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ENDOMETRIAL CANCER

Hoekstra A, Singh DK, Garb M, Arekapudi S, 
Rademaker A, Lurain JR. Participation of the general 
gynecologist in the surgical staging of endometrial 
cancer: analysis of cost and perioperative outcomes. 
Gynecol Oncol. 2006;103:897–901.

Early-stage endometrial cancer is often 
curable with surgery alone because a full 

88% of endometrial cancers present as clini-
cal stage I.1 Th e role of the general gynecolo-
gist in surgical management of these cases is 
controversial; at some institutions, the prac-
tice is to call in the gynecologic oncologist for 
lymph-node sampling or when gross disease 
is identifi ed; at others, the standard is to refer 

the patient to gynecologic oncology as soon as 
malignancy is diagnosed by endometrial bi-
opsy. Hoekstra and colleagues have attempted 
to shed light on this issue with a retrospective 
chart review of 121 patients who were treated 
at one institution from 1998 to 2000.

Costs of early treatment by a 
gynecologic oncologist were lower 
than without referral
Th e authors performed a retrospective analy-
sis of a group of women with clinical stage-I 
endometrial cancer who were treated surgi-
cally at Prentice Women’s Hospital in Chicago. 
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Postmenopausal bleeding is a symptom evaluated often by general gynecologists. It 
necessitates assessment of the endometrium, most often by tissue sampling. When 
endometrial cancer is confi rmed by biopsy, management becomes complex. Should 
the patient be referred to a gynecologic oncologist? What kind of surgery does she 
need? What kind of adjuvant treatment will be offered? Could the diagnosis be part 
of a genetic cancer syndrome? Recent studies have yielded new information:

}  Preoperative, intraoperative, and postopera-

tive care by a gynecologic oncologist signifi -

cantly lowers the cost of health care

}  Lymphadenectomy for endometrial 

cancer remains controversial, and may be 

unnecessary in low-risk patients

}  Chemotherapy plays an expanding role 

in the treatment of endometrial cancer. 

Adjuvant therapy with doxorubicin, cisplatin, 

and paclitaxel is the treatment of choice for 

patients who have advanced-stage disease

}  Nine percent of women who are given a 

diagnosis of endometrial cancer before 

50 years of age have a  germ-line Lynch 

syndrome-associated mutation, which 

demonstrates that heredity is an important 

aspect of endometrial cancer and should be 

considered at all times. 
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Th e cohort was divided in two:
 •  Group 1 comprised patients who un-

derwent surgery with a general gyne-
cologist, who consulted a gynecologic 
oncologist intraoperatively

 •  Group 2 comprised patients who were 
referred to a gynecologic oncologist be-
fore surgery and underwent the proce-
dure with a gynecologic oncologist.
Overall, subjects in both groups were 

similar in age, distribution of surgical stage, 
need for lymphadenectomy, and length of 
follow-up. 

Group 2 had a signifi cantly shorter op-
erative time overall, and shorter total time 

in the operating room. Cost per procedure 
was also signifi cantly lower in this group, 
in terms of cost to the payer and the physi-
cian’s charge. Perioperative costs were also 
lower in Group 2. 

No diff erence was observed in postop-
erative outcome. Total hospital costs and 
lengths of stay were also similar.

Recommendation for practice
With health-care costs rising, be aware of 
referral strategies that promote cost contain-
ment. Women who have endometrial cancer 
may benefi t from the early involvement of a 
gynecologic oncologist. 

Mariani A, Dowdy S, Cliby W, et al. Prospective 
assessment of lymphatic dissemination in endome-
trial cancer: a paradigm shift in surgical staging. 
Gynecol Oncol. 2008;109:11–18.

The need for surgical staging of endome-
trial cancer has been recognized since 

surgical staging criteria were adopted by the 
International Federation of Gynecology and 
Obstetrics (FIGO) in 1988. Staging includes 
hysterectomy, bilateral salpingo-oophorec-
tomy, and biopsy of any gross disease. Clear 
guidelines on the assessment of lymphatic 
dissemination and the anatomic extent of 
this assessment are, however, still lacking.

Proponents of systematic pelvic and 
para-aortic lymph-node dissection for pa-
tients with endometrial cancer cite:
 •  the 15% risk of lymph-node metastasis 

in women who have tumors 2 cm or 
larger in diameter2

 •  poor correlation between frozen-sec-
tion grade and myometrial invasion 
with fi nal pathology3

 •  the potential therapeutic benefi t of the 
procedure.4 

Opponents of such lymph-node dissec-
tion argue that women who have grade-1, 
stage-I disease will be overtreated if stan-
dardized lymphadenectomy is adopted.

Several retrospective studies have ex-
plored this question, with varying results. A 
large, prospective, randomized trial evaluat-
ing lymphadenectomy in clinical stage-I pa-
tients (ASTEC trial) has been completed, but 
is yet to be published.

When lymphadenectomy may 
(or may not) be necessary
After prospectively studying more than 300 
endometrial cancer patients treated at the 
Mayo Clinic between 1984 and 1996,5 Mari-
ani and colleagues launched a new study to 
assess a novel pattern of surgical manage-
ment that aims to reduce the number of 
low-risk patients receiving lymphadenecto-
my. According to this pattern, the following 
types of women were able to bypass lymph-
adenectomy:
 •  those who had type-I, grades-1 and -2 

tumors 
 • those with myometrial invasion ≤50%

Clear guidelines
are lacking on
the assessment 
of lymphatic 
dissemination and 
on the anatomic 
extent of this 
assessment

Is lymphadenectomy necessary Is lymphadenectomy necessary 
when risk of metastasis is low?when risk of metastasis is low?

CONTINUED ON PAGE 39
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 •  those with a primary tumor ≤2 cm in 
diameter.
Women who had endometrial cancer 

that did not meet these criteria underwent 
complete lymphadenectomy to the level of 
the renal vessels. Histologic assessment of the 
uterus to determine grade, depth of invasion, 
and primary tumor diameter was performed 
by frozen-section analysis in all cases.

Th e study included 422 women from 
January 2004 to December 2006. According 
to the guidelines of the study, 112 patients 
did not require lymphadenectomy. However, 
22 (20%) women in this group did undergo 
the procedure because of palpable lymph-
adenopathy, initiation of dissection before 
the frozen-section report was received, or 
physician preference. All nodes were nega-
tive in these patients.

Of the women who met criteria for 
lymphadenectomy, 29 (9%) did not undergo 
dissection; among the reasons were dissemi-
nated disease, comorbid conditions, and ad-
vanced age. Of the women defi ned as at-risk 
who did undergo lymphadenectomy, 22% 
had lymph-node metastases.

Most positive para-aortic nodes lay 
above the inferior mesenteric artery
Information regarding the anatomic location 
of para-aortic nodal metastases was avail-
able for a small subset of women in the study. 
Seventy-seven percent of these women had 
para-aortic nodal metastasis above the in-
ferior mesenteric artery. In addition, 71% of 

these patients had ipsilateral pelvic nodes 
that were free of disease. However, these 
patients had a poorer prognosis, and many 
would have received adjuvant therapy based 
on their hysterectomy specimen alone. 

Recommendation for practice
Th is study suggests that there is a subset of 
patients who have endometrial cancer that 
is very low in risk and, because of this, they 
may forego lymph-node dissection without 
harm. In addition, a signifi cant number of 
periaortic nodal metastases occur above 
the inferior mesenteric artery and in the ab-
sence of pelvic node involvement. 

One of the limitations of this study is the 
need for intraoperative uterine assessment 
by frozen section by an expert pathologist—a 
service that is not widely available.

Taken together, these data suggest that, 
if the uterus can be assessed by frozen sec-
tion at the time of surgery, a subset of clinical 
stage-I patients can be spared lymphadenec-
tomy and its attendant risks.

Patients undergoing lymphatic assess-
ment should undergo full systematic lymph-
node dissection, not sampling. Th e dissec-
tion should include the region above the 
inferior mesenteric artery.

Removal of lymph nodes in endometrial 
cancer remains complex and controversial, 
a fact that strengthens the argument that an 
experienced gynecologic oncologist should 
be involved in the care of patients who have 
this disease.

Med Opps ad TK

Thinking of a job change?  

Women 
undergoing 
lymphatic 
assessment for 
endometrial cancer 
should undergo 
full systematic 
lymph-node 
dissection, 
not sampling
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Homesley H, Filiaci V, Gibbons S, et al. Randomized 
phase III trial in advanced endometrial carcinoma 
of surgery and volume-directed radiation followed 
by cisplatin and doxorubicin with or without pacli-
taxel: a Gynecologic Oncology Group study. Abstract 
presented at the Society of Gynecologic Oncologists, 
March 2008.

Adjuvant therapy for advanced-stage en-
dometrial cancer has varied consider-

ably over the years, and treatment of these 
patients remains somewhat controversial. 
Clinical trials comparing chemotherapy 
with radiation, and chemotherapy regimens 
with each other, have led to an era in which 
chemotherapy is used to treat more women 
than ever before.

In 2006, the Gynecologic Oncology Group 
(GOG) published the results of a prospective 

randomized study (GOG 122) that compared 
whole-abdomen radiation to doxorubicin 
and cisplatin in stage-III or -IV endometrial 
cancer. Th e investigators determined that 
chemotherapy was superior to whole-abdo-
men radiation in this trial.6 

Th is fi nding was quickly followed by an-
other trial (GOG 177) in which doxorubicin 
plus cisplatin was compared with a regimen 
of doxorubicin, cisplatin, and paclitaxel. 
Women in this trial had stage-III or -IV or re-
current disease. A history of radiation treat-
ment did not disqualify patients from the 
study, and the treatment groups were well 
balanced in randomization. Th e doxorubi-
cin–cisplatin–paclitaxel arm improved pro-
gression-free and overall survival, making 
this combination the preferred treatment.7

Chemotherapy is warranted inChemotherapy is warranted in
advanced or recurrent diseaseadvanced or recurrent disease
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After volume-directed radiation, 
paclitaxel does not add benefi t
Several retrospective analyses of radiation 
versus chemotherapy have shown improve-
ment with radiation or combination thera-
py.8 Most recently, the GOG released data 
from a trial comparing chemotherapy regi-
mens after radiation treatment. GOG 184 
evaluated surgically debulked, stage-III or 
-IV patients who had received volume-di-
rected radiation; subjects were randomized 
into either of two chemotherapy regimens: 
 • doxorubicin plus cisplatin
 • doxorubicin, cisplatin, and paclitaxel.

In these patients, there was no improve-
ment in survival when paclitaxel was added 
to the chemotherapeutic regimen, com-
pared with doxorubicin plus cisplatin. Mor-
bidity increased, however, with the addition 
of paclitaxel. 

Patients in this trial underwent surgical 
resection of all gross disease, with no resid-
ual tumor larger than 2 cm. Th e role of op-
timal cytoreduction in endometrial cancer 
has been debated, however. Several studies 
have pointed to improved survival in women 
after removal of visible disease to less than 
1 to 2 cm in diameter (FIGURE).9–11 GOG 184 
inclusion criteria required surgical resec-
tion of gross disease to ≤2 cm in diameter. 
It is possible that the therapeutic benefi t of 
surgical debulking may have improved out-
come in these patients—to the extent that 
the addition of paclitaxel did not provide ap-
preciable benefi t. 

Recommendation for practice 
Data on adjuvant therapy for endometrial 
cancer remains confl icting. Women who 
have advanced-stage or recurrent endome-
trial cancer should receive chemotherapy—
either with doxorubicin, cisplatin, and pa-
clitaxel, or a platinum taxane regimen. Th e 
addition of paclitaxel in surgically debulked 
patients who have undergone radiation treat-
ment does not appear to improve survival.

Th ere is, however, a clear recommenda-
tion for paclitaxel in radiation-naïve patients 
and those who have gross residual disease. 
Further studies are needed to elucidate the 
role of radiation therapy in an era of volume-
directed radiation.

Women who 
have advanced or 
recurrent endometrial 
cancer should receive 
chemotherapy with 
doxorubicin, cisplatin, 
and paclitaxel or a 
platinum taxane 
regimen

CONTINUED

Lu K, Schorge J, Rodabaugh K, et al. Prospective 
determination of prevalence of Lynch syndrome 
in young women with endometrial cancer. J Clin 
Oncol. 2007;25:5158–5164.

Endometrial cancer is part of the spectrum 
of Lynch syndrome (hereditary nonpol-

yposis colorectal cancer syndrome). Patients 

with this autosomal-dominant hereditary 
cancer susceptibility syndrome may pres-
ent with colorectal cancer, endometrial can-
cer, or, more rarely, ovarian cancer. Lynch 
syndrome derives from germline mutations 
in DNA mismatch repair genes, most often 
MLH1, MSH2, and MSH6.12 Genetic testing 
for all three genes is available for clinical use. 

Look for Lynch syndrome in young Look for Lynch syndrome in young 
women with endometrial cancerwomen with endometrial cancer

The role of optimal cytoreduction in endometrial 

cancer has been debated. Several studies have 

pointed to improved survival in women after removal  

of visible disease to less than 1 to 2 cm in diameter.

 Debulk gross disease? FIGURE
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In the past, screening for Lynch syn-
drome focused on colorectal cancer, but it is 
now clear that women who have this disor-
der have a lifetime risk of developing endo-
metrial cancer that exceeds 40%.13 

In Lynch syndrome, gynecologic 
cancer often precedes colon cancer
Women with Lynch syndrome-associated 
endometrial cancer typically present at a 
younger age than their syndrome-free coun-
terparts (48 compared with 60 years).14 Pre-
vious retrospective studies demonstrated 
that 50% of women with Lynch syndrome-
associated colon and gynecologic cancers 
had gynecologic cancer preceding the colon 
cancer. Th e average was 11 years earlier for 
endometrial cancer, which suggests that, if 
these women could be identifi ed at the time 
they are given their diagnosis of endometrial 
cancer, more intensive screening for colon 
cancer could then be initiated.15

9% of women who develop 
endometrial cancer before age 
50 have Lynch syndrome
One of the screening criteria for Lynch syn-
drome-associated colon cancer is age <50 
years. In this recent prospective, multicenter 
study involving 100 women who were diag-

nosed with endometrial cancer at less than 
50 years of age, germline Lynch syndrome 
mutations were identifi ed in 9% of patients. 
(In this study, germline mutation testing 
was performed for MLH1, MSH2, and MSH6 
genes by full sequencing, and immunohisto-
chemistry was performed for all three genes. 
Microsatellite analysis was performed on 95 
patients, with fi ve women having insuffi  cient 
tumor for DNA extraction.)

All women who had a germline muta-
tion had a fi rst-degree relative with Lynch 
syndrome-associated cancer. Th e combina-
tion of a negative family history for Lynch 
syndrome and a body mass index greater 
than 30 was highly predictive of having no 
Lynch syndrome mutation, with a negative 
predictive value of 96%.

Recommendation for practice
Patients who have an hereditary cancer 
syndrome such as Lynch syndrome can be-
gin cancer-prevention screening—and be 
engaged in that screening—when the syn-
drome is recognized early. Because women 
who have endometrial cancer that was diag-
nosed before they were 50 years old are at 
signifi cant risk of a germline mutation, they 
should be off ered genetic counseling and 
testing.  
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