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Uterine Papillary Serous 
Carcinoma: Comparisons of Out-
comes in Surgical Stage I Patients

With and Without Adjuvant Therapy 
A B S T R A C T  &  C O M M E N T A R Y

In a collective effort from the tumor registries of 4 acad-
emic centers, Huh and colleagues accessioned cases of uterine

papillary serous carcinoma (UPSC), which, following comprehen-
sive surgical staging, were identified with disease limited to the uter-
ine corpus—surgical stage I. The retrospective data set, conducted
over a 14-year period ending in 2000, was collected to address the
benefit, if any, from the use of adjuvant therapy. Surgical staging
required removal of the uterus, tubes, and ovaries, peritoneal cytol-
ogy, and pelvic and paraortic lymphadenectomy. Specific biopsy of
other peritoneal tissue and organs was not required but was obtained
in some cases. In all, 60 patients were identified, 40 of whom were
simply observed following surgery. The remaining 20 received adju-
vant radiation therapy (n = 12), chemotherapy (n = 9) or both (n = 1).
Recurrence rates were no different between those patients receiving
adjuvant therapy (16%) and those undergoing conservative observa-
tion (17%). Interestingly, no recurrences were observed in patients
receiving chemotherapy—all of whom remain alive at a mean 32
months. The 5-year disease-free and overall survival rates for the
observation group were 65% and 66%, respectively. This compared
to the 5-year disease-free and overall survival rates of 60% and 59%,
respectively, for those patients receiving radiation therapy. The small
differences were not statistically different. 

Huh et al conclude that performance of comprehensive surgical
staging most likely contributed to the lower than expected historical
recurrence rates. However, despite a noted risk for distant failure, no
clear benefit from adjuvant radiation therapy was obvious. The lack
of disease failure in patients receiving chemotherapy is interesting
and should herald further clinical investigation (Huh WK, et al.
Gynecol Oncol. 2003;91(3):470-475). 

■■ COMMENT BY ROBERT L. COLEMAN, MD
Since its initial description more than 20 years ago, UPSC has
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been a challenging clinical entity. Characterized by fre-
quent extrauterine spread, aggressive clinical behavior,
and inconsistent preoperative histology, this distinct
uterine cancer is uncommon (about 4-9% of all uterine
primaries) but remains poorly understood. Effective
therapeutic strategies are elusive and, as appreciated in
this study, even candidate selection for therapy is contro-
versial. What is well documented and what makes man-
agement decisions so difficult is that its natural history
appears to be very different from the much more com-
mon uterine endometrioid cancer. Surgical care and
adjuvant therapy, which has been traditionally applied
under the supposition of parity with the more common
endometrioid histology has, to some degree, limited our
ability to make accurate decisions about management—
particularly with the retro-spectroscope. Since early
stage disease represents the most curable cohort in all
histologic subgroups, identifying the most effective
adjuvant treatment, if any, is a premium target.

There are several notable differences between UPSC
and uterine endometrioid adenocarcinoma that help to

illustrate the clinical challenges faced. First, the diagno-
sis is variably determined by standard endometrial aspi-
ration. Studies have noted that between 37% and 77% of
preoperative biopsies are representative of the final his-
tology in cases of UPSC. Some of this discrepancy may
be explained by the occurrence of a mixed pattern in up
to 40% of patients. 

Unfortunately, the appearance of endometrioid fea-
tures does not appear to alter the clinical course. Second,
the patient demographic is generally one of an older
population (median age, 68) and generally not obese or
peripherally exposed to exogenous estrogen. Third, local
recurrence is frequently associated with not only intra-
abdominal and distant disease but also death. In a trial of
endometrioid adenocarcinoma, stage I patients who, fol-
lowing observation, were identified with local recur-
rence, treatment with radiation was associated with suc-
cessful salvage in nearly 50% at 4 years. Fourth, little
apparent relationship exists between myometrial inva-
sion and the occurrence of extrauterine disease. 

While the depth of myometrial invasion in UPSC
patients has been determined by some to be an indepen-
dent prognostic factor, up to 40% of patients with non-
invasive UPSC will have evidence of extrauterine and
frequently intra-abdominal metastatic disease. This lat-
ter observation is likely responsible for the seemingly
improved prognosis of stage I patients reported in this
and other contemporary trials. “Stage migration” refers
to the temporal reclassification of a particular cohort of
patients on the basis of diagnostic precision—or in this
case, on the basis of occult disease re-categorizing stage
I patients to a higher stage—a classic example of, “. . .if
you look for it, you will find it.” In this regard, the cur-
rent recommendation for proper staging of a patient with
UPSC is to obtain additional intra-abdominal biopsies
similar to that performed for ovarian cancer. 

The study by Huh et al attempts to shed light on the
management of properly evaluated (for the most part)
stage I UPSC. The goal of the paper was to elicit the
proper management of those patients in whom no
extrauterine disease was identified, knowing that our
clinical “track record” with this disease is poor and fre-
quently characterized by distant failure. Although no
“winning” strategy was declared in the retrospective
data set, important contributions were made in the
observations that adjuvant radiation therapy did not
improve any of the survival parameters and in the curi-
ous absence of recurrence in patients given adjuvant
chemotherapy. Although the number of patients in this
subgroup was small (n = 7), the 32-month “mean” fol-
low-up was consistent with the other subgroups; a plea
for prospective clinical trials is certainly supported. 
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The role of chemotherapy in endometrial cancer has
gained new import following the presentation of the
results from a randomized trial in advanced-stage
endometrial cancer (GOG 122). In this trial, adriamycin
and cisplatin were compared against whole abdominal
radiation in stage III and IV uterine cancer patients. Sig-
nificant reduction in the hazard for recurrence (0.68,
95% CI, 0.52-0.89) and death (0.66, 95% CI, 0.5-0.89)
was observed with the more toxic chemotherapy regi-
men. Modification to both the chemotherapy and radia-
tion protocols is currently being investigated through a
randomized trial in similar cohort of patients. 

Given the rarity of UPSC and the limited number of
stage I patients to study, answers to these important
issues will be some time off. However, identification of
the uniqueness of this histology is an important first
step. In the meantime, treatment recommendations will
be based on the extrapolation of active therapies in other
cohorts that address the characteristic natural history of
UPSC.   ■
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Laparoscopic Management
of Adnexal Masses
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Adnexal masses thought to be benign pre-
operatively were successfully removed in three-fourths of
cases with adverse events primarily related to concur-
rent hysterectomy.

Source: Havrilesky LJ, et al. Obstet Gynecol. 2003;
102:243-251.

Aretrospective study of 396 patients undergo-
ing laparoscopic management for a 7-year period at

a single institution was performed. Complications were

statistically more likely if hysterectomy was also being
performed or if the mass was of a smaller size. Laparo-
tomy was required in 25% and was associated with larg-
er mass size, previous hysterectomy and younger patient
age. The incidence of rupture of the mass was 25%,
associated with concurrent/previous hysterectomy, and a
younger patient. Blood loss in excess of 500 cc was
associated with concurrent hysterectomy. Malignancy
was found in 2% without increased adverse outcomes
associated with laparoscopic management.

■■ COMMENT BY FRANK W. LING, MD
So the laparoscopic management of adnexal masses

appears to be a safe one—for either a generalist or a
gynecologic oncologist. At least that was the case
between 1994 and 2001 at Duke University. The data
were gathered from the experience of 46 different gyne-
cologic surgeons, only a few of whom were oncologists.
The factors most likely associated with increased mor-
bidity were previous abdominal surgery, prior hysterec-
tomy, and a larger size mass, but because the overall
complication rate was so low, none of the above is con-
sidered a contraindication to a laparoscopic approach. 

You may be wondering about the potential effect of
intra-operative rupture of adnexal masses that turn out to
be malignant. The literature has conflicting reports with
no compelling evidence that intra-operative rupture
results in a worse prognosis. It should be noted, howev-
er, that intra-operative rupture of a malignancy is usually
treated with chemotherapy, thereby adversely affecting
quality of life.

Despite reports that metastatic lesions can be found in
up to 25% of laparoscopic port sites in cases of malig-
nancy, none were found among the 8 cases of cancer in
this series. Havrilesky and associates do not recommend
laparoscopic management of masses that are suspicious
of being malignant but remain supportive of laparoscop-
ic surgery in cases thought to be benign.

Okay, so what is the take-home message? First,
each case should be thoroughly evaluated for the pos-
sibility of malignancy pre-operatively so that the opti-
mal surgical approach can be chosen. Second, there
definitely is “wiggle room” for the gynecologic sur-
geon in each case (ie, an adnexal mass does not neces-
sitate a laparotomy) but the surgeon should make the
decision with his/her own expertise and comfort in
mind. Unilocular cystic masses would suggest a
benign lesion, but these findings should also take into
account any family history of ovarian cancer, the CA
125 level, and the patient’s level of anxiety. It’s tough
enough for a patient to have to deal with the potential
of ovarian cancer. These data provide the reassurance
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that the risks and morbidity of surgery can be mini-
mized with a less invasive operative approach. Keep it
in mind. It will come in handy.   ■

Fetal Prenatal 
Diagnosis and Therapy
A B S T R A C T  & C O M M E N T A R Y

Synopsis: This study suggests that amnio infusion
seems to be a low fetal and maternal risk technique that
modifies the natural history of pPROM, improving fetal
intrauterine stay and survival.

Source: De Santis M, et al. Fetal Diagn Ther. 2003;
18(6):412-417.

Ireview for and subscribe to a journal, Fetal
Diagnosis & Therapy, that services predominantly

subspecialists in prenatal diagnosis. For example,
recently there were 3 wonderful papers on in utero stem
cell transplantation. However, on occasion, there is a
report that has general appeal to any provider dealing
with pregnant patients, such as a recent paper by De
Santis and colleagues from Rome. 

The group was interested in studying the efficacy of
amnioinfusion in early rupture of the membranes
(pPROM). Seventy-one women with rupture of mem-
branes at less than 26 weeks of gestation were “by
chance” admitted to either of 2 hospital units between
1990 and 1999. With one exception, the management
was the same for both sets of patients (ie, they all
received antibiotics, tocolytics if contracting, and
betamethasone). The only difference between the 2 regi-
mens was that one team used the technique of amnio
infusion in 37 patients with amniotic fluid indices (AFI)
below 3 cm. The technique involved infusing enough
sterile saline through an amniocentesis needle into the
uterus to create an AFI of > 10 cm. The procedure was
repeated weekly until delivery if the AFI, again, fell
below 3 cm. 

The length of time between pPROM and delivery
was longer and the fetuses were delivered at an older
gestational age in the “treated” group compared with
controls (26 weeks vs 22.4 weeks). There also was a
trend towards larger birth weight in the treated group
(922 g vs 602 g). Last, the intrauterine survival rate was
higher in the treated group (64.8% vs 32.3%). Interest-
ingly, the diagnosis of amnionitis was lower in the
amnio infusion group (16.2% vs 32.3%). Ultimately,

there were only 10 neonatal survivals in the amnio infu-
sion group (27%) and 6 in the control group (17.6%). In
the 16 live-borns, 8 developed severe pulmonary
hypoplasia and ultimately died (5 in the treated group
and 3 in the control group). The characteristics of these
5 infants in the treated group were striking, when com-
pared with the 19 “treated” live-borns without pul-
monary hypoplasia. The hypoplastic infants had prema-
ture rupture of the membranes earlier (16 weeks vs 21.5
weeks), had double the latency period (79 days vs 43.9
days), and all 5 had substantial fluid loss within 6 hours
of the amnio infusion vs 6 of 19 (31.6%) in those with-
out pulmonary hypoplasia. 

■■ COMMENT BY JOHN C. HOBBINS, MD
A black cloud descends on every patient rupturing

membranes in the second trimester, and pessimists could
find much to be gloomy about in this study, the ultimate
ammunition being that only 10 of 34 treated infants
eventually survived after an average of 4 amnio infu-
sions per patient and an average of 41 maternal days in
the hospital (at perhaps by US standards $1500 dollars
per day). To be fair, however, the average time of rupture
of membranes in both groups was 20 weeks and with a
“glass half full” interpretation, a 26% early intact sur-
vival is not bad under these circumstances. 

There are also some heartening nuggets to work with.
For example, amnio infusion seemed to prolong the
pregnancy and to substantially improve survival at birth
and, despite repeated entry into the uterine cavity, the
rate of amnionitis was actually halved. 

The Major Problems Associated with Very
Early pPROM are:
1. Preterm birth;
2. Pulmonary hypoplasia; 
3. Infection (intrauterine and neonatal).

Many studies have shown in pPROM that the smaller
the residual quantity of amniotic fluid, the earlier the
patient will deliver and the greater the chance of
intrauterine infection. It would seem simplistic to postu-
late that lack of fluid per say was the root of pPROM-
related problems. However, filling up the tank seemed to
work not only in postponing delivery but also in dimin-
ishing amnionitis (without increasing neonatal sepsis). 

So—amnio infusions or no, very early rupture of
membranes is very hazardous to the health of fetuses,
and patients who one way or another maintain their
amniotic fluid volume seem to fare better by having
longer latency periods and less intrauterine infections
and will deliver fewer infants with pulmonary hyperpla-
sia. Attempts to maintain amniotic fluid volume may
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help to circumvent some of the problems associated
with early rupture of membranes but are of less help
when the fluid leaks out immediately. 

The second trimester is the period when fetal bronchi-
olar branching takes place, and, without adequate fluid
traveling in and out of the lungs, this process will be
impaired appreciably. Unfortunately, no amount of alve-
oli being laid down later in pregnancy or in the neonatal
period will make up for this early deficiency. Then,
unfortunately, it becomes “pay me now or pay me later.” 

A few reports have sprung up where attempts to close
the membrane hole have had inconsistent results. Amnio
infusion may be the answer in many of these patients,
and in the next decade a plugging procedure might be
best used in those who fail to maintain an adequate
amniotic fluid volume after amnio infusion. Neverthe-
less, as in any potential perinatal problem, the less
manipulation to accomplish an end, the better.  ■

Subclinical Thyroid Disease
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Data supporting associations of subclinical
thyroid disease with symptoms or adverse clinical out-
comes or benefits of treatment are few.

Source: Surks MI, et al. JAMA. 2004;291:228-238.

Anational group of 13 experts participated in a
consensus conference sponsored by The Endocrine

Society to evaluate the literature on subclinical thyroid
disease in order to address the question of treatment.
This effort was stimulated by the obvious differences in
conclusions and recommendations regarding this clini-
cal problem in the medical literature. The literature was
evaluated according to the evidence-based standards
established by the US Preventive Services Task Force.
The results of this exercise can be presented as answers
to a series of questions:

What is the definition of subclinical 
hypothyroidism? 

• A TSH above the upper limit of the reference range,
0.45-4.5 mIU/L, when free T4 is normal;

• Other causes have been ruled out: thyroid medication
adjustments, recent illness.
What is the definition of subclinical 
hyperthyroidism?

• A TSH below the lower limit of the reference range
when free T4 and T3 are normal; usually nonde-
tectable to 0.40 mIU/L;

• Other causes have been ruled out: overadministration
of thyroid medication, pregnancy, recent medications
(especially glucocorticoids or dopamine).
What is the prevalence of subclinical thyroid 
disease?

• Subclinical hypothyroidism is present in 4-8.5% of
US adults, increases with age, is less common in
blacks, and is present in up to 20% of women older
than age 60. About 2-5% will progress each year to
overt hypothyroidism;

• Subclinical hyperthyroidism is less common, occur-
ring in about 2% of the US population without known
thyroid disease. It is more common in women and
blacks. Progression to overt hyperthyroidism is
essentially limited to those individuals with TSH lev-
els lower than 0.1 mIU/L.
What are the consequences of subclinical 
hypothyroidism?
Possible consequences include progression to overt

hypothyroidism, atherosclerosis, cardiac dysfunction, ele-
vated total cholesterol and LDL-cholesterol, and neu-
ropsychiatric symptoms. None of these risks have been
definitively established by appropriate clinical trials,
although sufficient evidence exits to be concerned. Similar
reservations exist regarding treatment. Nevertheless, the
panel recommended treatment if the TSH is elevated and
the free T4 is below the range of 0.8-2.0 ng/dL. Support
for treatment increased with rising levels of TSH, and
treatment for a TSH above 10 mIU/L carries a reasonable
prospect for improvement in symptoms and the lipid pro-
file. The panel recommended follow-up evaluation every
6-12 months when the TSH is 4.5-10 mIU/L, unless symp-
tomatic complaints indicate a need for treatment. There is
evidence to suggest that subclinical hypothyroidism car-
ries risks for fetus and mother during pregnancy. TSH lev-
els should be measured every 6-8 weeks during pregnancy
and maintained within the normal range.

What are the consequences of subclinical 
hyperthyroidism?
Possible consequences include progression to overt

hyperthyroidism, atrial fibrillation, cardiac problems,
reduced bone density and fractures, and neuropsychiatric
symptoms. Good evidence indicates an increase in atrial
fibrillation, especially in older women, when the TSH is
less than 0.1 mIU/L, and suggestive with levels of 0.1-4.5
mIU/L. Treatment lowers the risk of this problem. The
panel recommended treatment for TSH levels less than
0.1 mIU/L, especially to avoid bone loss and atrial fibril-
lation in elderly women or in those at increased risk for
osteoporosis and heart disease. With TSH levels 0.1-4.5
mIU/L, treatment is indicated only in older individuals to
avoid cardiac complications.
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■■ COMMENT BY LEON SPEROFF, MD
The recommendations of this expert consensus panel

are handicapped by the ultra-conservative position these
exercises ultimately embrace. The influence of the “evi-
dence-based movement” proves to be an inhibitory force
in the exercise of clinical judgment. I would argue that
this process provides little assistance for the clinician
who, when all is said and done, is left with making a
clinical decision for the individual patient. But then that
is as it should be. If these decisions were clear-cut,
reached by simply following an algorithm, there would
be no need for clinicians experienced in the art and sci-
ence of medicine.

For example, the panel recommended against popula-
tion screening for thyroid disease, even in women plan-
ning to become pregnant. The diagnosis of subclinical
thyroid disease is a laboratory diagnosis, and it seems to
me that the relatively inexpensive measurement of TSH
is warranted to screen our patients as they age, to make
sure thyroid medication is given in the right dose and to
avoid fetal and maternal consequences in pregnancy. 

A simplified conclusion is possible: Confirm abnor-
mal levels of TSH, adding a measurement of free T4 if
hypothyroid and both free T4 and free T3 if hyperthy-
roid. Treat patients with TSH levels higher than 10
mIU/L or lower than 0.1 mIU/L. Follow those patients
every 6-12 months with levels in the midrange of abnor-
mal because in some cases, the values return to normal.
Remember that it takes 8 weeks for the laboratory values
to stabilize after changes in thyroid medication. In
patients with subclinical hypothyroidism, it is worth-
while to measure thyroid antibodies; the presence of thy-
roid antibodies increases the risk of overt hypothy-
roidism at the rate of approximately 20% per year and
increases the risk of miscarriage. During pregnancy,
treatment should be guided by TSH values, obtained
every 2-3 months.

A good reason to treat subclinical hypothyroidism is
to avoid the development of a goiter. Furthermore, some
patients in retrospect (after treatment) recognize
improved physical and mental well-being. Patients with
subclinical hypothyroidism have alterations in energy
metabolism in skeletal muscle.1 An improvement in
impaired cognitive function and emotional behavior has
been documented with thyroxine treatment of subclini-
cal hypothyroidism.2 Patients with an abnormal choles-
terol-lipoprotein profile can show a rapid improvement
with thyroxine treatment.3-5 About 10% of elderly
women have subclinical hypothyroidism, a strong risk
factor for coronary heart disease.6

TSH values below 0.1 mIU/L are regarded as nonde-
tectable, and patients with overt hyperthyroidism usually

have undetectable TSH. Subclinical hyperthyroidism is
half as common in older people as subclinical hypothy-
roidism (excluding the most common cause, treatment
with excessive doses of thyroxine). Keep in mind that the
dose of thyroxine required to treat hypothyroidism
declines with age (because of the decrease in metabolic
clearance with age); all patients being treated with thy-
roid hormone should have their TSH levels assessed
every year. Atrial fibrillation is a common cardiovascular
problem associated with subclinical hyperthyroidism.7 If
subclinical hyperthyroidism persists, it should be treated,
especially in postmenopausal women, because of the car-
diac complications and the loss of bone associated with
excess thyroid hormone.8 TSH levels that are low but not
undetectable (0.1-0.5 mIU/L) need not be treated, but
TSH measurement is warranted every 6 months. Progres-
sion to overt hyperthyroidism is uncommon.

Although an increased prevalence of antithyroid anti-
bodies and antinuclear antibodies has been observed in
women with recurrent pregnancy loss, their relevance is
uncertain because neither predicts subsequent pregnancy
outcome, and there is no logical and proven effective
treatment to offer.9-11 Tests to detect antinuclear and
antithyroid antibodies have no clinical use in euthyroid
women with recurrent pregnancy loss.  

Risk of pregnancy loss may be increased for women
with uncorrected overt or even subclinical hypothy-
roidism.12 Mild or subclinical disease generally has not
been considered as having important clinical conse-
quences.13,14 However, the results of a study of pregnan-
cy outcomes in women with hypothyroidism challenge
that notion. The incidence of pregnancy loss was very
low in treated hypothyroid women having normal thy-
roid indices but markedly increased in women with ele-
vated thyroid-stimulating hormone (TSH) levels, includ-
ing both women with untreated subclinical disease and
those with overt disease who received inadequate exoge-
nous thyroid hormone replacement.12 These observa-
tions suggest that subclinical hypothyroidism may not
be entirely benign and further justify earlier recommen-
dations to include TSH screening in the evaluation of
women with recurrent pregnancy loss.   ■
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Treating Candida glabrata
with Boric Acid and 
Flucytosine
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In cases of azole-refractory vaginitis caused
by Candida glabrata, topical boric acid and flucytosine
are useful therapies.

Source: Sobel JD, et al. Am J Obstet Gynecol. 2003;
189:1297-1300.

This retrospective review summarizes the
clinical outcome and safety among 141 patients

who were treated with boric acid and flucytosine for
culture-proven Candida glabrata. These data were
collected at both Wayne State University School of
Medicine and Ben Gurion University. Symptoms
seen in these patients were similar to symptoms
related to other species. The median pH was 4.4; and
on budding yeast was seen in 81% of saline wet-
mount preparations. Forty-seven of 73 cases of
symptomatic vaginitis (64%) became culture nega-
tive and had improved symptoms after daily treat-
ment with boric acid suppositories, 600 mg. Another
23 patients (32%) remained culture positive while 3
were lost to follow-up. Thirty patients were offered
intravaginal flucytosine, 26 of whom had previously
been treated with boric acid and had either short-
term treatment failure or a relapse. Of these, 27 were
treated successfully, 2 failed therapy, and 1 was lost
to follow-up. 

■■ COMMENT BY FRANK W. LING, MD
I admit it. You might find this study of limited value.

Why? For one, maybe you choose not to buy into data
generated from retrospective chart reviews, because you
want to use only evidence-based medicine to treat your
patients. Alternatively, maybe you just don’t see many
patients whose yeast symptoms do not respond to azole
therapy. Nevertheless, there are things to be learned
from this article. Read on.

Sobel and colleagues have been reporting on C
glabrata for a decade. Unfortunately the true prevalence
of this non-albicans species is unknown, and the treat-
ment outcomes remain sketchy at best. This particular
study doesn’t add much science, but it does add more
cases. Insufficient numbers of patients with documented
C glabrata have made a randomized trial to investigate
treatment impossible. 

We do glean a couple of useful pearls here. First, 600
mg boric acid gelatin capsules are effective in patients
whose yeast infections fail azole therapy, with 3 weeks
of therapy being no better than 2 weeks. We also discov-
er that flucytosine 5 mg intravaginally every night for 14
days is effective when boric acid is not. The technique of
formulating the vaginal cream includes: 14 500 mg cap-
sules of flucytosine reduced to a fine powder and mixed
with glycerin to form a smooth paste. This mixture is
then mixed with a hydrophilic ointment base or cold
cream to 45 gm. The result is two 2-oz tubes that will
last for 14 days.

So how often will you need it? Ever? At least these 2
options can be tucked away for that resistant case that
doesn’t respond in spite of multiple treatment courses of
more mainstream options. With the greater use of vagi-
nal cultures to identify other species of Candida, both
boric acid and flucytosine cream may be just what the
doctor ordered for select patients.   ■

CME Question
2. The following statements are true regarding subclinical thyroid

disease except:
a. The screening test for thyroid disease is the full battery of thy-

roid tests.
b. A decision to treat can be based on the degree of abnormality in

the level of the TSH measurement.
c. A decision to treat is influenced by the degree of risk the indi-

vidual patient has for the consequences.
d. A TSH assessment is the best guide to proper treatment.
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Attention Readers
American Health Consultants is happy to announce

that we are opening up our Primary Care Reports
author process to our readers. A biweekly newsletter
with approximately 5000 readers, each issue is a fully
referenced, peer-reviewed monograph. 

Monographs range from 25-35 Microsoft Word
document, double-spaced pages. Each article is thor-
oughly peer reviewed by colleagues and physicians
specializing in the topic being covered. Once the idea
for an article has been approved, deadlines and other
details will be arranged. Authors will be compensated
upon publication. 

As always, we are eager to hear from our readers
about topics they would like to see covered in future
issues. Readers who have ideas or proposals for future
single-topic monographs can contact Managing Editor
Robin Mason at (404) 262-5517 or (800) 688-2421 or
by e-mail at robin.mason@ahcpub.com. ■



Aonce-a-day dose of a valacyclovir reduces
the rate of transmission of genital herpes
(HSV-2) from an infected partner to an

uninfected susceptible partner, according to a new
study. The study group included 1484 immuno-
competent, heterosexual, monogamous couples in
which 1 partner had symptomatic genital HSV-2
and the other was susceptible to HSV-2. The
infected partners were randomized to valacy-
clovir 500 mg once daily or placebo for 8 months.
At the end of the study period, clinically symp-
tomatic HSV-2 infections developed in 4 of 743
susceptible partners in the valacyclovir group vs
16 of 741 in the placebo group (HR, 0.25; 95% CI,
0.08-0.75; P = 0.008). Overall acquisition of HSV-2,
including asymptomatic infections, was observed
in 14 partners in the valacyclovir group compared
to 27 in the placebo group (HR, 0.52; 95% CI, 0.27-
0.99; P = 0.04). Valacyclovir significantly cut down
on viral shedding in the infected partner and also
significantly cut down on the rate of HSV-2 out-
breaks in the infected partner. The authors caution
that 37% of couples in the study did not use con-
doms even though counseled to do so, and that
condom use and abstinence during attacks are the
most effective methods of preventing transmis-
sion (N Engl J Med. 2004;350:11-20).

Erythropoietin Safe for Cancer Patients?
A fascinating news item published in the

December 17 issue of Journal of the National Cancer
Institute raises the question of whether erythropoi-
etin is safe to use in cancer patients. According to
the news report, several studies suggest that many
cancer cells have erythropoietin receptors that may
be stimulated by erythropoietin injections.
Erythropoietin is commonly given to cancer
patients to treat chemotherapy-related, or cancer-

related anemia. Two recent trials have shown that
erythropoietin use is associated with decreased
survival in some cancer patients according to the
news report. Erythropoietin receptors have been
found on head and neck cancer cells, prostate can-
cer cells, and ovarian cancer cells, as well as breast,
renal, and uterine cancer cells. Preliminary data
suggest that some of these cancers may actually
proliferate in the presence of erythropoietin. The
association between erythropoietin and decreased
survival for some cancer patients needs further
evaluation (J Natl Cancer Inst. 2003;95:1820-1821).

WHI, ALLHAT Trials Still Spur Research
It appears that 2 landmark studies have signifi-

cantly changed practice patterns in this country. The
Women’s Health Initiative (WHI) study published
in July 2002, and the Antihypertensive and Lipid-
Lowering Treatment to Prevent Heart Attack Trial
(ALLHAT) published in April 2000 both showed
negative results with some of the most widely pre-
scribed pharmaceuticals in this country. WHI sug-
gested that combined estrogen/progesterone
increases the risk of breast cancer and cardiovascu-
lar disease in postmenopausal women. Researchers
from Stanford looked at prescription trends in hor-
mone therapy from 1995 to July 2003. Annual hor-
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mone therapy prescriptions increased dramatically
between 1995 in 1999 and then remained stable
through June 2002. Following publication of the
WHI in July 2002, prescriptions for Prempro, the
combination estrogen/progesterone used in the
study, declined by 56%. New prescriptions for con-
jugated estrogen also declined significantly. Small
increases were seen with topical estrogens and low-
dose estrogen preparations over the same time
period (JAMA. 2004;291:47-53). ALLHAT was termi-
nated early and the results released in December
1999, and published in April 2000 because early
results showed that doxazosin, an alpha-blocker,
was significantly inferior to diuretics with respect to
preventing stroke, congestive heart failure, and a
composite of other cardiovascular outcomes. The
same group from Stanford reviewed alpha-blocker
prescription trends from 1996 to 2002. Steady
increases in alpha-blocker prescriptions were seen
in between 1996 and 1999, but new prescriptions for
the drugs declined 26% between 1999 and 2002.
Changes in pricing, generic version, drug promo-
tion, or competition did not have a confounding
effect. The authors conclude that modest declines in
alpha-blocker prescribing were seen after publica-
tion of ALLHAT (JAMA. 2004;291:54-62).

Alpha-Blockers Useful in BPH Treatment
Alpha-blockers are useful in treatment with

benign prostatic hyperplasia (BPH). Now a new
study shows that the combination of the 5-alpha-
reductase inhibitor finasteride (Proscar) with an
alpha-blocker may be superior to either drug
alone in treating BPH. Researchers randomized
3047 men to placebo, doxazosin, finasteride, or
combination therapy with the end point of clini-
cal progression of BPH. Clinical progression was
defined as an increase in the American Urologic
Association symptom score of these 4 points,
acute urinary retention, urinary incontinence,
renal insufficiency, or recurrent urinary tract
infection. Both doxazosin and finasteride signifi-
cantly reduced clinical progression (doxazosin-
39% risk reduction, P < 0.001; finasteride 34%
risk reduction P = 0.002) compared to placebo.
The combination of doxazosin and finasteride
however resulted in a 66% risk reduction com-
pared with placebo (P < 0.001). Mean follow-up
was 4.5 years. The authors conclude that long-
term combination therapy with doxazosin and
finasteride was safe and significantly reduced
the risk of clinical progression of BPH and was
superior to either drug alone (N Engl J Med.
2003;349:2387-2398). 

T4 Alone is OK for Hyperthyroidism Therapy
Hypothyroidism is one of the most common

clinical disorders in general practice. Controversy
about replacement therapy has raged for years
regarding the need for liothyronine (T3) in addi-
tion to thyroxine (T4). A new study from Bethesda
suggests that thyroxine alone is optimal therapy.
In this randomized, double-blind, placebo-con-
trolled trial, 46 hypothyroid patients were ran-
domized to their usual dose of levothyroxine, or
combination therapy in which their dose of
levothyroxine was decreased by 50 µg/d, and lio-
thyronine 7.5 µg was given twice daily for 4
months. TSH levels were followed and remained
stable throughout the study. The main outcomes
were scores on the hypothyroid specific health-
related quality of life questionnaire, body weight,
serum lipid levels, and 13 neuropsychological tests
before and after treatment. After 4 months, body
weight and serum lipid levels were unchanged in
both groups. Quality of life scores improved in
both groups (23% improvement levothyroxine
group [P < .001], 12% improvement combination
group [P = .02]). There is no statistical difference in
neuropsychological testing between the 2 groups
except for better performance in the Grooved Peg
Board test in the levothyroxine group. The authors
conclude combination therapy with levothyroxine
plus liothyronine offers no advantage over single
therapy with levothyroxine for the treatment of
hypothyroidism (JAMA. 2003;290:2952-2958).

FDA Ban on Ephedra Awaits Final Ruling
The FDA has issued a consumer alert, banning

the dietary supplement ephedra. The ban will
become effective 60 days after the publication of a
final rule stating that dietary supplements contain-
ing ephedra represents an unreasonable risk of ill-
ness or injury. This unprecedented move, the first
time the FDA has banned a supplement, comes
after several high-profile deaths linked with
ephedra including professional athletes. Overall,
the FDA has reports of 155 deaths associated with
ephedra and more than 16,000 complaints. The
drug is commonly used for weight loss and is pre-
sent in many over-the-counter preparations. It is
also widely used in Chinese herbal medicine prac-
tices, where it is known as Ma huang, and has
been a staple of therapy for thousands of years for
a variety of ailments including asthma and fever.
The FDA has allowed an exemption for practition-
ers of Chinese medicine as long as is not used in
high dose for weight loss.   ■
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Sulfonamide Antibi-
otics and Sulfonamide
Nonantibiotics
Source: Strom BL, et al. N Engl J
Med. 2003;349:1628-1635.

S
ulfonamide antibiotics
(SULF-a) are the drugs most com-
monly associated with both the dread

consequences of Stevens-Johnson syndrome
and agranulocystosis. More commonly, clin-
icians see modest allergic dermatitis in
SULF-a allergic patients. The allergen
responsible for inducing allergic reactions is
common both to SULF-a and nonantibiotic
sulfonamides, such as thiazide diuretics
(SULF-na). 

Strom and colleagues used the General
Practice Research Database from the United
Kingdom, to scrutinize the relationship
between SULF-a allergic reactions and sub-
sequent SULF-na allergic reactions.
Because Strom et al entertained the possi-
bility that reactions to SUFL-na reflect a
patient with an allergic diathesis, rather
than specific intolerance to sulfonamides,
they also examined adverse experiences in
persons who had been prescribed a nonsul-
fonamide antibiotic, penicillin.

Approximately 10% of persons receiv-
ing SULF-na after an adverse SULF-a
experience developed an allergic reaction
(compared with a background incidence of
1.6% allergic reactions to a SULF-na in
persons without a prior allergic sulfonamide
reaction). Surprisingly, the likelihood of an
adverse reaction to penicillin after an expe-
rience of SULF-a allergy was actually
greater than that of an adverse reaction to
SULF-na! These data support the concept
that it may be allergic diathesis, rather than

sulfonamide crossreactivity, which is
responsible for the substantial degree of
dermatologic intolerance manifestations to
SULF-na among persons with demonstrated
SULF-a allergy.   ■

Autoantibodies Before
Onset of SLE
Source: Arbuckle MR, et al. N Engl J
Med. 2003;349:1526-1533.

T
he diagnosis of systemic lupus
erythematosus (SLE) is based, in
part, upon laboratory findings,

including measurement of autoantibodies
(AAB) such as antinuclear antibody (ANA),
anti-double-stranded DNA (aDS-DNA).
Indeed, such AAB are contributors to the
pathology of SLE. The timing of presenta-
tion of SLE AAB is not yet clearly estab-
lished, since clinicians seek AAB status usu-
ally at the time of clinical presentation and
are rewarded almost universally with posi-
tive AAB findings in persons with SLE
diagnosis confirmation.

Among 130 patients with SLE, one or
more AAB was present a mean of 3.3 years
prior to diagnosis (range up to 9.4 years
earlier). The most commonly detected AAB
was ANA (78% at 1:120 or greater dilu-
tion), and the least common was antiphos-
pholipid antibody (18%). Matched controls
were positive 3.8% of the time. 

The appearance of SLE AAB years prior
to symptomatic presentation is established
by these data to be commonplace and
occurs in a predictable pattern much of the
time. It appears that the number of different
AAB increases over time until clinical pre-
sentation, after which the number remains

constant, as if there is some self-limited
aspect to AAB development.   ■

Prevention of VTE
with Ximelagatran 
Source: Schulman S, et al. N Engl J
Med. 2003;349:1713-1721.

T
ypically, after a first episode of
DVT, prophylaxis will be advised
for 3-6 months, although recent data

show no diminution of benefit when war-
farin prophylaxis for recurrent DVT is con-
tinued for as long as 24 months. The ratio-
nale for 3-6 months of DVT prophylaxis is
based upon a risk-benefit analysis that
includes expense, adverse effects (primarily
bleeding), and need for repeated long-term
monitoring on the downside of the equation.

Ximelagatran (XIM) is an orally admin-
istered direct thrombin inhibitor that has
already demonstrated efficacy equal or
superior to well-titrated warfarin prophy-
laxis in settings of DVT or atrial fibrilla-
tion. The remarkable difference between
XIM and warfarin is that consistent antico-
agulation responsivity seen with XIM
results in no need for coagulation monitor-
ing; that is, once patients are started on the
twice-daily drug, no further INR testing or
other coagulation monitoring is required. 

In this trial, persons who had successful-
ly completed 6 months of warfarin (n =
1223) were randomized to either placebo or
XIM twice daily for an additional 18
months. Confirmed symptomatic venous
thromboembolism was seen in 12/612 XIM
patients vs 71/611 placebo recipients. There
was no significant difference in all-cause
mortality or bleeding between XIM and
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placebo. XIM may be available as an oral
anticoagulant in the very near future.   ■

Combined Levothyrox-
ine Plus Liothyronine
Compared to Levothy-
roxine Alone in Prima-
ry Hypothyroidism
Source: Clyde PW, et al. JAMA.
2003;290:2952-2958

P
rior to sophisticated develop-
ment of drug therapy, thyroid hor-
mone was administered as a deriva-

tive of animal thyroid glands, with varying
amounts of T3 and T4. Currently, although
solitary levothyroxine (T4) is the prepara-
tion provided to more than 90% of patients
with hypothyroidism (hTHY), there has
been some enthusiasm for use of combina-
tion products (T3 and T4) or T3 alone.
However, it remains controversial whether
T3 provides additional benefit over simply
using T4 and anticipating adequate T3
derivation from that. A 1999 study had sug-
gested that dual treatment enhanced cogni-
tive function. 

Clyde and colleagues randomized 46
stable hTHY patients to T4 alone vs T4 +
T3. T3 was provided in a dose of 7.5 mg
b.i.d. to replace 50 mg of T4 (ie, if a patient
had been previously well controlled on 150
mg/d T4, they were switched to 100 mg T4
+ 7.5 mg T3 b.i.d).   

Both regimens provided appropriate
suppression of TSH and adequate levels of
T4 and T3, indicative of accurate therapeu-
tic replacement. As might be anticipated,
T3 supplementation resulted in higher
serum T3, accompanied by compensatory
reduced T4, although neither measurement
exceeded boundaries of normal. No dis-
cernible benefit for symptoms, cognitive
performance, or mood was demonstrated
for dual treatment. The accompanying edi-
torial reflects upon 2 additional recently
published trials with similar results. Though
the idea of combination thyroid replace-
ment is appealing for patients who report
hypothyroid symptoms despite laboratory
documentation of adequate replacement,
these recent data questions the viability of
such an approach, which also entails greater
complexity and expense.   ■

Specific Site Involve-
ment in Fixed Drug
Eruption
Source: Ozkaya-Bayazit E. J Am
Acad Derm. 2003;49:1003-1007.

F
ixed drug eruption (fde) is the
recurrent presentation of cutaneous
drug allergy manifest at the same

local site. In the United States, the glans
penis is one of the most common sites of
FDE, often precipitated by tetracycline or
trimethoprim-sulfamethoxazole (TMP-
SMX). 

This study provides details on 105 FDE
patients seen in the Istanbul Medical Facul-
ty Department of Dermatology Clinic 1996-
2000. To confirm the FDE diagnosis and
precipitating agent, oral provocation testing
was performed. 

TMP-SMX and naproxen were the most
common causes of FDE (63.8% and 23.8%,
respectively). Less common causes were
oxicams such as piroxicam [Feldene]
(4.8%), acetaminophen (0.95%), and
dimenhydrinate (0.95%).

The most commonly involved sites for
FDE were the genital mucosa (50.5%),
trunk (38.1%), lips (37.1%), and hands
(32.4%). Drug-specific differences were
noted, in that TMP-SMX most often pro-
duced genital FDE, whereas NSAIDs most
commonly affected the lips. Site-specific
associations between drugs and FDE may
help clinicians confirm diagnostic hypothe-
ses.   ■

Anticoagulation Ther-
apy for Stroke Preven-
tion in Patients with
Atrial Fibrillation
Source: Go AS, et al JAMA. 2003;
290:2685-2692.

T
here is little challenge to the
credibility of anticoagulation for
stroke prevention in atrial fibrilla-

tion (SPAF) as demonstrated in numerous
large clinical trials. Nonetheless, clinicians
may not apply the same sanguine approba-
tion when considering the options in “real
life” settings, perhaps wondering whether
clinical trial results reflect a more pristine
patient population and whether the risk ben-
efit-ratio will be similar in their particular
local setting.

The cohort study reported by Go  and
colleagues assessed nonvalvular atrial fib-
rillation patients (n = 11,526) from an
integrated health care system in Northern
California, which might more accurately
represent nonacademic practice milieu.
The effect of warfarin treatment was very
salutary (compared to no antithrombotic
therapy), providing a 64% reduction in
odds of thromboembolism. Similarly, war-
farin treatment was associated with
reduced all-cause mortali ty (31%).
Although the risk of intracranial hemor-
rhage in persons on warfarin was
increased (hazard ratio = 1.97),  the
absolute number of events was very small
(0.46 per 100 person-years) and far out-
weighed by the other beneficial effects,
including stroke reductions of 61%. 

Clinicians should be heartened that
application of literature-proven interven-
tions may yield similar positive effect in
traditional ambulatory settings.   ■
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