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Synopsis: This new study suggests coffee consumption may reduce
endometrial cancer risk effect, independent of caffeine.

Source: Hirose K, et al. Coffee consumption and the risk of endometrial
cancer: Evidence from a case-control study of female hormone-related

cancers in Japan. Cancer Sci. 2007;98:411-415.

Worldwide, coffee is a popular beverage used daily
with increasing frequency. Caffeine, a dominant ingredient,

has been implicated in many conditions including hormonally active
cancer (due to its impact on sex hormone binding globulin [SHBG]
homeostasis). Confusingly, this effect has been documented to be
both detrimental and beneficial under different conditions and in dif-
ferent models. Epidemiologically, the relationship between coffee
consumption and cancer has also been inconsistent. To evaluate the
impact of coffee and caffeine consumption on hormone-related can-
cers, Hirose and colleagues interrogated data from a hospital-based
epidemiological study of women presenting for a first visit. They
designed a case-control study where cases were women identified at
first visit with breast, ovarian or endometrial cancer. Controls were
unaffected individuals. All subjects were queried for use of coffee
and other beverages potentially containing caffeine such as green
and black tea. Detailed anthropomorphic and reproductive informa-
tion was additionally recorded. The investigators demonstrated a
protective effect of coffee, but not caffeine on the occurrence of
endometrial cancer. In addition, there was a significant trend to
greater effect by higher coffee consumption; the reduction in the
odds for endometrial cancer was 59% among those women consum-
ing 3 or more cups per day. No relationship was seen for breast or
ovarian cancer. However, there was a protective effect of caffeine on
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ovarian cancer incidence. No other relationships were
identified with breast or endometrial cancer. The authors
conclude that coffee consumption has a protective effect,
independent of caffeine in endometrial cancer risk.
However, the inconsistent effect on other hormonally
sensitive tumors requires further investigation to eluci-
date the pathobiology of coffee and its components on
cancer risk.

■■ COMMENTARY 
Almost as certain as death and taxes is an investigation

attempting to link (positively or negatively) coffee con-
sumption to the development of disease. There have been
many targets over the years, including coronary artery dis-
ease, Alzheimer’s disease, miscarriage, gall bladder dis-
ease, chronic liver disease, not to mention the cancers
such as hepatocellular carcinoma, bladder cancer and
those addressed in this current study. Indeed, a search of
“coffee” and “cancer risk” returns more than 550 citations
in MedLine. The relationship is complex as caffeine, a pri-
mary constituent, is an active and “desired” compound
that has known biological activity. However, there are
other components to the beverage, such as polyphenols
(antioxidants), which are far less studied but may be
equally responsible for the observations confusing the
many investigations. In this current study, the author
opined that coffee consumption could positively impact
circulating estrone and SHBG to potentially reduce the

risk of endometrial cancer. Such a relationship has been
observed in a cross-sectional study of US women linking
the effect to caffeine intake. However, in a case-control
study conducted in Hawaii, no effect was observed.

The current study was conducted based on
detailed questionnaire data obtained from women
who sought medical attention at a large central hos-
pital. While hospital-based analytical studies are fre-
quently biased by selection of sicker patients,
women in Japan frequently seek hospitals as a first
visit—similar to a practitioner’s office in the USA,
and more typically represents the population at
large. A little more than 2500 cancer cases were
compared against 12,425 controls. Other associa-
tions noted among coffee drinkers were higher rates
of smoking and alcohol use, and lower fruit intake.
They also tended to be younger and thinner.
Although obesity is associated with lower levels of
SHBG, the investigators could not demonstrate a
protective effect with coffee consumption in their
“obese” cohort—defined as a BMI of 22 or greater.
This suggests the effect of coffee consumption on
SHBG could not overcome the reduction seen in this
cohort. Nonetheless, controlling for these and other
confounding variables they were still able to link
coffee, but not caffeine, to reduced risk of endome-
trial cancer. This suggests the association is due to
other components of coffee, such as the anti-oxi-
dants. Of interest, other polyphenols, such as resver-
atrol and gallic acid, are entering clinical investiga-
tion as single agents and in combination other thera-
pies due to their ability to scavenge free radicals.

As an avid consumer of this “health” product, I am
relieved another salvo has been turned back. However,
it is clear more work is necessary to determine the true
heath impact of this common beverage on a wide vari-
ety of disorders. ■
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Natural History of Cervical
Funneling in Women at High
Risk for Spontaneous
Preterm Birth
A B S T R A C T & C O M M E N T A R Y

By John C. Hobbins, MD

Professor and Chief of Obstetrics, University of Colorado Health
Sciences Center, Denver

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

Synopsis: Authors’ attempt to estimate the natural
history of funneling in the second trimester by trans-
vaginal ultrasonograms, and whether funneling
increases the risk of spontaneous birth.

Source: Berghella V, et al. Natural history of cervical fun-
neling in women at high risk for spontaneous preterm birth.
Obstet Gynecol. 2007; 109:863-869.

There is no doubt now that the cervical
length (CL) measurement, obtained with trans-

vaginal ultrasound between 20 and 24 weeks, can give
the clinician a very reasonable idea about which
patients have the greatest and smallest chances of
delivering preterm. Data generated from the NICHD
Maternal-Fetal Medicine Network surfaced recently in
a paper published in the American Journal of
Obstetrics and Gynecology which have shed light on
the meaning of another ultrasound finding: cervical
funneling.

Five hundred and ninety scans were undertaken in
183 women who had a previous spontaneous birth
between 16 and 32 weeks of gestation. The authors were
careful to exclude patients whose histories were sugges-
tive of causes for preterm birth (PTB) other than sponta-
neous labor, such as substance abuse, uterine anomalies,
etc. Transvaginal ultrasound examinations were con-
ducted at 16 to 19 weeks and every 2 weeks thereafter,
up until 24 weeks. During these examinations careful
attention was directed to the presence or absence of cer-
vical funneling, in addition to the shape and size of the
funnel. The managing clinicians were not privy to the
investigators’ findings.

The results indicated that funneling was strongly
associated with birth before 32 weeks. Sixty women
had funneling at least once during the examination,

and they delivered earlier than those without funnel-
ing. For example, those with a “V” shaped funnel on
the first exam delivered on average at 33.2 weeks,
and if it was only present on the last exam, the aver-
age time of delivery was 33.5 weeks. The finding of
a “U” shaped funnel on the first exam was an omi-
nous sign since the average age at delivery was only
19 weeks, and if the “U” shape was preceded by a
“V” the average gestational age at delivery was 21
weeks. Even when the “U” was preceded by a com-
pletely normal-appearing cervix, the patients deliv-
ered on average at 27 weeks. Most importantly, if no
funneling was observed during the study period, the
patients delivered on average at 37 weeks.

The above results would lead the reader to think that
the finding of funneling was a powerful independent pre-
dictor of PTB. However, the authors actually found, sur-
prisingly, that funneling did not add anything statistical-
ly to the predictive ability of CL alone.
■■ COMMENTARY 

Zilianti first reported an observation that the cervix
goes through a typical sequence in cervical shape prior
to preterm delivery, which he described by the phrase
“Trust Your Vaginal Ultrasound.” Normally, there is
the T-shape to the junction where the cervical canal
meets the uterine cavity. However, those who are pre-
disposed to, or are in, preterm labor will first have a
“Y” shape at this junction. Later, this gives way to a
“V” shaped wedge into which membranes protrude.
Last in this continuum, there is a U-shaped funnel
which precedes complete effacement, and, ultimately,
delivery. 

The authors of the above paper certainly have val-
idated the ominous meaning of a U-shape at any time
in the second trimester. However, the “V” conveys
less meaning, especially since, on occasion, the V
shape reverted back to a T, and this was associated
with a term delivery. In all of the patients in the V
category destined for PTB, the CL was less than 2.5
cm (measured from the tip of the wedge to the exo-
cervix).

Cervical length is more easily standardized, less
subjective, and not affected by “false funneling,” as has
been noted in patients with concentric lower uterine
contractions. So this and other studies in the literature
have strongly suggested that in patients at historical
risk for PTB, at least one CL measurement between 20
and 24 weeks is particularly helpful in identifying
which patients have the strongest predisposition for
this complication of pregnancy. Also, a CL of greater
than 2.5 cm significantly diminishes a patient’s risk of
PTB, and should allow us to lighten up on her surveil-
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lance. A U-shaped cervix has a very bad prognosis, and
a V shape may or may not, depending upon its effect on
the CL.

Unfortunately, the question that continues to haunt us
is, “What do we do to prevent PTB in those who, by CL,
are at greatest risk?” Perhaps weekly IM progesterone
injections are the answer: Tocolytics have a horrible
therapeutic track record, especially in those who are not
contracting. Last, most randomized trails have shown no
benefit to cerclage. Therefore, we are not there yet.   ■
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Special Feature

Special Feature
Highlights from
The 38th Annual Meeting
of The Society of
Gynecologic Oncologists
By Robert L. Coleman, MD

The Annual Meeting of the Society of
Gynecologic Oncologists (SGO) represents the

one completely focused platform to exchange pre-
clinical and clinical information in the subspeciali-
ty of gynecologic oncology. This year more that
1300 health care providers, researchers and industry
representatives participated in a conference offering
much more than distribution of the latest scientific
and clinical advances. The format also provided
information and hands-on training for practice man-
agement, surgical skills, and education as well as
discussion of controversial topics via focused ses-
sions and debates. The scientific program consisted
of 319 abstracts; 79 plenary and focused plenary
presentation and 240 poster presentations.1 From
these I have selected 9 abstracts to briefly review as
they represent some of the important advances in
the field and will be of interest, I believe, to the
readership. 

Ovarian Cancer

Significance of pretreatment CA-125 level in advanced
ovarian carcinoma: a meta-analysis of seven Gynecologic
Oncology Group protocols. Zorn et al [Abstract 3].

Since the landmark paper in 1996 by McGuire and
colleagues, paclitaxel and platinum has been the rec-
ognized standard of care for primary adjuvant thera-
py of advanced ovarian cancer. Including this pivotal
study, there have been 6 other phase III efforts by the
GOG in which this regimen has been evaluated in dif-
ferent cohorts of patients to determine efficacy and
gather important data on toxicity and survival. The
database provides a unique resource to evaluate
important prognostic and predictive factors, such as
CA125. The investigators of the current study
reviewed CA125 determinations from 1299 patients
participating in these trials, most of whom had regis-
tration values post-operatively but before administra-
tion of chemotherapy. Not surprising, 20% of
patients had values in excess of 1000 U/mL; howev-
er, CA125 was within normal limits in 8%. Although
this might be normally expected in patients with
mucinous ovarian cancers, nearly 70% of patients
with this histology had an elevated pretreatment
CA125 (median 99 U/mL). As a prognostic factor, a
one-fold increase in CA125 was associated with a 9%
increase in the hazard for disease progression. The
association was even more striking among patients
debulked to microscopic residual (15% increase in
hazard) and in those with endometrioid tumors (17%
increase in hazard). The report highlights the vari-
ability of CA125 and the important, albeit not per-
fect, role this biomarker plays in the care of women
with ovarian cancer.

Ovarian cancer screening in the Prostate, Lung,
Colorectal and Ovarian Cancer Screening Trial: Results
from 4 years of annual screening in a randomized trial.
Partridge et al. [Abstract 10]

As is well appreciated in other solid tumors, the
best treatment strategy is prevention/early detection.
Controlling for stage, survival rates of ovarian cancer
differ little from those of breast and colon; however,
the vast majority—nearly 80%—of new ovarian
cases are diagnosed with significant tumor burden
distributed throughout the peritoneal cavity or extra-
abdominally. Long-term survival is limited in these
cases despite advances in surgical technique and
chemotherapy. By contrast, survival in stage I disease
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is excellent (85%-90% at 10 years). This differential
has sparked the search for effective screening modal-
ities. Currently, our best technology and algorithms
rely on imperfect tools such as transvaginal ultra-
sound and biomarkers (eg, CA125) and have had lim-
ited success. Nonetheless, around the world, large-
scale randomized trials are being conducted to deter-
mine if general population screening holds merit for
this disease.

In this study, investigators participating in the
PLCO trial presented results from the screening pro-
tocol over the first 4 years. A total of 39,115 women
have been randomized to receive transvaginal ultra-
sound and CA125 on an annual basis. To date, 98
women have been identified with ovarian cancer; of
these, 63% were detected by the screening process.
The remainder was screen-negative and diagnosed
between scheduled screens. The majority of cancer
detected by ultrasound were stage I and II; the major-
ity identified by CA125 abnormalities were stage III
and IV. Surgical intervention was more common fol-
lowing an abnormal ultrasound as compared to an
abnormal CA125; however, the yield of a cancer
diagnosis was 10-fold less. Both modalities produced
a positive predictive value under 4% (1% for CA125
screening and 3.7% for ultrasound). These numbers
reflect the low prevalence of disease in the screening
population, as well as, the poor performance of the
testing modality. However, the impact of detection
even among these few cases awaits reference as the
control group for this trial is still blinded. Ultimately,
unless mortality is impacted, the strategy will be con-
sidered a failure. Currently, strategies such as using
serial CA125 determination and probability assign-
ments to sequentially determined values, alone and in
the context of an ultrasound screening algorithm, as
well as novel biomarker development represent new
avenues for this important function.

Gene expression signature predicts for response to
chemotherapy in advanced-stage serous papillary ovar-
ian cancer. Ozbun et al. [Abstract 55]

Despite key advances in drug development, selec-
tion of individual agents is largely empiric. The quest
for identifying precise ways to select agents and/or
predict those in whom a particular therapy is not like-
ly to help is an old but persistent effort. In this study,
investigators used sophisticated tools to develop and
then validate the impact a particular gene signature
has on response to treatment. To do this, they
microdissected tissue specimens from previously

untreated, advanced stage, serous ovarian cancer
patients and profiled thousands of genes. The women
were classified based on clinical response to primary
therapy: “chemosensitive” (progression-free survival
(PFS) of at least 6 months), “chemoresistant” (PFS of
less than 6 months) and “chemorefractory” (pro-
gressed on primary therapy). They identified 31 genes
predicting resistance and 105 genes predicting refrac-
tory phenotypes. When applied to an independent data
set, the classifier lists predicted 90% resistant and
92% refractory gene signatures. Numerous biologi-
cally relevant processes were represented in the data
mining including collagen, apoptotic, cell survival
and DNA repair genes. The ability to distinguish the
clinical phenotype of these tumors is an important
step in identifying novel targets and pathways for
future therapy trials. While the current study does not
provide a “menu” of drug choices that may work as
therapy, it does demonstrate the potential futility of
empiric drug selection. Since these results can be
done a priori, future work will help improve the pre-
cision of constructing individualized and strategic
treatment plans.

Access to gynecologic oncologists and its impact on
survival of women with epithelial ovarian cancer. Chan
et al. [Abstract 17]

In recent years, a number of articles have begun to
appear in the literature detailing and validating,
essentially, the mission statement of the Society—
that its, to provide specialized and coordinated care
to women with gynecologic malignancies. It is dis-
heartening to document that despite these benefits,
the majority of women in the US with gynecologic
cancers will receive fragmented care largely from
those unfamiliar with the full spectrum of special-
ized services that are offered by gynecologic oncol-
ogists (GYO). In this report, data from all patients
included in the California Cancer Registry from
1994 to 1996 were analyzed to determine patterns of
delivered care. Nearly 1500 patients were included;
approximately 34% received care from GYOs.
Compared with those who were cared for by non-
GYOs, women receiving care from GYOs were more
likely to live in urban areas, be more educated, afflu-
ent and “white-collar” employees. In addition, they
were also more likely to receive primary surgery,
present in advanced stage, have higher grade tumors
and receive chemotherapy. Women who did not have
surgery by a GYO were 4 times less likely to be
staged. Despite the stage shift, all categories of
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women cared for by GYOs had longer survival—
nearly double in those with the most advanced dis-
ease. Although clearly “preaching to the choir” the
investigators highlight the disparity in health care
delivery and impact from that access. On January 12,
2007, President Bush signed into law “The
Gynecologic Cancer Education and Awareness Act
(aka “Johanna’s Law”). The result of years of grass-
roots efforts from concerned family members and
advocates as well as members from the gynecologic
oncology community, the law provides special
recognition of gynecologic malignancy and provides
educational opportunities to women and healthcare
professionals not familiar with the diseases encom-
passed under the gynecologic oncology umbrella.
Bolstered by data from this study and others identi-
fying similar results, it is our hope the likelihood a
woman with gynecologic malignancy will see a
gynecologic oncologist will increase substantially.

Endometrial Cancer

Survival of endometrial cancer patients after laparo-
scopically assisted vaginal hysterectomy or total abdom-
inal hysterectomy: Analysis of risk factors. Leiserowitz et
al. [Abstract 7].

Current trends in the patterns of care for women
with endometrial cancer include more complete sur-
gical staging, less pelvic radiation, increasing use of
adjuvant chemotherapy and more common use of
laparoscopy for surgical extirpation. However, a
distinct concern limiting universal adoption of the
latter was the potential for suboptimal surgical eval-
uation of “at risk” areas relative to standard ceil-
iotomy. However, emerging data, such as the current
abstract appear to quell at least some of the concern
attributed to the potential of reduced survival. In a
review of the State of California databases,
Leiserowitz collected information on 978 women
with endometrial cancer undergoing laparoscopic
procedures and 11,765 women undergoing laparoto-
my. Outcome variables were demographics, comor-
bidities, nodal evaluation, use and type of adjuvant
therapy and survival. The authors found that women
undergoing laparoscopy tended to be younger, less
sick, and with more favorable tumors compared to
those undergoing laparotomy. However, cause-spe-
cific survival was significantly better in the
laparoscopy group even after considering age, race,
stage, comorbid conditions and use of radiation
therapy. In the lowest risk groups the difference

reached parity; however, in high-risk cohorts the
benefit was pronounced. Although high selection
bias exists in a study such as this (< 10% of partic-
ipants underwent laparoscopy) the trends were of
interest. Currently the gynecologic oncology com-
munity is awaiting maturity of a GOG randomized
clinical trial of laparoscopy to laparotomy in
women with early stage corpus malignancies. Until
these results are known, we need to carefully coun-
sel patients as to the treatment plan for their surgi-
cal management, particularly if an endoscopic
approach is undertaken.

A cost-effectiveness analysis of prophylactic surgery
vs gynecologic surveillance for women from hereditary
nonpolyposis colorectal cancer families. Yang et al.
[Abstract 68].

Hereditary nonpolyposis colorectal cancer
(HNPCC) is a familial syndrome commonly recog-
nized for its association with early age onset col-
orectal cancer. However, recent investigation sug-
gests carcinoma of the endometrium is just as like-
ly. In addition, women from HNPCC families are at
increased risk of ovarian cancer. The current study
evaluated whether risk-reducing surgery (as is com-
monly advocated in women who are BRCA muta-
tion carriers) is cost effective compared with sur-
veillance. In this report, surveillance was described
in two protocols: annual exam, endometrial biopsy,
transvaginal ultrasound and CA125 or annual exam
alone. For the purposes of this study, risk-reducing
surgery was to be performed as a hysterectomy,
bilateral salpingoophorectomy (H-BSO) at age 30.
Both non-discounted and 3% discounted lifetime
costs were calculated. In reference to the two sur-
veillance cohorts, the longest expected survival was
observed in the prophylactic H-BSO, followed by
annual screening and then annual exam. The most
costly was annual exam alone—$83,876 lifetime
cost for 25.27 discounted life-years. By contrast,
prophylactic surgery cost $24,534 per patient for
25.71 discounted life-years and represents the dom-
inant strategy. Although this analysis provides some
important risk-reducing information for at risk
women, caution must be used in interpretation as
quality of life-years gained and indirect costs were
not included in the model. Further information from
prospectively counseled women would be necessary
to clarify important challenges and barriers to an
effective screening strategy in women from HNPCC
families.
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Cervix Cancer

Type III radical hysterectomy for obese women with
cervical carcinoma: Robotic vs open. Shafer et al
[Abstract 20]

A comparison of total laparoscopic hysterectomy and
abdominal radical hysterectomy for cervix cancer
Frumovitz et al. [Abstract 21]

While a few authors have suggested the feasibility
of total laparoscopic radical hysterectomy over the
last 10 years, experience is mounting and these two
studies nicely represent a response to the call for com-
parative data in centers undergoing the “learning
curve” of adopting a new procedure into their clinical
repertoire. The study by Shafer and colleagues comes
from a center known for endoscopic expertise but
reports on consecutive patients undergoing robotic
surgery to complete a radical hysterectomy and bilat-
eral pelvic lymphadenectomy (RHPLND). In this
series, data were reviewed from 31 consecutive
patients undergoing robotic RHPLND, 13 of whom
were found to meet the criteria for obesity (BMI > 30)
and 48 women (11 obese) undergoing open RHPLND
in the 6 years preceding institution of robotic surgery.
Outcome variables were predominately surgical such
as operative time, blood loss, node count, hospital
stay and morbidity. In this series, the endoscopic
cases were associated with statistically higher node
counts, lower operative blood loss and shorter hospi-
talization. No difference in operative time, BMI or
morbidity was observed between the cohorts. The
authors concluded robotic surgery is feasible in obese
women and offers advantages in women at highest
risk for operative complications. 

In the report by Frumovitz and colleagues, adop-
tion of laparoscopic RHPLND occurred in a center
where several but not all physicians had recently
learned the procedure. All patients over an 18-month
period undergoing either procedure were analyzed
for operative and post-operative characteristics. The
sample included 97 patients of whom 26 underwent
laparoscopic RHPLND. No differences were
observed in BMI, age, tumor parameters, stage or
race. Similar to the previous report, lower blood loss
and hospitalization were observed in the endoscopi-
cally treated patients. Similar lymph node counts,
pathologic parameters (parametrial and vaginal cuff
margins), and post-operative urinary recovery were
observed between the cohorts. In addition, post-oper-
ative infectious morbidity was significantly lower for

those undergoing the laparoscopic approach.
Survival data were immature. To address the issue of
operator experience on outcomes, these investigators
are currently undertaking a prospective trial evaluat-
ing surgical performance of novice surgeons in a
mentoring program with attention to the “learning
curve.”

These two studies represent recent trends in
advanced operative laparoscopy in gynecologic can-
cer. At the Annual Meeting, accompanying these
reports were 2 full days of “hands-on” laparoscopic
surgical skill courses. The educational format, which
combines lectures and mentored cadaveric training
is highly effective in providing the necessary tools
for clinical adoption of these procedures and the
courses, perennially, are among the most popular.
Despite the enthusiasm, it is important to recall the
series such as those presented are typically compar-
ing procedures done by highly trained attending
physicians with an interest in minimally invasive
surgery to those done by gynecologic oncologists
(often times operative with fellow trainees). Even
the most ardent supporter of laparoscopic surgery
would admit that there is a learning curve—steep for
radical procedures—which must be overcome to
reach parity to their results from open laparotomy.
However, the interest and outcome data support the
trend and a call for an international randomized clin-
ical trial comparing laparoscopic and open radical
hysterectomy has been made.

Translational Medicine

Characterization and safety of in vivo small interfer-
ing RNA delivery in neutral nanoparticles. Sood, et al
[Abstract 6]

One of the most prolific and promising areas in
contemporary drug development is the construction
of novel target-specific therapeutics affecting key
biological processes of cellular function. For exam-
ple, more than 300 agents have been developed tar-
geting angiogenesis alone in recent years. A key
strategy to document the specific functions of a spe-
cific gene is through selective silencing using short
interfering RNA (siRNA) molecules. Preclinically,
this relatively recent discovery has enabled scientists
to efficiently investigate the impact of gene silencing
and the potential for therapeutic targeting. However,
to date, a systemically deliverable siRNA-based com-
pound has not been successfully developed. Sood and
colleagues demonstrate in an animal model of
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intraperitoneal ovarian cancer the ability to “hit” an
intracellular target, FAK, selectively in tumor tissues
utilizing siRNA. The delivery vehicle was a novel
neutrally charged liposomal nanoparticle, which was
demonstrated to diffuse deeply into tumors and dys-
regulate FAK signaling. This was confirmed in mul-
tiple tumor models including resistant strains. The
efficacy in ovarian cancers was noted as a single
agent, which was augmented in combination with a
common cytotoxic agent used in humans with ovari-
an cancer. While distinctly preclinical, it should be
noted that a first-in-human construct utilizing this
same liposomal nanoparticle and siRNA has been
manufactured and soon will be entering human inves-
tigation. If successful, the methodology will have
broad application in human disease.   ■

Note: Complete Abstracts can be found in:

1. Abstracts, Gynecol Oncol. (2007) 104: S2-S35

CME/CNE Questions
6. In the current study, coffee consumption was also investigated

among breast cancer patients. What was the association?
a. increased odds with a positive trend for higher

consumption
b. increased odds with no trend for higher consumption
c. no increased odds 
d. decreased odds with no trend for higher consump-

tion

7. Which of the following options is not correct regarding the
above study?
a. those with CL of > 2.5 cm and no funneling at 4

weeks delivered at 40 weeks, on average
b. those with no funneling and CL of > 2.5 cm

delivered at 37 weeks, on average
c. the study only included those with a history of

PTB prior to 32 weeks
d. a U-shaped funnel has the worst prognosis

8. The greatest risk for PTB occurs with a/n: 
a. V shaped funnel
b. U shaped funnel
c. V shaped funnel and a CL < 2.5 cm
d. A CL of > 2.5 cm 

9. Preliminary data from the PLCO study suggested poor predic-
tive performance of the CA125 and ultrasound screening tests.
The primary reason for this performance was:
a. CA125 testing is inaccurate in this population
b. ultrasound screening is performed too infrequent-

ly
c. CA125 and ultrasound testing don't correlate well
d. the prevalence of disease in the screening popula-

tion is low
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Sweeping new changes have been made to the
guidelines for prevention of endocarditis in

patients undergoing dental procedures. The new
recommendations dramatically reduce the indica-
tions for dental prophylaxis and reduce the num-
ber of patients who need preprocedure antibiotics.
The guideline was issued by the American Heart
Association in conjunction with the American
Dental Association, Infectious Diseases Society of
America, and the Pediatric Infectious Diseases
Society and was published online April 19, 2007, in
Circulation. The guidelines reflect evidence that the
risk of taking preventative antibiotics outweighs
the benefit for most patients. It is also been found
that infectious endocarditis (IE) is more likely to
result from frequent exposure to random bac-
teremias from activity such as flossing and brush-
ing than from dental work. Specifically, the
guidelines say that prophylactic antibiotics are no
longer required for patients with mitral valve pro-
lapse, rheumatic heart disease, bicuspid valve dis-
ease, calcified aortic stenosis, or congenital heart
conditions such as ventricular septal defect, atrial
septal defect, and hypertrophic cardiomyopathy.
There are still patients who are at extremely high
risk of IE who should continue to receive prophy-
lactic antibiotics: patients with artificial heart
valves, a history of infective endocarditis, congeni-
tal heart disease including unrepaired or incom-
pletely repaired cyanotic congenital heart disease,
including those with palliative shunts and con-
duits, those with a completely repaired congenital
heart defect with prosthetic material during the
first 6 months after the procedure, repaired con-
genital heart defect with residual defect at the site
or adjacent to the site of a prosthetic patch or pros-

thetic device, or a cardiac transplant patient with a
cardiac valvulopathy. Antibiotic prophylaxis is no
longer recommended for any other form of con-
genital heart disease. Dosing regimens are essen-
tially the same as previous recommendations and
include oral amoxicillin 2 gm 30 to 60 minutes
prior to procedure. Oral alternatives include
cephalexin, clindamycin, azithromycin or clar-
ithromycin. Parenteral regimens include ampi-
cillin, cefazolin, ceftriaxone, and clindamycin. The
guideline also no longer recommends antibiotics
to prevent IE in patients undergoing genitourinary
or gastrointestinal tract procedures (Circulation
2007, doi:10.1161/CIRCULATIONAHA.106.
183095). The full guideline is available at
http://www.ada.org/prof/resources/ topics/
infective_endocarditis_guidelines.pdf.   ■

Gonococcal Infections, CDC’s Updated Treatment 
The CDC has issued updated treatment recom-

mendations for gonococcal infections and associated
conditions due to the high level of resistance of 
gonorrhea to fluoroquinolones. The agencies
Gonococcal Isolate Surveillance Project demon-
strates that fluoroquinolone-resistant gonorrhea is
continuing to spread and is now widespread

June 2007 / PHARMACOLOGY WATCH® 1

Supplement to Clinical Cardiology Alert, Clinical Oncology Alert, Critical Care Alert, Infectious Disease Alert, Internal Medicine Alert, Neurology
Alert, OB/GYN Clinical Alert, Primary Care Reports, Travel Medicine Advisor.

Risk With Preventative Antibiotics Outweighs Benefit for Most

This supplement was written by William T. Elliott, MD, FACP,
Chair, Formulary Committee, Kaiser Permanente, California
Division; Assistant Clinical Professor of Medicine, University 
of California-San Francisco. In order to reveal any potential
bias in this publication, we disclose that Dr. Elliott reports no
consultant, stockholder, speaker’s bureau, research, or other
financial relationships with companies having ties to this field 
of study. Questions and comments, call: (404) 262-5431. 
E-mail: jennifer.corbett@ahcmedia.com.



throughout United States. Therefore, fluoro-
quinolones such as ciprofloxacin, ofloxacin, or lev-
ofloxacin are no longer recommended. Current
recommended regimens for gonococcal infections of
the cervix, urethra, and rectum are ceftriaxone 125
mg IM and a single dose or cefixime 400 mg orally
in a single dose plus treatment for chlamydia if
chlamydial infection is not ruled out. Uncomp-
licated gonococcal infections of the pharynx should
be treated with ceftriaxone 125 mg IM plus treat-
ment for chlamydia, if chlamydial infection is not
ruled out. Disseminated gonococcal infection should
be treated with ceftriaxone 1 g IM or IV every 24
hours. Pelvic inflammatory disease may be treated
with parenteral and oral therapy.  Parenteral therapy
regimens include cefotetan or cefoxitin plus doxycy-
cline or clindamycin plus gentamicin. An alternative
regimen is ampicillin/sulbactam plus oral doxycy-
cline. Oral therapy can be considered in women
with mild to moderate disease. With the loss of fluo-
roquinolones, cephalosporins are the mainstay of
most regimens. For patients who are highly allergic
to cephalosporins, spectinomycin may be consid-
ered although it is not generally available in this
country. Another option is azithromycin, however,
prescribing should be done in consultation with an
infectious disease specialist due to concerns over
emerging antimicrobial resistance to macrolides. The
CDC’s full recommendations are available online at
www.cdc.gov/std/treatment/2006/updated-regi-
mens.htm.  ■

Head Lice —  Malathion First-Line Treatment
Malathion should be first-line treatment for chil-

dren who have lice according to a new review in the
journal Pediatrics. Head lice have become resistant
to nearly all first-line treatments in United States
including permethrin, which has been considered
first-line treatment for years. Malathion, in the for-
mulation containing isopropyl alcohol and terpi-
neol, is safe and effective for lice and all existing
points within the life cycle, and generally requires a
single treatment, reducing the duration of infesta-
tion, and lost time from school and work. Concern
about flammability seems to be over emphasized,
as there have been no reported cases of bodily
injury related to burns (Pediatrics 2007. 119:965-974).

Statins, May Cut the Risk of Cataracts
Statins, the cholesterol wonder drugs, have been

associated with a number of other benefits including
reduction of inflammation within the arteries,
improved bone density, reduction in the risk of
colon cancer, renoprotective effects, and reduction in

the risk of Alzheimer’s disease and other dementias.
Now, a new study suggests that the drugs may also
cut the risk of cataracts by 50%. Researchers from
Australia reviewed the rate of cataract development
in 3,654 elderly patients.  After 10 years, after con-
trolling for age, gender and others factors, the haz-
ard ratio for any type of cataract in statin users was
0.52. In subgroups, there was a decreased risk of
nuclear cataracts (HR = 0.66) and cortical cataracts
(HR =0.76), but neither of these reached statistical
significance. The authors conclude that there may be
a protective influence of statins on cataracts and this
needs to be further explored (Am J Ophthalmol 2007;
143:687-689).  ■

FDA Actions
Sanofi Aventis has been approved to produce a

vaccine to prevent bird flu in humans. The vac-
cine against the H5N1 virus will not be produced
commercially, but will instead be stockpiled by
the U.S. government for distribution in case of the
outbreak. The FDA admits that the vaccine is not
optimal, requiring a higher dose than normal flu
vaccine, and 2 shots which must be given 28 days
apart. But until other vaccines are developed, this
vaccine will be used as the “interim measure.”

The FDA is recommending updating black box
warning regarding suicidality in young adults
(under age 24) starting on antidepressants, calling
for appropriate monitoring and close observation.
The new recommendation should also include the
statement that there was no increase in suicidality
in adults over the age of 24, and a decrease in the
risk in adults over the age of 64.

The FDA has approved generic versions of 2 of
the most popular drugs of the last decade, Ambien
(zolpidem) and Zoloft (sertraline). Zolpidem will be
available in 5 mg and 10 mg immediate-release
tablets. Thirteen manufactures have received
approval to market the product. Sertraline is
approved in the 25 mg, 50 mg and 100 mg strengths,
and will be produced by Ranbaxy Laboratories. 

The FDA has issued a warning about the health
risks of dietary supplements touted as sexual
enhancement products and treatments for erectile
dysfunction that have been distributed under the
trade names True Man and Energy Max. 
Both drugs have been sold throughout United
States. Energy Max was found to contain an ana-
logue of sildenafil, the active ingredient in Viagra,
while True Man was found to contain an analogue
of sildenafil and vardenafil, the active ingredient
in Levitra. Both drugs can have serious interac-
tions with nitrates.  ■
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