, 38%; serum human cho-
rionic gonadotropin (hCG) 236 mIU/mL. Upon
pelvic examination, no active bleeding is noted.
She agrees to be followed up by her gynecolo-
gist and is given a prescription for serum hCG in
2 days. She s instructed to return to the ED should
she have pain or increased vaginal bleeding.

Three days later, the patient follows up with
her gynecologist reporting mild cramping. She
notes having had an episode of heavy vaginal
bleeding and a “weakly positive” home preg-
nancy test. Transvaginal ultrasonography notes
endometrial thickness 0.59 mm and unremark-
able adnexa. A urine pregnancy test performed
in the office is positive; urinalysis is positive for
nitrites. With the bleeding slowed, the gynecolo-
gist’s overall impression is that the patient has
undergone complete spontaneous abortion. She
prescribes Macrobid for the urinary tract infec-
tion. She does not obtain the ED-prescribed
serum HCG levels, as she feels, since complete
spontaneous abortion has occurred there is no
need to obtain a follow-up serum HCG.

Five days later, the patient returns to the
ED reporting abdominal pain after eating. Fever
and productive cough of 2 days are noted. The
patient states that she had a recent miscarriage.
The overall impression of the patient’s condi-
tion is bronchitis, and it is noted on the patient’s
record, “unlikely ectopic pregnancy and preg-
nancy test may be false positive,” hence a
pregnancy test is not ordered. Examination
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reveals mild suprapubic tenderness with no
rebound; no pelvic exam is performed. The
patient is instructed to follow up with a health
care clinic within a week, and to return to the ED
with severe abdominal pain, higher fever, or any
new concerning symptoms. A Zithromax Z-pak
is prescribed.

Four days later, the patient is brought by
ambulance to the ED of the local major medi-
cal center with severe abdominal pain involv-
ing the right lower quadrant. She states that
she had a miscarriage 3 weeks prior and was
recently treated for bronchitis. She has dizziness
when standing. Her vital signs are: temperature,
97.8 °F; heart rate, 95 bpm; BP, 72/48 mm Hg;
pulse 02, 100%. She reports her abdominal pain
to be 6/10.

The patient is given a Lactated Ringer’s
bolus of 1,000 mL for a hypotensive episode.
Computed tomography is obtained and notes,
“low attenuation in the left adnexa with a dilated
fallopian tube.” A large heterogeneous collection
of fluid in the pelvis is noted with active extrava-
sation, consistent with an “acute bleed.”

The patient is brought to the operating room
with a diagnosis of probable ruptured ectopic
pregnancy. Intraoperatively she is noted to have
a right ruptured ectopic and left tubo-ovarian
abscess. The surgeon proceeds with right sal-
pingectomy and left salpingo-oophorectomy.
Three liters of hemoperitoneum is found.

She is followed postoperatively with serum
hCG until levels are negative. Her postopera-
tive course is uneventful. Her only future option
for pregnancy is through assisted reproductive
technology (ART) with in vitro fertilization (IVF).
The patient sues the gynecologist and sec-
ond ED physician for presumed inappropriate
assessment for ectopic pregnancy.

WHAT’S THE VERDICT?

A defense verdict is returned.

Medical considerations

The incidence of ectopic pregnancy is 2% of all
pregnancies, with a higher incidence (about
4%) among infertility patients.! Up to 10% of
ectopic pregnancies have no symptoms.?
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Clinical presentations. Classic signs of
ectopic pregnancy include:

e abdominal pain

« vaginal bleeding

« late menses (often noted).

A recent case of ectopic pregnancy
presenting with chest pain was reported.?
Clinicians must never lose site of the fact
that ectopic pregnancy is the most common
cause of maternal mortality in the first tri-
mester, with an incidence of 1% to 10% of all
first-trimester deaths.*

Risk factors include pelvic inflammatory dis-
ease, as demonstrated in the opening case. “The
silent epidemic of chlamydia” comes to mind,
and tobacco smoking can adversely affect tubal
cilia, as can pelvic adhesions and/or prior tubal
surgery. All of these factors can predispose
a patient to ectopic pregnancy; in addition,
intrauterine devices, endometriosis, tubal liga-
tion (or ligation reversal), all can set the stage
for an ectopic pregnancy.® Appropriate serum
hCG monitoring during early pregnancy can
assist in sorting out pregnancies of unknown
location (PUL; FIGURE, page 47). First trimester
ultrasonography, at 5 weeks gestation, usually
identifies early intrauterine gestation.

Imaging. With regard to pelvic sonography, the
earliest sign of an intrauterine pregnancy (IUP)
is a sac eccentrically located in the decidua.® As
the TUP progresses, it becomes equated with a
“double decidual sign,” with double rings of tis-
sue around the sac.t If the pregnancy is located
in an adnexal mass, it is frequently inhomo-
geneous or noncystic in appearance (ie, “the
blob” sign); the positive predictive value (PPV)
is 96%.> The PPV of transvaginal ultrasound is
80%, as paratubal, paraovarian, ovarian cyst,
and hydrosalpinx can affect the interpretation.”

Heterotopic pregnancy includes an intra-
uterine gestation and an ectopic pregnancy.
This presentation includes the presence of a
“pseudosac” in the endometrial cavity plus an
extrauterine gestation. Heterotopic pregnan-
cies have become somewhat more common
as ART/IVF has unfolded, especially prior to
the predominance of single embryo transfer.

Managing ectopic pregnancy
For cases of early pregnancy complicated
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by intermittent bleeding and/or pain, moni-
toring with serum hCG levels at 48-hour
intervals to distinguish a viable IUP from an
abnormal IUP or an ectopic is appropriate.
The “discriminatory zone” collates serum
hCG levels with findings on ultrasonography.
Specific lower limits of serum hCG levels
are not clear cut, with recommendations of
3,500 mIU/mL to provide sonographic evi-
dence of an intrauterine gestation “to avoid
misdiagnosis and possible interruption of
intrauterine pregnancy,” as conveyed in the
American College of Obstetricians and Gyne-
cologists 2018 practice bulletin.? Serum pro-
gesterone levels also have been suggested to
complement hCG levels; a progesterone level
of <20 nmol/L is consistent with an abnormal
pregnancy, whereas levels >25 nmol/L are
suggestive of a viable pregnancy.? Inhibin A
levels also have been suggested to be helpful,
but they are not an ideal monitoring tool.

While most ectopic pregnancies are
located in the fallopian tube, other loca-
tions also can be abdominal or ovarian. In
addition, cesarean scar ectopic pregnancy
can occur and often is associated with delay
in diagnosis and greater morbidity due to
such delay.’ With regard to ovarian ectopic,
Spiegelberg criteria are established for diag-
nosis (TABLE 1).1°

Appropriate management of an ectopic
pregnancy is dependent upon the gestational
age, serum hCQG levels, and imaging findings,
as well as the patient’s symptoms and exam
findings. Treatment is established in large
part on a case-by-case basis and includes, for
early pregnancy, expectant management and
use of methotrexate (TABLE 2).!! Dilation and
curettage may be used to identify the preg-
nancy’s location when the serum hCG level is
below 2,000 mIU/mL and there is no evidence
of an IUP on ultrasound. Surgical treatment
can include minimally invasive salpingos-
tomy or salpingectomy and, depending on
circumstance, laparotomy may be indicated.

Fertility following ectopic pregnancy varies
and is affected by location, treatment, predis-
posing factors, total number of ectopic preg-
nancies, and other factors. Ectopic pregnancy,
although rare, also can occur with use of IVE
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TaBLE 1 Spiegelberg criteria for ovarian pregnancy'®

e The gestational sac is located in the region of the ovary

e The ectopic pregnancy is attached to the uterus by the ovarian ligament
e Ovarian tissue in the wall of the gestational sac is proved histologically

e The tube on the involved side is intact

T7ABLE 2 Indications and contraindications to
methotrexate therapy for ectopic pregnancy

Candidates for methotrexate

1. Confirmed ectopic pregnancy (or clinically high suspicion)

2. Hemodynamically stable

3. Ectopic mass is not ruptured

4. Patients who will be able to have follow-up visits and lab testing

Absolute contraindications to methotrexate therapy

. Liver disease including alcoholism
. Peptic ulcer disease

. Blood dyscrasias

. Immunodeficiency

. Breastfeeding

1
2

3

4

5

6. Active pulmonary disease

7. Liver, kidney, or hematologic dysfunction
8. Hypersensitivity to methotrexate
9. Heterotopic pregnancy

1

0. Unable or unwilling to complete protocol

Relative contraindications to methotrexate therapy?

1. Mass greater than 3.5 cm
2. Fetal heart motion
3. Peritoneal fluid

Necessary lab testing prior to methotrexate therapy

1. Serum creatinine level

2. Liver transaminases

3. Complete blood count

4. Quantitative human chorionic gonadotropin level

aWomen with high baseline human chorionic gonadotropin concentration (greater than 5,000 miU/mL)

are more likely to require multiple courses of medical therapy or experience treatment failure.

Humans are not unique with regard to ectopic
pregnancies, as they also occur in sheep.'?

Legal perspective
Lawsuits related to ectopic pregnancy are
not a new phenomenon. In fact, in 1897,
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a physician in Ohio who misdiagnosed an
“extrauterine pregnancy” as appendicitis was
the center of a malpractice lawsuit.”® Unrec-
ognized or mishandled ectopic pregnancy can
result in serious injuries—in the range of 1% to
10% (see above) of maternal deaths are related
to ectopic pregnancy. Ectopic pregnancy
cases, therefore, have been the subject of sub-
stantial litigation over the years. An informal,
noncomprehensive review of malpractice law-
suits brought from 2000 to 2019, found more
than 300 ectopic pregnancy cases. Given the
large number of malpractice claims against
ObGyns,* ectopic pregnancy cases are only a
small portion of all ObGyn malpractice cases.'*

A common claim: negligent diagnosis
or treatment
The most common basis for lawsuits in cases
of ectopic pregnancy is the clinician’s neg-
ligent failure to properly diagnose the ecto-
pic nature of the pregnancy. There are also
a number of cases claiming negligent treat-
ment of an identified ectopic pregnancy. Not
every missed diagnosis, or unsuccessful treat-
ment, leads to liability, of course. It is only
when a diagnosis or treatment fails to meet
the standard of care within the profession
that there should be liability. That standard
of care is generally defined by what a reason-
ably prudent physician would do under the
circumstances. Expert witnesses, who are
familiar with the standard of practice within
the specialty, are usually necessary to estab-
lish what that practice is. Both the plaintiff
and the defense obtain experts, the former to
prove what the standard of care is and that the
standard was not met in the case at hand. The
defense experts are usually arguing that the
standard of care was met.'” Inadequate diag-
nosis of ectopic pregnancy or other condition
may arise from a failure to take a sufficient
history, conduct an appropriately thorough
physical examination, recognize any of the
symptoms that would suggest it is present, use
and conduct ultrasound correctly, or follow-
up appropriately with additional testing.'8

A malpractice claim of negligent
treatment can involve any the following
circumstances':
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« failure to establish an appropriate treat-
ment plan

o prescribing inappropriate medications for
the patient (eg, methotrexate, when it is
contraindicated)

o delivering the wrong medication or the
wrong amount of the right medication

o performing a procedure badly

o undertaking a new treatment without ade-
quate instruction and preparation.

Given the nature and risks of ectopic

pregnancy, ongoing, frequent contact with
the patient is essential from the point at which
the condition is suspected. The greater the
risk of harm (probability or consequence),
the more careful any professional ought to be.
Because ectopic pregnancy is not an uncom-
mon occurrence, and because it can have
devastating effects, including death, a reason-
ably prudent practitioner would be especially
aware of the clinical presentations discussed
above.” In the opening case, the treatment
plan was not well documented.
Negligence must lead to patient harm.
In addition to negligence (proving that the
physician did not act in accordance with the
standard of care), to prevail in a malpractice
case, the plaintiff-patient must prove that the
negligence caused the injury, or worsened
it. If the failure to make a diagnosis would
not have made any difference in a harm
the patient suffered, there are no damages
and no liability. Suppose, for example, that
a physician negligently failed to diagnose
ectopic pregnancy, but performed surgery
expecting to find the misdiagnosed condi-
tion. In the course of the surgery, however,
the surgeon discovered and appropriately
treated the ectopic pregnancy. (A version of
this happened in the old 19th century case
mentioned above.) The negligence of the
physician did not cause harm, so there are no
damages and no liability.

Informed consent is vital

A part of malpractice is informed consent
(or the absence of it)—issues that can arise
in any medical care.” It is wise to pay par-
ticular attention in cases where the nature of
the illness is unknown, and where there are
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FIGURE Suggested algorithm for assessment of pregnancy of unknown location

Positive hCG

Transvaginal ultrasonography: No evidence of IUP or EP

Repeat hCG at 2-day intervals, at least twice

Adequate decline:
> 35%

Adequate rise:
> 35%

Plateau:
Rise/decline < 35%

Can obtain additional
hCG at 2-day
or weekly intervals
per clinician
discretion/concern:
Continued decline

Can obtain additional
hCG at 2-day intervals
per clinician
discretion/concern

Endometrial sampling

v

Y

Presumed failing IUP

Obtain weekly hCG until
negative

Continued normal
hCG rise: Likely IUP

Repeat transvaginal
ultrasonography
when hCG is above
the discriminatory zone
(1,500-2,000 mIU/mL)

No villi, and
hCG decline < 15%
on the following day

hCG decline > 15%

on the following day,

and/or chorionic villi
on final pathology

v

v

Management of EP

Spontaneous abortion

Obtain weekly hCG
until negative

Abbreviations: EP, ectopic pregnancy; hCG, human chorionic gonadotropin; IUP, intrauterine pregnancy.

Source: Insogna |, Brady P. Pregnancy of unknown location: evidence-based evaluation and management. OBG Manag. 2020;32:42-48.
_______________________________________________________________________________________________________________________________________|

significant uncertainties and the nature of
testing and treatment may change substan-
tially over a period of a few days or few weeks.
As always, informed consent should include
a discussion of what process or procedure is
proposed, its risks and benefits, alternative
approaches that might be available, and the
risk of doing nothing. Frequently, the uncer-
tainty of ectopic pregnancy complicates the
informed consent process.*

Because communication with the
patient is an essential function of informed
consent, the consent process should pro-
ductively be used in PUL and similar cases to
inform the patient about the uncertainty, and
the testing and (nonsurgical) treatment that
will occur. This is an opportunity to reinforce

mdedge.com/obgyn

the message that the patient must maintain
ongoing communication with the physi-
cian’s office about changes in her condition,
and appear for each appointment scheduled.
If more invasive procedures—notably sur-
gery—become required, a separate consent
process should be completed, because the
risks and considerations are now meaning-
fully different than when treatment began. As
a general matter, any possible treatment that
may result in infertility or reduced reproduc-
tive capacity should specifically be included
in the consent process.

In the hypothetical case, the gyne-
cologist failed to obtain a follow-up serum
hCG level. In addition, the record did not
reflect ectopic pregnancy in the differential
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diagnosis. As noted above, the patient had
predisposing factors for an ectopic preg-
nancy. The physician should have acknowl-
edged the history of sexually transmitted
disease predisposing her to an ectopic preg-
nancy. Monitoring of serum hCG levels until
they are negative is appropriate with ectopic,
or presumed ectopic, pregnancy manage-
ment. Appropriate monitoring did not occur
in this case. Each of these errors (following
up on serum hCG levels and the inadequacy
of notations about the possibility of ectopic
pregnancy) seem inconsistent with the usual
standard of care. Furthermore, as a result of
the outcome, the only future option for the
patient to pursue pregnancy was I[VE

Other legal issues
There are a number of other legal issues that
are associated with the topic of ectopic preg-
nancy. There is evidence, for example, that
Catholic and non-Catholic hospitals treat
ectopic pregnancies differently,” which may
reflect different views on taking a life or the
use of methotrexate and its association with
abortion.* In addition, the possibility of an
increase in future ectopic pregnancies is one
of the “risks” of abortion that pro-life organi-
zations have pushed to see included in abor-
tion informed consent.”® This has led some
commentators to conclude that some Catholic
hospitals violate federal law in managing ecto-
pic pregnancy. There is also evidence of “over-
whelming rates of medical misinformation on
pregnancy center websites, including a link
between abortion and ectopic pregnancy.’*
The fact that cesarean deliveries are
related to an increased risk for ectopic
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