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Estrogen and Breast Cancer
A B S T R A C T  &  C O M M E N T A R Y

By Jeffrey T. Jensen, MD, MPH, Editor

Synopsis: New data from the Women’s Health Initiative Study 
estrogen-only arm demonstrates that estrogen treatment not only 
was associated with a lower incidence of breast cancer diagnosis, 

but also fewer breast cancer deaths.

Source: Anderson GL, et al. Conjugated equine oestrogen and breast cancer 
incidence and mortality in postmenopausal women with hysterectomy: 

Extended follow-up of the Women’s Health Initiative randomised placebo-
controlled trial. Lancet Oncol 2012; Mar 6 [Epub ahead of print].

Subjects in the women’s health initiative (whi) trial estrogen-only 
study randomized to receive conjugated estrogens had a lower in-

cidence of invasive breast cancer than did those who received placebo. 
The aim of the present study was to assess the influence of estrogen 
use on longer-term breast cancer incidence and mortality by evaluat-
ing extended follow-up of this cohort. Between 1993 and 1998, 10,739 
postmenopausal women aged 50–79 years who had undergone hyster-
ectomy and had normal breast health screening with clinical exam and 
mammography from 40 U.S. clinical centers were randomly allocated 
to receive either oral conjugated equine estrogen (0.625 mg/day; n = 
5310) or matched placebo (n = 5429). The study drug was terminated 
early in February 2004, because of an adverse effect of treatment on 
stroke, but follow-up continued until the planned termination of March 
2005 with original results reported from these data. After this, consent 
was sought for extended surveillance from 9786 living participants 
in active follow-up, and 7645 (78%) agreed. Data from this extended 
follow-up cohort available through August 14, 2009, was evaluated to 
assess the long-term effects of estrogen use on invasive breast cancer 
incidence, tumor characteristics, and mortality. The authors used Cox 
regression models to estimate hazard ratios (HR) in the intention-to-
treat population. 

They found that after a median follow-up of 11.8 years, the use of 
estrogen for a median of 5.9 years was associated with a significantly 
lower incidence of invasive breast cancer (151 cases, 0.27% per year) 
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compared with placebo (199 cases, 0.35% per year; HR 
0.77, 95% confidence interval [CI] 0.62 to 0.95; P = 0.02) 
with no significant difference in risk reduction in those 
women diagnosed during the intervention phase (21% 
decrease) and post-intervention (25% decrease). In sub-
group analyses, they noted that the breast cancer risk re-
duction with estrogen use was limited to women without 
a personal history of benign breast disease (P = 0.01) or 
a family history of breast cancer (P = 0.02). Significantly, 
in the estrogen group, fewer women died from breast can-
cer (six deaths, 0.009% per year, compared with controls 
16 deaths, 0.024% per year; HR 0.37, 95% CI 0.13 to 
0.91; P = 0.03) or from any cause after a breast cancer 
diagnosis (30 deaths, 0.046% per year, compared with 50 
deaths, 0.076% per year; HR 0.62, 95% CI 0.39 to 0.97; 
P = 0.04). 

The authors concluded that these results provide reas-
surance that breast cancer diagnosis and mortality are not 
increased for women with hysterectomy who use estro-
gen-only menopausal therapy, but were cautious to note 
that these data do not support use of estrogen for breast 
cancer risk reduction.

n COMMENTARY

The great thing about the weather in Oregon in the 
spring is change. If you don’t like it now, just wait 20 
minutes and the rain, snow, and hail will change to bril-
liant sunshine and balmy temperatures. Although it of-
ten switches back, the days become progressively lon-
ger, brighter, and warmer. So goes the Women’s Health 

Initiative Study, the large NICHD-funded evaluation of 
hormonal therapy in postmenopausal women. The initial 
news from the combined Prempro® arm was devastating, 
and the shock affected the confidence of clinicians and 
women such that use of postmenopausal HRT declined 
precipitously and many symptomatic women found it dif-
ficult to obtain treatment. The combined treatment with 
conjugated estrogen and medroxyprogesterone acetate 
(MPA) increased the risk of breast cancer, and increased 
the risk of cardiovascular complications like coronary 
heart disease, venous thrombosis, and stroke.1 Over the 
years, much more has been learned. First, the results of 
the estrogen-only WHI studies differed from the com-
bined therapy arm with respect to several clinically im-
portant outcomes; there was no overall impact on coro-
nary heart disease with estrogen-only treatment and there 
was the trend toward a reduction in risk of invasive breast 
cancer in the estrogen-only arm.2 The decreased risk of in-
vasive breast cancer persisted in a 2011 analysis of results 
from this study,3 and the present publication now provides 
more evidence showing that breast cancer mortality is 
also reduced. Taken together with similar favorable re-
sults evaluating cardiovascular effects with estrogen-only 
therapy, and in younger users of combined HRT, it seems 
that spring may be returning to hormonal therapy. 

Given the fact that a steady diet of negative reporting 
has led many women and clinicians to view estrogen as 
a cancer-causing poison, the Anderson report is bound 
to cause confusion or, worse yet, to be ignored entirely. 
However, there is substantial basic research that suggests 
the true role of estrogen is a trophic hormone that posi-
tively affects growth of many tissues, including some can-
cers. More like a fertilizer than a toxin. You put fertilizer 
in the garden to support the growth of vegetables, accept-
ing that it will improve the growth of weeds too. Natural 
estradiol should be viewed as a healthy organic fertil-
izer that helps the brain, bones, and many other tissues. 
While the data do not support that estrogens cause can-
cer, they will support the growth of these unwanted cells 
too; routine mammography is the way to identify these 
“weeds.” The use of a progestogen complicates the pic-
ture in the breast. Using core needle biopsies, Murkes and 
colleagues found greater breast cell proliferation in post-
menopausal women using oral conjugated estrogens and 
MPA than in those treated with transdermal estradiol and 
oral micronized progesterone.4 Since increasing numbers 
of women are reaching menopause with an intact uterus, 
we need to re-energize research to develop and market lo-
cal progestogen delivery systems (like the LNG IUS) for 
postmenopausal use. Until then, off-label use of the LNG 
IUS should be considered.   n
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Sentinel-Node Biopsy  
in Endometrial Cancer:  
Valid Approach?
A B S T R A C T  &  C O M M E N T A R Y

By Robert L. Coleman, MD

Professor, University of Texas; M.D. Anderson Cancer  
Center, Houston

Dr. Coleman reports no financial relationships relevant to this field of study.

Synopsis: The merits of sentinel-node technology — 
including more efficient nodal isolation, reduction of 
lymphatic dissection in low-risk patients, and tailored 
therapy — may be relevant in endometrial cancer. 

Source: Ballester M, et al. Detection rate and diagnostic accu-
racy of sentinel-node biopsy in early stage endometrial cancer: 
A prospective multicentre study (SENTI-ENDO). Lancet 
Oncol 2011;12:469-476.

Previous studies have demonstrated the feasibility of 
identifying sentinel lymph nodes (SLN) in the pelvic 

and para-aortic nodal basins in women with endometrial 
cancer. However, these data have been generated from 
multiple techniques explored in single institutions and re-
ported as hypothesis-generating retrospective studies. To 
assess the detection rate and diagnostic accuracy of the 
SLN procedure in predicting the pathological pelvic-node 
status in patients with early-stage endometrial cancer, pa-
tients with stage I–II endometrial cancer underwent SLN 
assessment via cervical injection of dye and radionuclide. 

SLNs, if identified, were characterized prior to systematic 
pelvic lymphadenectomy. All lymph nodes were histo-
pathologically examined, and SLNs were serial sectioned 
and examined by immunochemistry (IHC). The primary 
endpoint was estimation of the negative predictive value 
(NPV) of sentinel-node biopsy per hemipelvis. The multi-
institutional study enrolled 133 patients; at least one SLN 
was detected in 111 of 125 eligible patients (89%). Pelvic 
node metastases were identified in 20 eligible patients and 
in 19 patients where a SLN was detected (17%). Of these 
19, nine were detected by IHC alone. Five of 111 patients 
(5%) had an associated SLN in the para-aortic basin. NPV 
was 100% and sensitivity 100%, when evaluated with re-
spect of the hemipelvis. However, false-negative sentinel 
nodes were found in three patients (two in the contralat-
eral pelvis and one in the para-aortic chain), producing a 
NPV of 97% and sensitivity of 84% when considering the 
patient as the index. SLN biopsy upstaged 10% of patients 
with low-risk and 15% of those with intermediate-risk en-
dometrial cancer. The authors concluded that SLN biopsy 
could be a trade-off between routine systematic lymphad-
enectomy and no dissection at all in patients with endo-
metrial cancer of low or intermediate risk.

n COMMENTARY 

The sentinel node concept makes a lot of practical 
sense in situations where routine complete extraction of 
a tumor’s nodal basin are unrelated to disease outcome.1 
The advantage under the hypothesis that a limited num-
ber of “high-risk” nodes are preferentially receiving 
drainage from the primary tumor is that more informa-
tion may be gained about tumor biology with less disrup-
tion and morbidity. In several solid tumors, the concept 
has been validated and, in many, is now the standard of 
care (melanoma, breast cancer). In gynecologic oncology, 
the technique also appears to be valid for vulva cancer.2 
However, examination of the pelvic organs are trickier 
because the central location and multiple potential drain-
ing basins place a premium on false-negative exams and 
require a much broader investigation intraoperatively. In 
addition, re-operation to explore high-risk clinical sce-
narios or underassessment is impractical relative to more 
superficial nodal basins examined in vulva or breast can-
cer. Nevertheless, carcinoma of the uterus fulfills many of 
the assumptions that would promote investigation in this 
manner: lymph node metastases are uncommon; lymph-
adenectomy has not proved to alter overall survival, yet 
routine lymphadenectomy is associated with morbidity; 
and tailored therapy based on improved assessment could 
impact long-term outcomes.3 The latter underscores the 
ultimate impact, which was not addressed in the current 
study and should be the next step. Also, one must be cau-
tious not to overstate the concept is validated. Nodal risk 
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was very low in this study (< 20%) and would require 
many more dissections to establish a confident “per pa-
tient” false-negative predictive value (3% in the current 
study). This parameter is much more important as the out-
come in the nodal basin from the SLN is not known at the 
time of sampling. Also limiting is the fact that nearly half 
of the SLN determined with metastases were found by 
IHC techniques. This is much more difficult to obtain at 
the time of operation, and eliminating it until final post-
surgical pathological assessment would increase the in-
traoperative false-negative rate or raise the question we 
already struggle with in patients who have not been for-
mally staged: reoperation vs overutilization of postopera-
tive therapy.   n
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What the Internet Says about 
Pelvic Organ Prolapse and 
Urinary Incontinence 
A B S T R A C T  &  C O M M E N T A R Y

By Frank W. Ling, MD

Clinical Professor, Departments of Obstetrics and  
Gynecology, Vanderbilt University School of Medicine,  
and Meharry Medical College, Nashville

Dr. Ling reports no financial relationships relevant to this field of study.

Synopsis: Although university, government, and medi-
cal society-sponsored websites comprise the minority of 
websites offering information regarding pelvic organ 
prolapse and urinary incontinence, they provide more 
comprehensive, relevant, and accurate information. 

Source: Minaglia S, et al. Assessment of internet-based infor-
mation regarding pelvic organ prolapse and urinary inconti-
nence. Female Pelvic Med Reconstr Surg 2012;18:50-54.

These authors from louisiana state university and the 
University of Hawaii set out to evaluate the quality 

of information available on the Internet regarding pelvic 
organ prolapse and urinary incontinence. Using Google.
com, Ask.com, and Yahoo.com, they searched the terms 
“urinary incontinence,” “uterine prolapse,” “dropped 
bladder,” “dropped uterus,” and “cystocele.” The first 20 
English-language websites listed for each search were 
then evaluated for content, accuracy, and relevance. Two 
evaluators were used for each review; one was a resident 
experienced with urogynecology, and the second was ei-
ther a urogynecology fellow or faculty. A total of six re-
viewers participated. They provided both qualitative and 
quantitative assessment of the websites’ information by 
using a uniform methodology.

One hundred sixty-nine prolapse-related websites 
were identified, of which 11.2% were sponsored by gov-
ernment, universities, or medical societies. Of the 51 
incontinence sites, 23.5% were so designated. Private, 
community, and unknown groups accounted for 81.1% of 
prolapse sites (compared to 45% for incontinence) while 
7.7% (29.4% for incontinence) were industry-sponsored. 
Only 49% of prolapse sites documented the year of site 
creation and only 62.8% documented a year of update. 
For incontinence, the percentages were 39 and 78. 

The prolapse and incontinence sites provided infor-
mation on the following items: definition (68.6% and 
74.5%), causes (65.7% and 72.5%), and evaluation 
(37.2% and 68.6%). Treatment options included physical 
therapy (50.3% and 66.7%), pessary (60.9% and 49%), 
and surgery (75.5% and 62%). Overall, 45% of the sites 
for prolapse or incontinence were rated as mostly/com-
pletely relevant to the topic and 44% were considered 
mostly/completely accurate.

Government, society, or university-sponsored sites 
were more likely to: 1) include definition and surgical 
treatment of prolapse; 2) include definition, evaluation, 
and expanded treatment options for incontinence; and 3) 
be rated mostly/completely accurate and relevant.

n COMMENTARY

As you read this, you probably are thinking to your-
self, “Welcome to my world!” Don’t all clinicians deal 
with the reality that the Internet is intimately intertwined 
with patient encounters? It can be both a blessing (“Mrs. 
Jones, you can get really good information on this on the 
Internet.”) and a curse (“Ms. Smith, I think that the infor-
mation that you have read on the Internet is not necessar-
ily providing a good picture of your condition.”). We find 
ourselves sometimes in the business of disinforming pa-
tients (actually, I don’t think such a term exists) in order to 
inform them. It’s not that rumors, myths, bias, opinions, 
and incomplete data sets never existed before the world-



OB/GYN	Clinical	Alert	 	 	 	 	 	 	 	 	 	 							5

wide web. It’s just that they are more readily available to 
patients. I don’t want to come off as someone longing for 
the “good old days,” because I’m not that at all. In fact, on 
balance, it is my opinion that the Internet has helped me to 
provide better and more innovative care to more patients. 
Like any tool, we need to know how to use it. 

There is, indeed, power in knowledge. The patient who 
is well-informed combined with a knowledgeable physi-
cian can create a beautiful relationship. When the Internet 
is the source of some or all of that information, i.e., the 
tool, it behooves everyone involved to understand the tool 
itself. Patients should know that “not all sites are created 
equal.” Information gained from Internet sources may 
be deliberately or inadvertently skewed. For instance, 
industry-sponsored sites are often believed to be self-pro-
moting since a particular product (i.e., drug or device) is 
solicited. However, that may or may not be true. Industry-
sponsored sites can be an excellent purveyor of balanced, 
evidence-based information. The authors also point out 
that search engine optimization is sometimes used. Spon-
sors may choose to pay to have their sites appear higher 
on the search engine rank list. Both patients and physi-
cians need reminding of this feature. Finally, information 
found on the Internet is not subject to peer review, a con-
cept that sometimes is lost in our collective rush to gain 
new knowledge.

Although the authors suggest that a clinician could 
produce his/her own content for his/her own website, they 
also recognize that this can be difficult and time-consum-
ing. Guiding the patient to more society websites with 
which the physician is familiar is a way to help the patient 
educate herself with more objective materials. 

So what’s a busy practitioner to do? Although the au-
thors suggest creating our own Internet-based educational 
tool, many of us don’t have time. I certainly don’t want to 
“reinvent the wheel.” I can’t embrace the Internet fully, 
yet I can’t very well ignore it totally. Here are a few sug-
gestions that this article seems to support:

1. Acknowledge the Internet and recognize that it has 
the potential to help you and your patients. (It isn’t going 
away.)

2. Familiarize yourself with key websites and their 
contents. (These will be the sites to which you can refer 
your patients.)

3. Create your own content if you desire. (You have to 
determine if the time and effort is worth it compared to 
sending your patients to specific sites whose information 
you like.)

4. Remember the information from this study. (There is 
a greater likelihood — not a guarantee — that university, 
government, or society-based sites will have more com-
plete information.)

5. Caution patients about the limitations of search en-

gines as well as individual websites. (Some are actually 
quite good while others may not convey the message  
that you prefer or even contain incorrect or outdated  
information.)

6. Don’t forget that some patients don’t access the 
Internet, so the “tried and true,” old-fashioned, classical 
face-to-face patient encounter is still alive and well.   n

Special Feature
Fetal DNA Testing  
for Aneuploidy Detection

By John C. Hobbins, MD

Professor of Obstetrics and Gynecology, University of  
Colorado School of Medicine, Aurora, Colorado

Dr. Hobbins reports no financial relationships relevant to this field of study.

Synopsis: A new prenatal test that indirectly quanti-
fies fetal DNA in maternal plasma has been shown to 
be highly sensitive in detecting trisomy 21 and has the 
potential to identify other forms of fetal aneuploidy. 

Introduction

Currently, screening for fetal aneuploidy involves a 
variety of first-line methods that put into play combi-

nations of maternal serum analytes and ultrasound exams 
in the first and second trimester, with invasive procedures 
such as chorionic villus sampling (CVS) and amniocente-
sis being reserved for those at higher risk by history, age, 
or worrisome results from first-line screening. As will be 
discussed, each screening combination comes with its 
own predictive accuracy and now patients and providers 
can choose from a buffet of screening options, including 
going right to the main course (amniocentesis or CVS) if 
one wants 100% accuracy at a small risk of fetal loss (we 
quote a 1 in 400 risk with amniocentesis and about a 1 in 
100 risk for CVS).

Development of a Fetal DNA Test  
for Aneuploidy Detection

It has been known for many years that fetal cells ap-
pear in small numbers in the maternal circulation, and for 
at least 2 decades investigators have been trying to sepa-
rate these fetal cells from maternal blood for karyotyping. 
This has been a very difficult and expensive task since 
there is only about one fetal cell in each cc of maternal 
blood. 
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Fortunately, in 1997 the quest took a new direction 
when Dennis Lo’s group in Hong Kong demonstrated the 
presence of DNA of male fetuses in the plasma of preg-
nant women,1 thereby making possible the use of cell free 
DNA (cfDNA) as a source of fetal chromosome infor-
mation. Since then the following observations have been 
made regarding fetal cfDNA:

1. The fractional percentage of fetal DNA in maternal 
plasma rises throughout pregnancy with a spike in the last 
few weeks.2

2. cfDNA has a short life span in plasma of about 16 
minutes in immediately postpartum women, suggesting a 
rapid turnover in pregnancy.3

3. Its origin is most likely the placenta and not nucle-
ated red blood cells or other sources.4

4. It is found in maternal plasma as early as 22 days 
post-conception, raising the possibility of early diagnosis 
of fetal aneuploidy.5

5. It has already been established as a source for fetal 
gender and Rh testing.6

6. The total amount of fetal cfDNA is elevated in Down 
syndrome (1.7-fold) and preeclampsia (5-fold).7

7. The concentration of fetal cfDNA is diluted by in-
creased blood volume, making the detection of small dif-
ferences in DNA concentrations more difficult in patients 
with increased body mass index.8

Current Investigation of Fetal cfDNA and Aneuploidy
Very recent modifications in methodologies have al-

lowed easier sequencing of tiny fetal DNA fragments in 
maternal serum through a technique called massively par-
allel shotgun sequencing (MPSS). The method is based 
on the idea that Down syndrome fetuses, possessing an-
other copy of chromosome 21, will contribute an extra 
amount of chromosome 21 cfDNA to the maternal serum 
pool, raising the level of total chromosome 21 cfDNA. 
However, since the mother already is contributing at least 
80% of her DNA to her plasma pool and is adding her 
own two copies of chromosome 21 cfDNA to the mix, 
incremental differences are small — but, fortunately, still 
detectable. The amount of fetal chromosome 21 cfDNA is 
calculated by first establishing a normal range in euploid 
male fetuses from a reference (“training”) population. 
Then “Z scores,” or a similar index, “normalized chromo-
some values,” are fashioned by comparing the amount of 
chromosome 21 cfDNA in the tested samples with what 
would be expected in the normal reference range.

In 2008, two groups reported an ability to detect triso-
my 21 with this technique.9,10 Their work was expanded, 
allowing publication in 2011 of two clinical trials. The 
Hong Kong group screened 753 high-risk patients for tri-
somy 21.11 Eighty-six fetuses had trisomy 21 and all were 

detected using MPSS. This was accomplished at a 2.1% 
false-positive rate (100% sensitivity and 97.9% specific-
ity). In 1.4%, an answer could not be obtained.

The second group, representing a California compa-
ny,12 used another MPSS system while reporting similar 
results in a smaller patient sample consisting of 39 fetuses 
with trisomy 21, but later more clinical investigators (8) 
and high-risk patients (4664) were added. The expanded 
study yielded 100% sensitivity for detecting the 212 fe-
tuses with trisomy 21, at a false-positive rate of 0.2%. In 
only 0.8 % of cases were they unable to obtain an answer 
from submitted samples.

The latest information comes from another corporate 
group, also from California. Initially the group was able 
to detect 13 of 13 fetuses with trisomy 21 in the 1,004 
patients initially tested with their DNA sequencing prod-
uct.13 Taking this one step further, an abstract was just 
presented at the recent annual Society of Maternal-Fetal 
Medicine meeting14 in which the same test was applied to 
2882 high-risk patients in multiple sites around the Unit-
ed States. All 89 of the trisomy 21 fetuses were identified 
at a false-positive rate of zero (100% sensitivity and 100% 
specificity) — a feat that is rarely attainable with any test. 
Also, 35 of 36 fetuses with trisomy 18 and 11 of 14 fe-
tuses with trisomy 13 were detected.

These tests could have huge clinical impact, as well as 
tremendous commercial potential. So, naturally, there has 
been a rush to market these products. Currently, the com-
pany responsible for the second study8,12 (Sequenom®) has 
launched its product. However, the company linked to the 
third study13,14 (Verinata Health™) is more than ready to 
go.

Where Will DNA Testing Fit into Our Already  
Complicated Screening Process?

This test has been neither labeled as a screening test 
nor a definitively diagnostic test. It is a “somewhere in 
between” test. Also, even though the possibility of 100% 
negative predictive value is very exciting, the cost of the 
procedure would have to be appropriate for this method to 
replace, or to be used in conjunction with, other screening 
tests. In addition, even if expanded data continue to show a 
1% false-positive rate, it would not yet represent a replace-
ment for invasive testing (although it certainly would nar-
row down the need for CVS and amniocentesis). 

For comparison, here is a summary of the most com-
monly used screening options available today for fetal 
aneuploidy:

1. First trimester combined screen. This puts into play 
serum hCG and PAPP-A, along with ultrasound nuchal 
translucency (NT) assessment. No second trimester aneu-
ploidy testing is done and the answer is given as soon as it 
is available. According to FASTER trial data, the sensitiv-
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ity for trisomy 21 is 86% at a screen positive rate of 5%.15

2. Integrated screen. First trimester NT and serum 
PAPP-A + hCG and second trimester quad screen. Only 
one answer is given at the end of the full testing process. 

3. Stepwise sequential screen. First trimester NT and 
serum PAPP-A and hCG with the first trimester result 
given to the patient. If there is no invasive testing, a quad 
screen is added at 15-19 weeks and a final answer is then 
given.

4. Contingent screen. Same first trimester testing, but 
if the risk is above 1 in 50 for trisomy 21, invasive testing 
is offered. If the risk for trisomy 21 is below 1 in 1,000, 
then no further testing is needed. If the risk is between 
these two levels, then a quad screen is obtained and a final 
answer is derived from all the data. This has obvious po-
tential for savings in cost and angst.

5. The genetic sonogram. This second trimester exam 
is almost always used in conjunction with, rather than in-
stead of, the above screening strategies.

Below are accumulated data from the FASTER trial15 
regarding the sensitivities for three of the above common-
ly used screening tests at a screen positive rate of 5%, de-
picted with or without the addition of a genetic sonogram. 

What is the Present Status of Fetal DNA Testing?
At the moment, the Sequenom® test is being offered 

in some areas of the country to patients at high risk for 
aneuploidy — e.g., advanced maternal age, a history of 
trisomy 21, or concerning results from existing screening 
studies, including ultrasound. The test is offered any time 
after 10 weeks. Depending on the type of plan, some in-
surance companies are currently covering testing with the 
Sequenom® product, but Medicaid and others are not. The 
out-of-pocket price is very expensive, but may be negotia-
ble. As far as we know, no insurance company is covering 
DNA testing if the patient is not in a high-risk category. 
Obviously, the cost status likely will change as the story 
unfolds and as other competitive products come onto the 
market. Also, the turnaround time presently is about 10 
days, but it has been postulated that with increased de-
mand and refinement of the methodology, the turnaround 
time could be the same as for current first and/or second 
trimester biochemistry screening.

Since the public is now aware of this test (through re-
cent newspaper articles and a Time magazine piece on 
February 27, 2012), patients are requesting it. The com-

panies are on a short leash, so they are only formally of-
fering DNA testing to those in the high-risk categories 
above. It is unclear if they are interdicted from perform-
ing the test in low-risk patients who are demanding it and 
are prepared to pay. In the meantime, since a tsunami-like 
demand for this test could happen before we are fully pre-
pared to handle it, here are some suggestions if the test is 
readily available in your area:

1. In lieu of a formal counseling session, fold the new 
information into a handout for patients to read in the wait-
ing room regarding the present status of DNA testing, in-
cluding the fact that the accuracy of the test needs further 
study.

2. Apprise those in the high-risk category of its avail-
ability as an adjunctive test, and not necessarily as a re-
placement first-line test.

3. Offer it to those who have a desire for CVS or am-
niocentesis, but who have a higher risk of fetal loss (e.g., 
difficult access, recent vaginal bleeding, sub-chorionic 
hematoma, failed attempt at sampling, etc).

4. Apprise low-risk patients demanding invasive test-
ing that cfDNA may be an option, with the caveat that it 
might not be 100% accurate.

5. It could be particularly useful as a second-line test 
for patients in otherwise low-risk categories who have 
isolated ultrasound findings (echogenic intracardiac fo-
cus, mild pyelectasis, short long bones, etc).

Some providers have decided to discuss the test as an 
option only if patients bring it up. While waiting for more 
data to surface, this may be an acceptable tactic regard-
ing low-risk patients. But for how long? It is always a 
conundrum when a product, no matter how exciting the 
potential, is marketed before the full story has unfolded.

Frankly, if the cost can be whittled down appreciably 
and expanded data show similar predictive accuracies as 
reported above, our present screening strategies will be 
turned topsy-turvy by possibly negating the need for uni-
versal serum testing and even genetic sonograms. How-
ever, it will never eliminate the need for a detailed ultra-
sound examination to rule out structural abnormalities.

Only time will tell.   n
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CME Objectives
Upon completion of this educational activity, participants should 

be able to:
• Explain the latest data regarding diagnosis and treatment of 

various diseases affecting women;

• Discuss new data concerning prenatal care, neonatal health, 
and complications arising in pregnancy and the perinatal 
period; and 

• Discuss the advantages, disadvantages, and cost-effectiveness 
of new testing procedures in women’s health.

In Future Issues: Shoulder Dystocia

CME Questions
1. Use of conjugated equine estrogens alone for more than 5 

years in the WHI study was associated with: 
a. an increased risk of breast cancer diagnosis and lower breast 

cancer mortality.
b. an increased risk of breast cancer diagnosis and increased 

breast cancer mortality.
c. a decreased risk of breast cancer diagnosis and increased 

breast cancer mortality.
d. a decreased risk of breast cancer diagnosis and decreased 

breast cancer mortality.

2. Proliferation markers evaluating core needle biopsies of 
breast tissue from women using postmenopausal HRT:
a. are higher in women using oral conjugated estrogens and 

MPA than those using transdermal estrogen and micronized 
progesterone.

b. predict the long-term risk of breast cancer mortality.
c. were included as part of the original WHI study design.
d. have been shown to be a useful test to manage hormone 

therapy.

3. What was the assessment technique used to perform the 
sentinel lymph node procedure in the Ballester et al study?
a. Patent blue dye alone
b. Radionuclide
c. Both
d. Neither

4. Which does not fit the story regarding cfDNA testing of ma-
ternal blood?
a. The half-life is quite short, suggesting a rapid turnover in the 

maternal circulation.
b. The cfDNA analysis is not hampered by maternal obesity.
c. cfDNA has been successful in determining fetal gender and 

Rh status.
d. Fetal DNA is easier to isolate and analyze than using 

technologies to separate whole fetal blood cells from the 
maternal circulation.

e. The source of fetal DNA most likely is the placenta.

5.  Some insurance companies are covering the cost of DNA test-
ing for low-risk patients.
a. True
b. False

6. Which of the following is correct regarding commonly used 
screening tests for fetal aneuploidy?
a. Adding a genetic sonogram increases the sensitivity of all 

commonly used methods.
b. Testing that includes first and second trimester steps has 

sensitivities below 95%.
c. The Contingent Screen is the only one where the final an-

swer is withheld until the results of the second trimester tests 
have returned.

d. The first trimester combined screen has a sensitivity of 80% 
at a false-positive rate of 5%.


