
Pegylated Liposomal Doxorubicin
vs. Topotecan for Recurrent
Epithelial Ovarian Cancer
A B S T R A C T  &  C O M M E N T A R Y

To compare the efficacy and safety of pegylated liposo-
mal doxorubicin (PLD) and topotecan in patients with recurrent

epithelial ovarian cancer that recurred after or didn’t respond to
first-line platinum-based chemotherapy, Gordon and colleagues
conducted a study in which patients with measurable and assessable
disease were randomized to receive either PLD 50 mg/m2 as a 1-
hour infusion every 4 weeks or topotecan 1.5 mg/m2/d for 5 consec-
utive days every 3 weeks. Patients were stratified prospectively for
platinum sensitivity and for the presence or absence of bulky dis-
ease. A total of 474 patients were treated (239 PLD and 235 topote-
can). They comprised the intent-to-treat population. The overall
progression-free survival rates were similar between the 2 arms (P
= .095). The overall response rates for PLD and topotecan were
19.7% and 17.0%, respectively (P = .390). Median overall survival
times were 60 weeks for PLD and 56.7 weeks for topotecan. Data
analyzed in platinum-sensitive patients demonstrated a statistically
significant benefit from PLD for progression-free survival (P =
.037), with medians of 28.9 for PLD vs. 23.3 weeks for topotecan.
For overall survival, PLD was significantly superior to topotecan (P
= .008), with a median of 108 weeks vs. 71.1 weeks. The platinum-
refractory subgroup demonstrated a nonstatistically significant sur-
vival trend in favor of topotecan (P = .455). Severe hematologic
toxicity was more common with topotecan and was more likely to
be associated with dosage modification, or growth factor or blood
product use. Gordon et al concluded that the comparable efficacy,
favorable safety profile, and convenient dosing support the role of
PLD as a valuable treatment option in this patient population. (Gor-
don A, et al. J Clin Oncol. 2001;19:3312-3322).

■■ COMMENT BY DAVID M. GERSHENSON, MD
Once patients with epithelial ovarian cancer relapse, their curabil-

ity approaches zero. However, the good news is that we have an
increasing number of active agents against recurrent ovarian cancer.
These include the 2 drugs compared in this study—PLD and topote-
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can—and other chemotherapeutic drugs, such as gem-
citabine, vinorelbine, hexamethylmelamine, oral etopo-
side, irinotecan, paclitaxel, and docetaxel. In addition,
hormonal agents such as tamoxifen have an objective
response rate of approximately 15%. Of course, there
are several new “targeted therapies” in clinical trials and
on the horizon. These include the anti-angiogenesis
agents, the epidermal growth factor receptor agents,
monoclonal antibodies, tyrosine kinase inhibitors, and
vaccines. Currently, PLD and topotecan are among the
most popular agents for treatment of platinum-resistant
(cancer that progresses on or recurs within 6 months of
completing primary chemotherapy) recurrent ovarian
cancer. The present study found no differences between
the 2 drugs in objective response rates, progression-free
survival, or overall survival. However, in the platinum-
sensitive subgroup, there was an apparent difference in
progression-free survival and overall survival favoring
PLD. In addition, the toxicity profile tended to favor
PLD, with much less severe adverse event reporting.
Unfortunately, Gordon et al used the standard dose of
topotecan in this study—a dose that several experts
believe is too high considering its associated severe

myelotoxicity. Although Gordon et al do not emphasize
the finding, the response rates in the platinum-resistant
subgroups were generally lower than previously report-
ed in other studies—12.3% for PLD and 6.5% for
topotecan; these response rates are quite disappointing
in such a large cohort. Otherwise, there were not many
surprises in this large, randomized trial.   ❖

The Clinical Features of
Ovarian Cancer in 
Hereditary Nonpolyposis
Colorectal Cancer
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Ovarian cancer diagnoses in HNPCC were
typically frankly invasive, low-grade epithelial adeno-
carcinomas diagnosed at early stage, frequently with a
synchronous endometrial cancer.

Source: Watson P, et al. Gynecol Oncol. 2001;82:
223-228.

As part of a multi-institutional study, mem-
bers of the International Collaborative Group on

Hereditary Nonpolyposis Colorectal Cancer (HNPCC)
collected retrospective data on 90 ovarian cancer
patients who were members of HNPCC families,
including 31 known mutation carriers, 35 presumptive
carriers (by colorectal/endometrial cancer status), and
14 at-risk family members. Data on 100 patients were
submitted from 14 registries in 11 countries. The mean
age at diagnosis of ovarian cancer was 42.7 years.
Nonepithelial tumors constituted only 6.4% of the can-
cers, and borderline tumors comprised 4.1% of the
epithelial cancers. Among frankly malignant epithelial
cases, most cancers were well or moderately differenti-
ated, and 85% were FIGO stage I or II at diagnosis.
Synchronous endometrial cancer was reported in 21.5%
of cases. Watson and colleagues concluded that ovarian
cancer in HNPCC differs from ovarian cancer in the
general population in several clinically important
respects. It occurs at a markedly earlier age. It is more
likely to be epithelial. If it is a frankly invasive epithe-
lial cancer, it is more likely to be well or moderately
differentiated. HNPCC patients with ovarian cancer are
more likely to have a synchronous endometrial cancer
than other ovarian cancer patients and are more likely to
be diagnosed at an early stage.
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■■ COMMENT BY DAVID M. GERSHENSON, MD
HNPCC, or the Lynch syndrome, is a common hered-

itary cancer syndrome. The molecular basis for HNPCC
is a mutation in DNA mismatch repair genes. HNPCC is
associated with a significantly increased risk of colorec-
tal cancer, which typically may occur at an early age.
There is also an increased risk of other cancers, including
endometrial, ovarian, gastric, small intestinal, transitional
cell cancers of the genitourinary tract, skin tumor, brain
tumors, and hepatobiliary tract tumors. The present paper
is the most comprehensive report on ovarian cancer in
HNPCC to date. Watson et al found that ovarian cancer
occurring in association with HNPCC differs from typi-
cal ovarian cancer in several ways. Most important of
these are the early age at diagnosis, the patterns of earlier
stage and lower histologic grade, and the relatively high
incidence of synchronous endometrial cancer. The major
flaw in this study is the lack of central pathology review
since the study spanned a 60-year-plus period. Neverthe-
less, it represents the best data we have thus far. The chal-
lenge for clinicians is to develop a strategy to identify
members of HNPCC families and to appropriately advise
them regarding their risk for multiple different malignan-
cies and the optimal surveillance for each.   ❖

Postmenopausal Hormone
Use and Secondary Preven-
tion of Coronary Events in
the Nurses’ Health Study
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The risk of recurrent major coronary events
was mildly increased by short-term (< 1 year) hormone
use by postmenopausal women but decreased with
increasing duration of use. The results of the present
study are similar to those of the HERS trial, showing a
bimodal response to HRT in women with established
cardiovascular disease. 

Source: Grodstein F, et al. Ann Intern Med. 2001;135:
1-8.

The heart and estrogen/progestin replace-
ment Study (HERS) hypothesized that post-

menopausal hormone use in women with established
cardiovascular disease would reduce recurrence of car-
diovascular events. In this study, 2763 women with
active heart disease were randomized to either placebo

or Prempro and followed for 5 years. In the first year, the
rate of recurrence was 52% higher in the hormone
replacement therapy (HRT) arm. In the second year,
there was no difference between arms. However, in the
fourth and fifth years, the women assigned to hormone
use had a 33% lower risk for coronary events. Grodstein
and associates used the data from the Nurses’ Health
Study to examine the same hypothesis. Although the
Nurses’ Health Study is observational, the population
size is large and the participants have been followed for
up to 20 years. Thus, the relationship between post-
menopausal hormone use and secondary prevention of
cardiovascular disease was examined in 2489 women.
Ascertainment of hormone use and cardiovascular
events was rigorous and complete, with total follow-up
exceeding 92%. Of the hormone users, 53% used oral
conjugated estrogen alone, 19% used oral conjugated
estrogen plus oral progestin, and 28% used other types,
mostly transdermal or oral estradiol. The overall age-
adjusted relative risk (RR) for recurrent major coronary
events was 0.56 (confidence interval [CI], 0.39-0.80)
among current users as compared with never-users.
When the duration of hormone use was examined, a
25% increase in the risk of recurrent cardiovascular
events was found among women with less than 1 year of
use, but this increase was statistically nonsignificant, RR
= 1.25 (CI, 0.78-2.00), because only 24 of the 141 cases
fell into this group. However, longer-term users experi-
enced a statistically significant decreased risk of 0.38
(CI, 0.22-0.66).

■■ COMMENT BY SARAH L. BERGA, MD
The popular press is now reporting that post-

menopausal hormone use does not reduce the risk of car-
diovascular disease. Although that statement is a gross
oversimplification of the results of the HERS, it contin-
ues to sway opinion and practice. The sophistry is kept
alive by the difficulty inherent in explaining to patients
the difference between primary and secondary preven-
tion. Further, while gynecologists generally see patients
seeking primary prevention, cardiologists typically see
them after the initial cardiovascular event. Thus, we tend
to counsel very different subsets of women. Available
data suggest that HRT is better for primary rather than
secondary prevention and this has left most cardiologists
feeling understandably disenchanted with the promise of
HRT. Given these considerations, it becomes increasing-
ly important for gynecologists to be able to clearly articu-
late why it is too soon to discount HRT use by women
with established or latent cardiovascular disease. Is HRT
as potent a therapy as statins for women with CVD or at
high risk for CVD? Probably not. But statins do not pro-
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vide the panoply of benefits that accrue to long-term
HRT use. Cardiologists are experts in heart disease, but
they are unlikely to be as familiar as gynecologists with
the long list of other potential benefits of HRT. Thus, it
falls to gynecologists to explain to women that HRT use
is but one of the strategies for promoting health as one
ages, but an important one nonetheless. Is one form of
HRT better than another in helping to retard the ill effects
of aging or for use in women with active heart disease?
There are few data on this point. Is HRT the only strategy
one should recommend? Of course not. So much of
remaining healthy comes from having a healthy lifestyle,
and we should not fool ourselves or our patients that
HRT can reverse or counter the damage that comes from
obesity, smoking, inactivity, and the like. HRT is best
seen as an adjunct to a healthy lifestyle and not as a
magic bullet that erases established cardiovascular dis-
ease, but this does not mean that HRT is useless or with-
out benefit. This is what our patients need to know.  

The bimodal response to therapy, with increased risk of
recurrent cardiovascular disease confined to the first year
of use, is puzzling. Many explanations have been prof-
fered. It would be nice to know the reason, because if we
did, we might be able to do something in the first year of
HRT use to reduce that risk. It has been widely hypothe-
sized that the increased risk is due to enhanced coagula-
tion and that this may be due to the hepatic first-pass
effect of oral estrogen use. We do know that standard oral
therapy increases the risk of thromboembolic events.
Would this risk be obviated by transdermal estradiol use
when the circulating estradiol level is titrated to the sub-
physiological range? The present study simply did not
have sufficient power to address this hypothesis.   ❖

Infertility Treatment After
Conservative 
Management of 
Borderline Ovarian Tumors
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Ovulation induction may be considered after
the diagnosis of borderline ovarian tumor.

Source: Beiner M, et al. Cancer. 2001;92:320-325.

Beiner and colleagues analyzed the outcome
of a group of patients who received infertility treat-

ment after the conservative management of borderline

ovarian tumors. They reviewed the medical records of
104 patients with a borderline tumor of the ovary who
were treated and followed over a 20-year period (1979-
1999). Forty-three patients who underwent conservative
management were the subjects of the current study. Fol-
low-up was available for 95% of the patients, giving a
total of 270 women-years of follow-up. Nine of the 43
patients developed a local recurrence, 8 of which
occurred in patients with serous tumors. Five of these 9
patients underwent ovarian cystectomy only at the time
of recurrence, and all were without evidence of disease
at a mean follow-up of 75 months (range, 25-93
months). Nineteen patients delivered a total of 25
healthy children after diagnosis of a borderline ovarian
tumor; 7 of these patients were treated with in vitro fer-
tilization (IVF) after diagnosis. Four of these patients
developed a recurrence, 2 patients before the IVF treat-
ment and 2 patients after the IVF treatment. The latter 2
patients were without evidence of disease at the time of
last follow-up (15 months and 26 months, respectively,
after the recurrence). Beiner et al concluded that the
results of the study suggest that ovulation induction may
be considered after the diagnosis of a borderline ovarian
tumor. The 2 recurrences in 7 patients were histological-
ly borderline.

■■ COMMENT BY DAVID M. GERSHENSON, MD
Borderline ovarian tumors constitute approximately

10-15% of all epithelial ovarian cancers. The average
age of patients with borderline tumors is significantly
younger than that of patients with invasive ovarian
tumors. Therefore, many of these patients are diagnosed
during their reproductive years and desire future child-
bearing. Several studies have documented the relative
safety of conservative or fertility-sparing surgery for
these patients; typically, either ovarian cystectomy or
unilateral salpingo-oophorectomy is acceptable surgical
treatment for young patients with borderline tumors
confined to the ovary when combined with surgical stag-
ing. However, there appears to be a higher risk of infer-
tility in this population compared to the general popula-
tion, and infertility persisting after diagnosis of a border-
line tumor may prompt the use of ovulation induction
agents in a subset of these women. The present study
findings indicate that ovulation induction after a diagno-
sis of borderline ovarian tumor is relatively safe, but
Beiner et al are correct in emphasizing that “larger clini-
cal trials with longer follow-up are needed.” The results
of previously reported epidemiological studies are con-
flicting: some indicate an increased risk of borderline
ovarian tumor after ovulation induction, and others do
not. Currently, with equivocal available data, women
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with a history of borderline ovarian tumors who are con-
templating the use of ovulation induction agents should
be counseled appropriately about the potential risk of
recurrence.  ❖

Rapid Bone Loss Following
Adjuvant Breast Cancer
Chemotherapy
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The effects of chemotherapy-induced ovarian
failure on bone loss and markers of skeletal turnover
were evaluated in a prospective study of 49 pre-
menopausal women with stage I/II breast cancers
receiving adjuvant chemotherapy. Thirty-five women
developed ovarian failure and had significant decreases
in bone mineral density from baseline observed by 6
months and increased further by 12 months. Fourteen
women retained menstrual function and had no signifi-
cant change from baseline in bone mineral density
except for a -2.0% decrease in the trochanter at 6
months. This rapid bone loss following chemotherapy-
induced ovarian failure supports monitoring bone den-
sity in these high-risk women and considering interven-
tions for those who demonstrate bone loss. 

Source: Shapiro C, et al. J Clin Oncol. 2001;19(14):
3306-3311.

Many premenopausal women with operable
breast cancer receive adjuvant chemotherapy as an

approach to prolong disease-free and overall survival. In
addition to the acute toxicities of adjuvant chemothera-
py, many of these women experience chemotherapy-
related amenorrhea and premature menopause as a
sequela of this treatment.1 Problems associated with pre-
mature menopause include vasomotor symptoms, psy-
chosocial changes, genitourinary changes, concerns
about cardiovascular disease, and concerns about osteo-
porosis.1 The current study investigates the concern
about loss of bone mineral density in premenopausal
women following adjuvant chemotherapy for breast can-
cer. Since osteoporosis can cause significant morbidity
and predispose to hip and other fractures, it is essential
to identify individuals at risk for this disease and to iden-
tify prevention strategies for these high-risk individuals. 

This study by Shapiro and colleagues is a prospective
longitudinal study of 49 premenopausal women with
stage I/II breast cancer receiving adjuvant chemothera-

py. Eligible women needed to be premenopausal as
defined by current menstruation or last menstrual period
within 3 months, and women with medical conditions
known to affect bone metabolism were excluded. Bone
measurements obtained in this study included ionized
calcium, markers of bone turnover osteocalcin, bone-
specific alkaline phosphatase, and bone densitometry of
the total spine and proximal femur. Measures of ovarian
function included levels of estradiol and follicle-stimu-
lating hormone. Study measurements were obtained at a
baseline time within 4 weeks before starting chemother-
apy and at 6 and 12 months. At the 12-month evaluation
period, 71% of the women (35 women, median age of
44 years [range, 33-52]) were defined as having ovarian
failure, and 29% of the women (14 women, median age
of 38 years [range, 32-44]) retained menstrual function.
Significant decreases in bone mineral density were
observed by 6 months and increased further by 12
months in the women with ovarian failure. These signif-
icant decreases were measured as percentage change
over time and occurred from baseline to 6 months (total
spine: median of -4.0; range, -10.4-1.0; femoral neck:
median of -2.6; range, -10.3-5.4; trochanter: median of -
3.0; range, -12.6-1.5) and continued to decrease from 6
to 12 months (total spine: median of -3.7; range, -10.1-
9.2; femoral neck: median of -2.0; range, -7.7-2.5;
trochanter: median of -1.1; range, -7.9-3.3). The women
who retained ovarian function following chemotherapy
had no significant changes in bone mineral density from
baseline to 6 months or from 6 to 12 months with the
exception of a change in the trochanter from baseline to
6 months (median of -2.0; range, -9.8 to 2.2). Markers of
bone turnover (osteocalcin and bone-specific alkaline
phosphatase) increased in women with ovarian failure at
6 and 12 months, while these markers increased at 6
months, but declined between 6 and 12 months, in
women who retained ovarian function. Shapiro et al
conclude that significant bone loss begins during adju-
vant chemotherapy and suggest monitoring bone density
in women with chemotherapy-induced ovarian failure.
Clinical trials to evaluate treatments to attenuate bone
loss are suggested for these individuals. 

■■ COMMENT BY MARK R. ALBERTINI, MD
The occurrence of significant bone loss with early

menopause due to breast cancer chemotherapy has been
previously described.2,3 Women older than 40 years of age
are at particularly high risk, and significant decreases in
bone density have been reported at 1 and 2 years following
adjuvant chemotherapy.2 The current study confirms these
earlier reports and demonstrates that this rapid bone loss
occurs and can be demonstrated as early as 6 months fol-
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lowing chemotherapy. Several earlier studies have suggest-
ed a role for the bisphosphonates as a treatment strategy to
reduce skeletal complications in these women at high-risk
for rapid bone loss.2,3 These treatments have been general-
ly quite well tolerated and represent promising options for
these individuals.2,3 In addition, the oral bisphosphonate
Clodronate has also demonstrated an ability to reduce the
number and incidence of new metastases (both bone and
visceral) in women at high risk for skeletal metastases.4

Thus, the bisphosphonates represent a promising interven-
tion option for premenopausal women with loss of ovarian
function following chemotherapy. Additional clinical stud-
ies will hopefully clarify the benefits that can be achieved
by intervention strategies for these patients. 

The current study confirms the problem of bone loss in
premenopausal early stage breast cancer patients receiving
chemotherapy and demonstrates the rapid onset of the
sequela of ovarian failure following chemotherapy. The
finding of bone loss as early as 6 months following
chemotherapy has implications for clinical studies to eval-
uate bone loss as well as for monitoring of patients for this
treatment-associated toxicity. The assessment of bone den-
sity represents an important monitoring parameter for pre-
menopausal women experiencing ovarian failure follow-
ing chemotherapy. Women with demonstrated loss of bone
mineral density should be considered for potential inter-
vention strategies. The bisphosphonates were not evaluat-
ed in the current study, but several earlier studies have
identified them as a promising option for these patients.2,3

Additional clinical studies are needed, and emphasis for
routine monitoring of these patients is appropriate.   ❖
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Special Feature
Shoulder Dystocia 
By John C. Hobbins, MD

Ginsberg and moisidis performed a retrospec-
tive analysis on 39,681 patients delivered at

Northwestern University Medical Center between

1993 and 1999. Since they were interested in the
recurrence of shoulder dystocia (SD), they identified
patients having SD in a previous “index” pregnancy
and followed these patients through subsequent preg-
nancies to determine what clinical clues were exhibit-
ed in those who had SD again.1

Six hundred two patients were diagnosed with SD
(1.5%). Of these, 66 had a subsequent vaginal delivery
at Northwestern University Medical Center. Eight had a
cesarean section and 11 had a recurrence of SD. The
only factors that were significantly associated with a
recurrence were: 
• Nulliparity during the first SD (9/11 vs 28/55 without

SD);
• A higher mean infant weight (3885 g vs 3702 g; 

P = .03).
Perhaps the most impressive finding in the study was

the rate of SD (16%) among those who had a previous
delivery complicated by this problem. 

SD remains one of the most frightening experi-
ences to which a caregiver and patient can be
exposed. The literature is replete with attempts to
identify features of SD that would serve as warning
signals to clinicians to cease and desist before or dur-
ing labor. Unfortunately, many of the studies have
confused the picture more than clarifying it. For
example, the incidence of the complication varies
according to the subjective impression of the opera-
tor. Clearly there are SDs that represent an easily
solved annoyance and there are those that not only
tweak the clinician’s coronaries, but can cause signif-
icant morbidity to mother and child. 

If one were to define SD as the need to use maneu-
vers other than downward traction of the head and the
McRoberts maneuver, this seems to occur in about 1-2%
of pregnancies (1.5% in the above study). Although
brachial plexus injuries occur in almost 15% of SD, for-
tunately only a small percentage persists beyond 6
months. Unfortunately, a good proportion of these end
up in the courts. 

The strongest clinical correlations found with SD are:
• macrosomia; 
• diabetes;
• post-term pregnancy; and
• prolonged second stage.

Even though there is a statistical association
between the above factors and SD, at least half of
the SDs occur in fetuses that are not macrosomic
and whose mothers are not diabetic; 50% of infants
sail through the second stage of labor only to sur-
prise the practitioner with their rendition of the
dreaded “turtle sign.” 



On the other hand, the literature does contain some
very useful messages that can be put into use clinical-
ly. The one common thread that can be applied to all
4 of the above factors is body-to-head disproportion
in the fetus. Many macrosomic fetuses have body-to-
head disproportion even in the absence of gestational
diabetes. In diabetes, glucose intolerance leads to
increased fetal insulin production, as well as newly
discovered fetal growth factors, which stimulate
growth of the body out of the proportion to the head.
Post-term pregnancy, a nearly extinct entity, is also
associated with body-to-head disproportion because
the trend for the abdominal circumference to increase
more than the head circumference after 34 weeks of
gestation continues to widen past 40 weeks. In any
case, the conduct of labor is determined more by the
size of the head than the body and shoulders. Simplis-
tically, SD occurs where there is a mismatch between
the shoulders and the size of the pelvis they are to
pass through. When cross-sectional diameters of the
head are about the same as those of the after-coming
body, if the head makes it through the pelvis, it is
likely the rest of the fetus will also pass through with-
out major difficulty. In some types of macrosomia,
both the head and the body are proportionately large.
If these fetuses are genetically predisposed to be
large, their mothers’ pelves (representing the other
part of the dystocia equation) are often large enough
to allow a proportionately large baby to be delivered
vaginally without difficulty. 

The major problem occurs when the head of a baby
with body-to-head disproportion gets to a seemingly
deliverable station. When the clinician is armed with this
information about the presence or absence of body-to-
head disproportion, he/she can make an informed choice
whether or not to use forceps or vacuum and/or to set a
limit on the length of the second stage of labor. 

How Accurate is the Estimation of 
Fetal Weight?

The estimation of fetal weight (EFW) through ultra-
sound is definitely not a precise method. Although it
gives the practitioner a ballpark idea of fetal size, the
technique has been impugned in the literature, espe-
cially in macrosomia. There are more than 40 different
formulas in the literature for EFW, but the ones that the
practitioner uses the most (and are in the software of
most ultrasound machines) employ the biparietal diam-
eter (BPD) and/or head circumference (HC), abdomi-
nal circumference (AC), and the femur length (FL).
This biometric combination will yield a volume esti-
mate, which automatically is converted to an index of

mass — the EFW. 
Most formulas have a standard error of the method

plus or minus 10%. Put another way, 80% of the time
the estimate is within 10% of the fetal weight. This
would mean that in 80% of patients if the EFW was
4000 g, the fetus is not more than 4400 g or less than
3600 g (a splay of 1½ lbs.). Twenty percent of the time
the estimate is even further off. 

With that in mind, rather than taking the “glass is half
empty” approach, why not focus on the “glass is half
full” tack? Fifty percent of the time the EFW is within
5% of the true weight and if a patient has an EFW of
4200 g, there is a 50% chance the fetus does not weigh
less than 4000 g, and an 80% chance the fetus does not
weigh less than 3800 g. Chances are this is a macrosom-
ic fetus. 

Once a fetus is judged to be very large, especially if
the maternal pelvis is not capacious, then the presence of
body-to-head disproportion becomes important. 

How Can Body-to-Head Disproportion be
Assessed?

Many years ago Elliott used a formula based on aver-
age diameter of the thorax at the level of the diaphragm
to reflect body size.2 His thrust was to indirectly predict
macrosomia by subtracting the BPD from this diameter.
If the value exceeded 1.5 cm, more than 90% of the
fetuses were macrosomia. 

Concentrating on predictors of SD, Winn and col-
leagues attempted to correlate various biometric mea-
surements of the fetus before birth with the bi-acromial
diameter of the same infant in the nursery.3 Not surpris-
ingly, the best correlation was with the clavicular length,
but this was impossible to image adequately in the
majority of term fetuses. The next best was the thoracic
circumference at the level of the 4-chamber view of the
heart. The abdominal circumference came in third. 

Demonstrating that there may be more to SD than
the diameter of the shoulders, Cohen and associates
showed that a standard AC at the level of the umbili-
cal vein, used in conjunction with the BPD, could be
used successfully to predict SD.4 In diabetics whose
EFW was more than 3800 g, if the AC minus the
BPD exceeded 2.5 cm, there was a 30% incidence of
SD. When the value was 2.4 cm or less, there were
no cases of SD. Although the patient numbers were
small in this initial report, I have been told that
expanded data have born out  the original findings.
We have used the above formula for the last 3 years
and have found it to be extremely useful. 

Back to the Ginsberg and Moisidis article, where it
was shown that among the factors mentioned above
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predisposing toward SD, having a previous pregnancy
with SD ranks at the top of the list, especially if it
occurred in a first pregnancy. However, rather than to
empirically perform a cesarean section in patients
with these risk factors, why not use all of the available
tools wisely to accomplish a vaginal delivery in the
overwhelming majority who will not have a SD? For
example, every patient with a risk factor would have a
clinical estimate of the adequacy of the maternal
pelvis by an experienced examiner or by CT pelvime-
try (some might consider this heresy). Also, an esti-
mated fetal weight would be accomplished with ultra-
sound, as well as an estimate of body-to-head dispro-
portion. Based on this information, the clinician
would be able to choose whom to section outright
(representing a small percentage of patients), whom to
allow to labor on a short leash with no help from a
vacuum or forceps, and whom to apply liberal expec-
tations of progress in labor. 

A 5-point scoring system could also be developed
based on:
• EFW;
• degree of body-to-head disproportion;
• previous SD;
• SD in first pregnancy;
• estimate of adequacy of the pelvis.

Five points would either predicate a cesarean
section or a low tolerance for progress in labor, and
1 or 2 points would dictate a very liberal manage-
ment of progress and perhaps a gentle pull with the
vacuum, if needed. One could even further refine
the prelabor assessment according to the severity of
the previous SD. 

Obviously I am obsessing, but a prospective study,
using a combination of the above factors on a large
patient sampling might answer the question of how to
diminish a dilemma that has plagued patients and practi-
tioners forever.   ❖
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CME Questions
12. For a patient with a history of borderline ovarian tumor who

undergoes ovulation induction, the risk of recurrence is:
a. increased with an odds ratio = 9.
b. increased with an odds ratio = 2.
c. decreased with an odds ratio = .75.
d. decreased with an odds ratio = .5.
e. unknown.

13. Women who are members of hereditary nonpolyposis colorec-
tal cancer (HNPCC) families are at increased risk of develop-
ing all the following malignancies except:
a. endometrial cancer.
b. gastric cancer.
c. breast cancer.
d. brain cancer.
e. skin cancer.

14. When compared with topotecan in a phase III randomized
study of patients with recurrent ovarian cancer, pegylated lipo-
somal doxorubicin was associated with all of the following
except:
a. similar objective response rate.
b. similar progression-free survival.
c. similar overall survival.
d. superior progression-free survival in the platinum-sensitive 

subgroup.
e. worse toxicity.

15. Which of the following best summarizes the results of the
Grodstein et al study?
a. It replicated identically the HERS.
b. The results are similar to those of the HERS in that there is a

bimodal response with increasing duration of HRT use.
c. The results contradict those of the HERS and the methods are

better, thus we can reject the HERS results.
d. The data are suspect because the duration of follow-up is so

much shorter than that of the HERS.
e. Ascertainment bias appears to have confounded the study

methodology and thus the results cannot be trusted. 

16. Which of the following statements is true about the problem of
bone loss in premenopausal early stage breast cancer patients
experiencing ovarian failure following chemotherapy?
a. Significant decreases in bone mineral density occur by 6

months and can further worsen by 12 months.
b. The problem of bone loss appears to be less in women with

ovarian failure than in women who retained menstrual function
following chemotherapy.

c. Significant decreases in bone mineral density do not occur until
at least 12 months following chemotherapy.

d. Bone loss is not a problem for these patients.

In Future Issues: More on Estrogen Replacement Therapy


