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Endometriosis-Associated Ovarian 
Cancer: Poor Clinical Reputation?

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 relationship to this field of study. 

Synopsis: Endometriosis-associated ovarian cancer has 
improved survival compared to conventional epithelial ovarian  
cancer due in large part to the frequency of low-grade lesions  

in these uncommon cancers.

Source: Kumar S, et al. Prognostic analysis of ovarian cancer associated 
with endometriosis. Am J Obstet Gynecol 2011;204:63.e1-7.

Endometriosis is a common disorder in reproductive-age women 
and has been associated with an increased risk for development 

of invasive ovarian cancer. The histology of endometriosis-associated 
ovarian cancers (EAOCs) appears to be distributed differently com-
pared to conventional ovarian cancer (OC), with clear cell and endo-
metrioid tumors being diagnosed more frequently. The prognostic im-
pact of these unique tumors was evaluated in this retrospective study. 
Over an 11-year period, 42 patients with EAOC and 184 patients with 
OC were identified. The diagnosis of EAOC was carefully made ac-
cording to established histological criteria (Sampson’s criteria), which 
included: (1) clear documentation of endometriosis in proximity to the 
tumor, (2) no other primary site for the tumor, and (3) the presence of 
tissue resembling endometrial stroma surrounding epithelial glands, in 
addition to the demonstration of histologically proven transition from 
endometriosis to cancer. Data were collected regarding age, stage, 
histology, grade, surgical features, postoperative management, and 
survival (progression-free and overall survival). EAOC patients were 
more likely to be younger, have low-grade and early-stage tumors, be 
of clear cell or endometrioid histology, and have longer median overall 
survival compared to patients with OC. By multivariate analysis, only 
grade was independently predictive of overall survival when control-
ling for age, stage, race, and surgical cytoreduction. EAOC is a unique 
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condition with improved survival characteristics largely 
explained by earlier stage at presentation and lower grade 
tumors. 

n Commentary

The clinical course of endometriosis-associated ovar-
ian cancer has been variably and confusingly character-
ized in the literature. Some reports have suggested im-
proved survival compared to typical ovarian cancer, while 
others have failed to document any difference.1 Some of 
the discrepancy has arisen from inconsistent definitions 
of what constitutes EAOC. The authors of the current 
retrospective report took great strides to precisely define 
the condition based on previously established pathologi-
cal criteria. Of the several distinctions made comparing 
EAOC to common epithelial ovarian cancer, the differ-
ence in histology, stage, and grade are among the most 
interesting and important from both prognostic and thera-
peutic point of view. It is from this careful data collection 
that prognostic factors associated with improved overall 
survival was observed in patients with EAOC. This was 
largely due to the higher frequency of low-grade lesions, 
which was most pronounced among advanced stage  
patients. 

Recent ovarian cancer research has revealed that a spe-
cific gene deletion is associated with particular types of 
ovarian cancer, the very cancers that are associated with 
EAOC.2 Recently, a mutation in the ARID1A gene was 
observed in nearly 50% of ovarian clear cell carcinomas 
and one-third of endometrioid carcinomas; this mutation 

was absent in all 76 high-grade serous cancers evaluated.3 
This gene encodes for a protein (BAF250a), which is a 
key component of the chromatin-remodeling complex 
and is also seen in preneoplastic endometriotic lesions. 
This raises the hypothesis that dysregulation of this path-
way is an early event driving the development of EAOC. 
Such characterizations add further fuel to the discussion 
that ovarian cancer, like several other solid tumors, should 
be classified on functional (or biological) terms, rather 
than by morphological (or appearance). The impact these 
new discoveries bring to the clinical discussion is excit-
ing since this information can be used to develop new tar-
geted therapeutics; further, these new innovative therapies 
could be introduced instead of, or in addition to, conven-
tional chemotherapy or more importantly, before invasive 
malignant disease is discovered.    n

references:
1. modesitt sc, et al. ovarian and extraovarian endometri-

osis-associated cancer. Obstet Gynecol 2002;100:788-795.
2. Dinulescu Dm, et al. role of K-ras and Pten in the 

development of mouse models of endometriosis and 
endometrioid ovarian cancer. Nat Med 2005;11:63-70.

3. Wiegand Kc, et al. ArID1A mutations in endome-
triosis-associated ovarian carcinomas. N Engl J Med 
2010;363:1532-1543.

Does Early Weight Gain in 
Adolescents Taking DMPA 
Predict Later Weight Gain?
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: Adolescents who gain more than 5% of their 
body weight during the first 6 months of use of depot 
medroxyprogesterone acetate are at highest risk for 
continued weight gain with the method.

Source: Bonny AE, et al. Early weight gain related to later 
weight gain in adolescents on depot medroxyprogesterone 
acetate. Obstet Gynecol 2011;117:793-797.

The investigators prospectively enrolled and fol-
lowed a cohort of 97 teenagers before, and 6, 12, and 

18 months after starting depot medroxyprogesterone ace-
tate (DMPA). They examined whether the pattern of early 
weight gain observed among adolescents initiating contra-
ception with DMPA predicts continued excessive weight 
gain and evaluated the risk factors for excessive weight 
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gain. The entire study population was categorized into two 
groups based upon weight gain observed at 6 months; ex-
cessive early weight gain was defined as a gain of more 
than 5% of starting body weight. Excessive early weight 
gain was seen in 20 patients (21%, mean body mass in-
dex [BMI] = 23.3%), and the remainder of the cohort (77 
patients, 79%, mean BMI 23.3%, P < 0.01) gained 5% or 
less of their starting weight. Although no risk factors for 
early weight gain were identified, excessive early weight 
gain (> 5%) at 6 months was correlated with a higher BMI 
at 12 and 18 months. Although the mean BMI was not 
significantly different between the two groups at baseline 
(23.4 [< 5% early weight gain] vs 24.5 [> 5%], P = 0.3), 
and both groups showed an increase in BMI at 12 (24.2 vs 
28.7, P < 0.01) and 18 months (25.7 vs. 32.1, P = 0.01), 
the excessive (> 5%) early weight gain group demonstrat-
ed a greater and excessive increase at all time points such 
that the differences between groups became significant. 
Furthermore, the mean BMI in the excessive weight gain 
group moved into the obese range by the end of study. The 
authors concluded that adolescents who experience more 
than a 5% weight gain after 6 months of DMPA use are at 
risk for continued excessive weight gain with continuing 
use of the method. They suggest that a 6-month checkup 
be used to identify adolescents at risk for continued ex-
cessive weight gain and counsel them about contraceptive 
options.

n Commentary

In the June 2010 issue of OB/GYN Clinical Alert, we 
discussed the black box warning concerning low bone 
density and DMPA. The study by Harel et al demonstrated 
that bone density recovers after discontinuation of use.1 
Although theoretical concerns about bone density still 
occupy the imagination of the FDA and some clinicians, 
weight gain presents a more pressing concern for most 
teenagers considering a contraceptive method. With obe-
sity rates continuing to rise in our country, any interven-
tion that increases the risk of weight gain demands serious 
attention. Weight gain has been reported in more than half 
of adolescents receiving DMPA and is cited as the primary 
reason for method discontinuation by more than 41% of 
adolescents who use the method.2,3 Although prior studies 
examining risk factors for weight gain among adolescents 
on DMPA have suggested that African American race and 
overweight status at initiation predict weight gain, these 
effects have not been consistent. 

The recently published manuscript from Bonny et al 
represents a secondary analysis of data from a 2-year pro-
spective study of bone density and hormonal contracep-
tion.4,5 The study population consisted of post-menarche 
females aged 12 to 18 years attending one of four urban 
adolescent health clinics in Cleveland. The current analy-

ses include only those subjects who selected DMPA for 
contraception. Of note, all of these subjects also partici-
pated in a randomized trial evaluating an intervention 
for unscheduled bleeding and received either adjunctive 
estradiol cypionate or placebo. It is also important to 
point out that girls with a body weight that exceeded 250 
pounds (this was the upper limit of the DEXA scanner) 
were excluded from the study.

The authors based the decision to define weight gain 
in the first 6 months of use as excessive when it exceed-
ed 5% of the baseline weight on findings by Le and col-
leagues.6 These investigators found in a study of women 
16–33 years, those who gained more than 5% of their 
body weight within 6 months of DMPA initiation were at 
risk for future weight gain with the method. Although us-
ing this criterion, the study cohort in the Bonny paper was 
not dichotomized until 6 months; there were no signifi-
cant differences in the baseline characteristics between 
the groups. In other words, in contrast to prior studies, 
race (more than 60% were African American), age, physi-
cal activity, age, or baseline BMI (more than 35% obese) 
did not predict weight gain at 6 months. A multivariant 
analysis confirmed this lack of association.

However, after 6 months of use we can begin to make 
predications. At this time, a group of users at risk for sig-
nificant and clinically important weight gain emerges. 
The screening test is simple; simply weigh your patient 
and compare the change in weight over 6 months as a 
percentage of the initial weight. If this exceeds 5%, your 
patient is at risk for excessive weight gain.

As clinicians, this informs our practice. Since we can’t 
make assumptions about which teens will develop unac-
ceptable weight gain after starting DMPA, the method 
should be in the portfolio that we discuss with all adoles-
cents that present for contraceptive counseling. DMPA is 
a highly effective and well-tolerated, reversible method. 
Unfortunately, rates of discontinuation are high (DMPA 
is not a true LARC [long-acting reversible contracep-
tive] method because of this), and this can expose young 
women to the risk of unintended pregnancy. Concerns 
about weight gain and other side effects can prevent an 
adolescent from returning for a repeat injection. But the 
data suggest that this should not be a worry for most us-
ers of the method. Almost 80% of the population in the 
Bonny study did not experience excessive weight gain at 
6 months. 

Discussing this issue up front with your teen patients 
could be a mechanism for improved compliance and suc-
cess with the method. Having a clinician visit at the time 
of the third shot specifically to address side effects and 
measure weight gain would be highly informative and 
could direct management. Those girls who have gained 
less than 5% of body weight should be given good  
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dietary advice (avoid the Big Mac and sugar soft drinks) 
and reassured that their contraceptive method will have 
little impact on body weight. On the other hand, while 
girls who gain more than 5% should also receive a health 
promotion message, they also should be advised that con-
tinuing DMPA is likely to result in continued weight gain 
and will increase their risk of obesity. Alternative LARC 
methods should be recommended.   n

references 
1. Harel Z, et al. recovery of bone mineral density in 

adolescents following the use of depot medroxyproges-
terone acetate contraceptive injections. Contraception 
2010;81:281-291.

2. o’Dell cm, et al. Depot medroxyprogesterone acetate 
or oral contraception in postpartum adolescents. Obstet 
Gynecol 1998;91:609-614.

3. Harel Z, et al. Adolescents’ reasons for and experience 
after discontinuation of the long-acting contracep-
tives Depo-Provera and norplant. J Adolesc Health 
1996;19:118-123.

4. cromer bA, et al. Depot medroxyprogesterone acetate, 
oral contraceptives, and bone mineral density in a cohort 
of adolescent girls. J Adolesc Health 2004;35:434-441.

5. cromer bA, et al. bone mineral density in adolescent fe-
males using injectable or oral contraceptives: A 24-month 
prospective study. Fertil Steril 2008;90:2060-2067.
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Depression Should Not  
Delay Appropriate Treatment 
for Pelvic Pain
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, Department of Obstetrics and Gynecology, 
Vanderbilt University School of Medicine, Nashville, TN

Dr. Ling reports no financial relationship to this field of study.

Synopsis: The presence of clinical depression in 
patients with chronic pelvic pain should not delay the 
appropriate treatment of the identified cause(s) of the 
pain.

Source: Learman LA, et al. Symptom resolution after hys-
terectomy and alternative treatments for chronic pelvic pain: 
Does depression make a difference? Am J Obstet Gynecol 
2011;204:269.

Among 701 women with chronic pelvic pain (cpp), 22% 

were affected by clinical depression. After undergo-
ing either surgery (including hysterectomy) or non-sur-
gical alternatives, response to the therapy was found to 
be independent of the presence of depression.  Besides 
hysterectomy in approximately 10% of subjects, other 
surgical interventions included removal/destruction of en-
dometriosis and oophorectomy (without hysterectomy).  
Non-surgical treatments included GnRH agonist, narcot-
ics, hormone therapy, acupuncture, neuropathic treatment, 
and physical therapy. Depression was not a predictor of 
symptom resolution in these patients with CPP; however, 
factors that were included age, being a college graduate, 
and the ability to enjoy sexual activity (which, to some 
extent, is a reflection of quality of life).

n Commentary 

Do you remember the Lerner and Loewe Broadway 
play (and subsequent movie by the same name) “My Fair 
Lady”? More to the point, do you remember a song from 
that play titled “Wouldn’t It Be Loverly”? It was sung by 
Eliza Doolittle expressing her wish for a life better than 
selling flowers on the streets of London. Have I lost you? 
I couldn’t help but think of this song as I read this article 
and thought about its clinical implications. Why? Because 
it certainly would be “loverly,” i.e., “lovely,” if all patients 
with CPP were evaluated and followed as carefully as the 
population in this study by clinicians providing women’s 
health care.

Much to the credit of these San Francisco Bay Area 
authors, they were able to study and follow a large num-
ber of patients with CPP as they underwent both surgi-
cal and non-surgical interventions. The primary focus 
of this presentation, which won an award at the annual 
meeting of the Central Association of Obstetricians and 
Gynecologists, was whether the presence of clinical de-
pression had an effect on the outcome of those therapies. 
Previous research suggested that depressed patients had 
poorer outcomes after hysterectomy than those who were 
not depressed. In fact, this study, which was done in a 
prospective fashion (and therefore carries with it greater 
scientific validity) found that the presence or absence of 
depression did not significantly affect how much the pa-
tient improved.

This truly is a “lovely” study because it reminds us that 
patients with CPP do have depression, 22% in this study, 
with a range of 12% to 35% cited in the literature. It also 
tells us that we should use whatever treatment(s) is/are 
indicated with the understanding that treatment of depres-
sion is not to the exclusion of other modalities. Hopefully, 
this encourages all of us to be looking for the possibility 
of depression but not thinking that other treatments need 
to be delayed until depression is cured. In fact, we know 
from the psychiatric literature that initial antidepressant 
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therapy is not always successful, and that even when it is, 
antidepressants may take 4 to 6 weeks or longer to have 
a significant effect. During that time, other treatments, 
both surgical and nonsurgical, can certainly be imple-
mented. The range of treatments sought by the patients in 
this study hopefully reflects the type of considerations we 
look at when facing these challenging presentations.

So wouldn’t it be “loverly” if all CPP patients received 
evaluations that included possible etiologies beyond just 
pelvic pathology while simultaneously being treated for 
depression? By no means am I calling for treatment for 
depression in all CPP patients. What I do suggest is that 
a better quality of life for these patients is possible if we 
evaluate all, and treat those who need it.   n

Special Feature
Preterm Birth — a  
Synopsis of Current  
methods of Prediction  
and Prevention

By John C. Hobbins, MD

Professor, Department of Obstetrics and Gynecology, Univer-
sity of Colorado Health Sciences Center, Denver

Dr. Hobbins reports no financial relationship to this field of study.

The latest figure for the rate of preterm birth (ptb) 
in the United States is 12.7%,1 which represents a rise 

of more than 20% since 1980, despite concerted efforts to 
address the problem. This is particularly unsettling since 
the global rate of prematurity has leveled at 10%. One ma-
jor factor for the rise has been a doubling of twins and 
a 400% rise in multiple order gestation, mostly through 
assisted reproductive technology. However, this is not the 
only factor. For the last 2 years of data collection, there 
has been a slight decrease in multiples, while the rate of 
PTB has continued to rise. 

With this backdrop one might expect an increase in 
neonatal mortality, but this has leveled off, mostly be-
cause neonatologists are now better able to keep very 
early preterm babies alive. However, unfortunately, this 
comes with a concomitant increase in immediate neonatal 
morbidity and long-term disabilities. 

The Pathogenesis of Preterm Labor
If there were one cause of preterm labor (PTL), it 

would be easier to concentrate on an effective therapy, 
but, unfortunately, there are many causes, including uter-

ine anomalies, abruption, over-distention of the uterus in 
multiple gestation, cervical insufficiency, and the big un-
known. However, the current thinking is that infection/
inflammation is the major contributor. 

Vaginal bacteria can gain access to an extra membra-
nous site within the uterus where they initiate a maternal 
inflammatory response that results in the release of cy-
tokines and prostaglandins. These soften the cervix and 
eventually stimulate uterine contractions. If the process 
continues, bacteria then get into the amniotic cavity where 
they cause fetal cytokines to be released. These have been 
implicated in the development of periventricular leukom-
alacia, and sometimes cerebral palsy. Inflammation alone 
(without evidence of intra-amniotic infection) is enough 
to set the process in motion. 

Identification of Patients at Risk for PTB
History. One factor for patients at risk is having a his-

tory of previous PTB — about 15% of PTB occurs in 
patients having already had at least one prior PTB. This 
risk increases with every prior PTB and is higher in those 
when the pregnancy has ended before 32 weeks. If a term 
pregnancy occurs between pregnancies, then the risk of 
PTB drops somewhat. 

Iams and Berghella2 recently resurrected a method 
based on an earlier concept3 to roughly calculate the risk 
of PTB for a given patient passed on three variables: race 
(African Americans have the highest rate), number of 
preterm deliveries, and the gestational age of the prior 
PTB(s). If the patient is an African American, the risk is 
1.5-fold above the background rate. With each prior PTB, 
the risk is increased by 1.5 and if the prior delivery oc-
curred prior to 32 weeks, the risk is also raised by 1.5. For 
example, the authors have assumed a background risk of 
11%, so for an African American with one prior PTB at 
less than 32 weeks, the risk would be 11% x 1.5 (black) 
x 1.5 (one prior PTB) x 1.5 (less than 32 weeks) = 35%.

Other factors increasing the risk of PTB include:
• Multiple gestation
• Bleeding during pregnancy
• Bacteriuria in the current pregnancy
• Cervical conization (but not cryo cautery)
• Uterine anomalies
• Bacterial vaginosis (but this has been questioned)
• Smoking 

The Role of Cervical Length
Cervical length (CL) obtained by transvaginal ultra-

sound has become an extremely useful tool to assess risk 
for PTB and also to determine who might benefit from 
preventive measures. Its predictive ability appears to be 
best when measured between 18 and 24 weeks. The me-
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dian CL during this time is about 3.5 cm and the 10th 
percentile is 2.5 cm. In Iams’ original study,4 the chances 
of a PTB prior to 35 weeks in those with adequate CL was 
about 4.3% (which is low, but in those with CL of less 
than 2.5 cm, it was 17.3%). Two other studies5,6 showed 
similar results in different populations, and both found 
that 50% of those delivering prior to 35 weeks of gesta-
tion has CL < 1.5 cm. The relationship of CL was refined 
beautifully in a review by Iams and Berghella2 in which 
they laid out in table form the probabilities of PTB based 
on cervical length and the time in gestation when the ex-
amination was made. For example, with a CL of 2.5 cm 
at 20 weeks, the probability of PTB at < 32 weeks was 
16.2%. At 24 weeks, this probability with the same CL 
was 9.9%.

Fetal Fibronectin
In many cases of PTB, there is disruption of the pla-

cental/decidual margin, either as a result of inflammation 
or another disruptive process. Under these circumstances, 
fetal fibronectin is released from this area and finds its way 
into the cervix and vagina. This has been used after 20 
weeks with and without CL to predict PTB2 or to identify 
which patients with preterm contractions later in pregnan-
cy are in true labor.7 This test may be useful in the latter 
category, especially when used in conjunction with CL, 
but at 20 to 24 weeks the method is fraught with false posi-
tives and logistic problems, and I feel is of limited value. 

Prevention
Progesterone. For years, investigators had dabbled 

with the concept of using progesterone to inhibit uter-
ine contractions because of its quieting effect on uterine 
muscle. Also, since progesterone levels drop just before 
patients go into spontaneous labor, thereby essentially re-
moving the “progesterone block,” there seemed to be a 
cogent reason to try some form of progesterone to head 
off impending labor. 17 alpha-hydroxyprogesterone cap-
roate (17P) had been used before, and in a landmark NIH-
supported randomized trial, Meis et al8 reported in 2003 
that weekly injections of 250 mg of 17P reduced the rate 
of PTB in those with a history of a prior PTB by 35%. 
Now there are six trials showing similar results. The cur-
rent wisdom is that progesterone’s action is more related 
to a direct anti-inflammatory effect, since the inflamma-
tory process starts long before uterine contractions occur. 

It is important to point out that there is no evidence 
that 17P is beneficial in patients who have not had a prior 
PTB, and thus far studies have shown no benefit in twin 
pregnancies.9 

Can daily vaginal progesterone be used instead of 
weekly intramuscular 17P injections? Two Brazilian tri-
als10-11 suggest the benefit of vaginal progesterone in pa-

tients with short CLs or history of PTB. There are some 
compelling data soon to be published that will demon-
strate significant benefit of vaginal progesterone. Fortu-
nately, this comes out at a time when one company has 
somehow gotten FDA approval (which appears to be an 
exclusive) to sell a branded version of 17P.12 Currently, 
it is being made by compounding pharmacies at an av-
erage cost of about $10 a dose, but, according to Time 
Inc., these compounding pharmacies have been warned 
that they will face FDA action if their non-branded ver-
sions are sold. The company initially sold the product 
for $1,500. However, in an example of how sometimes 
organized resistance can work, the price was reduced 
to $600 after ACOG and SMFM (and others) protested 
against this outrageous example of gouging. Neverthe-
less, $600 is still too expensive for a drug that required no 
pre-marketing R&D, and could cost up to $12,000 for a 
full course for each pregnancy.

In summary:
1. 17P has been shown to decrease rates of PTB when 

given by IM injection of 250 mg once a week.
2. Vaginal progesterone may work as well, but the 

dosage and vehicle may vary from the dosage used 
in the two Brazilian studies.

3. So far, there is no evidence of benefit with 17P in 
multiple gestation.9

4. 17P has not been shown to have additional benefit 
in patients who have had a cerclage.

Cerclage 
Since Shirodkar first described a primitive version of 

cerclage to treat an “incompetent cervix,” obstetricians 
have been attempting to prevent PTB, especially in those 
with a history of silent, early PTB, with modified versions 
of the original procedure. For a time, it was in vogue to 
do the procedures at about 13 weeks, once there was ul-
trasound assurance of a viable and non-anomalous start to 
the pregnancy. When CL examinations became popular, 
the obvious option was to utilize cerclage in those with 
short cervices. However, until recently, there were few 
studies available to indicate which types of patients would 
actually benefit from this procedure. In fact, randomized 
trials up until 2001 showed no benefit of cerclage for any 
reason despite its continued use.13

Althuisius was the first to show potential benefit of cer-
clage in a randomized trial involving patients with a his-
tory of preterm birth and short cervices.14 Then, in 2005, 
Berghella and colleagues added the above study to a me-
ta-analysis which then suggested the benefit of cerclage in 
those patients with cervical length of less than 2.5 cm.15 
An NIH-supported trial that surfaced in 2009 showed a 
trend toward benefit in this group of patients (CL < 2.5 
cm), but statistical significance was only achieved when 



OB/GYN	Clinical	Alert	 	 	 	 	 	 	 	 	 	 							7

the CL was < 1.5 cm.16 Last, Berghella17 very recently 
added the Owen et al randomized trial to a new meta-
analysis, and finally found significant benefit in patients 
with a history of preterm birth and whose CL was in the 
“middle ground” (1.5-2.5 cm).16 The effect was seen in 
only two categories: PTB < 37 weeks (47.5% vs 62%) and 
pregnancy loss < 24 weeks (2.9% vs 8.9%). 

The contemporary rationale is that in patients with a 
prior PTB and cervices < 2.5 cm, cerclage is not neces-
sarily a method to shore up an inherently weak cervix, 
but rather, to create a thicker (longer) barrier to ascending 
infection/inflammation. Anyone with a prior PTB with a 
CL < 1.5 cm might be encouraged to have a cerclage, and 
those with a CL of 1.5-2.5 cm could be offered this pro-
cedure. Categories of patients in whom no benefit has yet 
been demonstrated from cerclage: 

1. Multiple gestation — actually, a sub-analysis of 
the Berghella 2005 trial data showed an increase in 
adverse outcome with cerclage (vs no treatment).15

2. Patients with no history of PTB. There are no solid 
data to suggest benefit of cerclage with or without 
a short cervix. 

3. Patients already on 17P. This question has not 
been addressed yet. However, it is now being rec-
ommended that if patients on 17P develop a short 
cervix, they should be offered cerclage.2 Thus far, 
there is no evidence showing benefit of adding 17P 
to patients having had cerclages.

Since one study suggested that patients with evidence 
of the inflammatory changes (interleukin-8) in cervical 
mucus did worse with cerclage,18 every effort must be 
made to rule out infection/inflammation before consider-
ing cerclage. Suggested protocol for patients with a his-
tory of PTB between 17 and 34 weeks: 

1. Standard workup in early pregnancy would in-
clude: urine culture, check for bacterial vaginosis, 
rule out uterine anomalies.

2. Start progesterone prophylaxis at 16 weeks.
3. Begin CL exams, using a regimen outlined in the 

Owen et al study,16 of every two weeks after 16 
weeks, and if CL is between 2.5–2.9 cm, then it 
should be done every week until 24 weeks.

4. If the CL is < 2.5 cm, offer cerclage, but look for 
evidence of intrauterine infection/inflammation. 
Non-invasive help is on the way through new tech-
niques of assessing cervical interleukins and other 
proteins,19 but, as of now, amniocentesis might be 
considered. 

5. Early cerclage (13 to 14 weeks) is not advised un-
less there is an extremely strong suspicion of cervi-
cal insufficiency (3 PTBs and/or losses prior to 20 
weeks). 

Other preventive measures studied include:
1. Smoking cessation. This has been shown to de-

crease the rate of PTB by 16%.20

2. Omega-3 fatty acids may decrease the risk of 
PTB,21 but in one trial it did not show benefit to 
patients who were started on 17P.22

3. Vitamin supplements and calcium supplements are 
of questionable value.2

4. Weekly office visits with digital pelvic exams do 
not decrease the incidence of PTB.23

5. Screening for bacteriuria with follow-up treatment 
is of benefit.24

6. Monitoring uterine contractions is not preventive.25

7. Restriction of activity, although commonly recom-
mended, has not been shown to be of any benefit.26

With newer methods of surveillance and careful selec-
tion of patients for interventions, we may well start to 
make a dent in the ever increasing, and, frankly, embar-
rassing rise of PTB in the United States.   n
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CME Questions
1. Which of the following findings were not different between 

EAOC and OC in this study?
a. Frequency of clear cell and endometrioid tumors 
b. Percentage of patients with optimal surgical cytoreduction
c. Survival in advanced stage (stage III/IV) patients
d. Stage distribution

2. Effective strategies to reduce excessive weight gain among 
adolescent users of DMPA would include:
a. advising obese and African American girls to avoid using he 

method for more than 18 months.
b. seeing all users back after 6 months, and recommending 

discontinuation for those that have gained more than 5% of 
their original body weight.

c. dosing DMPA every 16 weeks rather than every 12 weeks
d. All of the above 

3. Which of the following is not a good predictor of PTB?
a. CL < 2.5 cm
b. A history of previous PTB
c. History of early PTB (< 32 weeks)
d. CL < 1.5 cm
e. History of more than two first trimester pregnancy losses

4. Early cerclage has been found to be beneficial in patients who 
have had two previous PTBs.
a. True
b. False

5. Which of the following is an effective preventer of PTB?
a. Calcium supplementation
b. Monitoring of contractions
c. Weekly pelvic examinations
d. None of the above

CME Objectives

Upon completion of this educational activity, partici-
pants should be able to:
• Explain the latest data regarding diagnosis and treat-

ment 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.

Answers:	1.	b,	2.	b,	3.	e,	4.	b,	5.	d.
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Anticholinergic drugs for COPD
Should anticholinergic drugs be first-line agents 

for preventing exacerbations in patients with 
chronic obstructive pulmonary disease (COPD)? 
The answer may be yes, according to a new 
study in the New England Journal of Medicine. 
Researchers from Europe compared the anti-
cholinergic drug tiotropium to the beta-agonist 
salmeterol in more than 7000 patients with 
moderate-to-very-severe COPD. The study was a 
randomized, double-blind, double-dummy, paral-
lel-group trial in which tiotropium once a day was 
compared to salmeterol twice a day. The endpoint 
was the incidence of moderate or severe exacerba-
tions. Over the 1-year study, tiotropium increased 
the time to first exacerbation compared to salme-
terol (187 days vs 145 days, 17% risk reduction, 
hazard ratio [HR] 0.83; 95% confidence interval 
[CI], 0.77 to 0.90; P < 0.001). Tiotropium also 
increased the time to first severe exacerbation (P 
< 0.001), reduced the annual number of moder-
ate or severe exacerbations (0.64 vs 0.72; P = 
0.002), and reduced the annual number of severe 
exacerbations (0.09 vs 0.13; P < 0.001). Adverse 
events were similar in both groups. There were 
64 deaths in the tiotropium group (1.7%) and 78 
in the salmeterol group (2.1%). The authors con-
clude that in patients with moderate-to-very-severe 
COPD, tiotropium is more effective than salme-
terol in preventing exacerbations (N Engl J Med 
2011;364:1093-1103). This is the first head-to-
head study to show benefit for anticholinergics but 
it must be pointed out that cardiac patients were 

excluded from the study, and the annual exacerba-
tion rates were lower than has been seen in other 
trials. The concomitant use of inhaled corticoste-
roids was evaluated and did not make a difference 
in the outcomes. The study was sponsored by 
Boehringer Ingelheim, the manufacturer of tiotro-
pium (Spiriva).  n

Pioglitazone for diabetes prevention
Pioglitazone reduces the risk of development 

of diabetes among prediabetic patients, accord-
ing to a new study. Pioglitazone was compared to 
placebo in a total of 600 patients with impaired 
glucose tolerance. After a median follow-up of 
2.4 years, the annualized incident rates for type 
2 diabetes were 2.1% in the pioglitazone group 
and 7.6% in the placebo group (HR 0.28, 95% 
CI, 0.16 to 0.49; P < 0.001). Conversion to nor-
mal glucose tolerance occurred in nearly half 
of the pioglitazone group and in 20% of the 
placebo group (P < 0.001) and treatment with 
pioglitazone was associated with significantly 
lower fasting glucose levels, 2-hour glucose lev-
els, and hemoglobin A1c levels. Pioglitazone also 
was associated with a decrease in diastolic blood 
pressure (2.0 mmHg vs 0.0 placebo), reduced 
rates of carotid intimal-medial thickening (P = 
0.047), and an increased level of HDL choles-
terol (increase of 7.35 mg/dL vs 4.5 mg/dL; P = 
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0.008). Pioglitazone caused greater weight gain 
than placebo (3.9 kg vs 0.77 kg; P < 0.001), as 
well as edema (12.9% vs 6.4%; P = 0.007). The 
authors conclude that pioglitazone reduced the 
risk of conversion of impaired glucose tolerance 
to type 2 diabetes but was associated with sig-
nificant weight gain and edema (N Engl J Med 
2011;364:1104-1115). Thiazolidinediones have 
been falling out of favor in recent years for the 
treatment of type 2 diabetes due to association 
with edema and heart failure. This new indus-
try-sponsored study suggests that pioglitazone 
(Actos) is more effective than metformin or life-
style changes in preventing conversion of predia-
betes to diabetes. What is unclear is the effect of 
these various interventions on long-term diabetic 
complications.  n

Insulin degludec in Phase 3 trials
Insulin degludec is an ultralong-acting insulin 

that is currently in Phase 3 trials. It forms soluble 
multihexamer assemblies after subcutaneous injec-
tion, resulting in a very long half-life of up to 40 
hours. A new study suggests that it can be used 
three times a week, achieving blood sugar control 
equivalent to daily insulin glargine. In a 16-week 
randomized, open-label, parallel group trial, 245 
type 2 diabetics aged 18-75 were randomized to 
insulin degludec once a day or three times a week, 
or insulin glargine once a day, all in combination 
with metformin. At the end of the study, mean 
hemoglobin A1c levels were similar across the treat-
ment groups at 7.3%, 7.4%, and 7.2%, respec-
tively. The rate of hypoglycemia was low in all three 
groups. The authors conclude that insulin degludec 
provides comparable glycemic control to insulin 
glargine without additional adverse events and may 
reduce dosing frequency due to its ultra-long action 
profile (Lancet 2011;377:924-931). The study was 
sponsored by its manufacturer, Novo Nordisk.  n

FDA actions
The FDA has approved the first new drug for 

lupus (systemic lupus erythematosus) since 1955. 
Belimumab is a fully human monoclonal antibody 
the targets human soluble B-lymphocyte receptor 
stimulator protein. It is indicated for the treatment 
of adult patients with active, autoantibody-positive 
lupus who are receiving standard therapy. In two 
pivotal studies, the drug was found to reduce dis-
ease activity compared to placebo plus standard 
therapy. More deaths and serious infections were 
reported for belimumab compared to placebo, 

and it does not appear to be effective in people of 
African or African American heritage (in whom 
the disease is three times more common), although 
more studies are needed to confirm this finding. 
Belimumab is marketed by GlaxoSmithKline as 
Benlysta.

The FDA has approved a phosphodiesterase 
type 4 inhibitor to reduce the number of exacerba-
tions from severe COPD associated with chronic 
bronchitis. Roflumilast is a once daily oral pill 
that reduces excess mucus and cough. It does not 
appear to benefit COPD that involves primarily 
emphysema. The approval was based on two Phase 
3 studies of more than 1500 patients. An accom-
panying medication guide informs patients of the 
potential risk of mental health problems including 
changes in mood, thinking, or behavior, as well as 
unexplained weight loss. Roflumilast is marketed 
by Forest Pharmaceuticals as Daliresp. 

The FDA has approved a new angiotensin II 
receptor antagonist, the eighth introduced to 
the American market. Azilsartan medoxomil is 
approved for the treatment of hypertension in 40 
mg and 80 mg once daily doses. The drug is touted 
as being more effective in lowering blood pressure 
than valsartan or olmesartan based on clinical 
trials. Like other angiotensin II receptor block-
ers, the drug will carry a box warning regarding 
pregnancy. Azilsartan is marketed by Takeda 
Pharmaceuticals as Edarbi.

Zostavax, Merck’s vaccine for the prevention of 
shingles, has been approved for use in individuals 
ages 50-59. It previously was approved only for 
those 60 and older. The approval was based on a 
placebo-controlled trial of more than 20,000 indi-
viduals 50-59 years of age. The vaccine reduced 
the risk of developing shingles in this group by 
approximately 70%.

The FDA has approved ipilimumab for the 
treatment of late stage (metastatic) melanoma. 
The drug is a monoclonal antibody that blocks 
cytotoxic T-lymphocyte antigen (CTLA-4). 
The approval was based on a single study of 
676 patients with melanoma who had stopped 
responding to other therapies. When compared 
to an experimental tumor vaccine, those receiving 
ipilimumab lived an average of 3.5 months longer 
(10 months vs 6.5 months). Autoimmune reactions 
were common including fatigue, diarrhea, rash, 
endocrine deficiencies, and colitis. Severe to fatal 
autoimmune reactions were seen in 13% of treated 
patients. Ipilimumab is manufactured by Bristol-
Myers Squibb and marketed as Yervoy.  n


