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Gross features of lobular endocervical
glandular hyperplasia in comparison with
minimal-deviation adenocarcinoma and
stage |b endocervical-type mucinous
adenocarcinoma of the uterine cervix
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Sir: Lobular endocervical glandular hyperplasia (LEGH)
was first described as a benign mimic of minimal-
deviation adenocarcinoma (MDA). or ‘adenoma
malignum'.’* Histopathological criteria for LEGH have
well been established,”* but the distinction between
LEGH and MDA in imaging studies is still challenging
for diagnostic radiologists. Appearance of a multi-
cystic lesion on computed tomography and magnetic
resonance imaging has been considered to be diagnos-
tic for MDA,*"® but some authors have questioned this
pointing out that cyst formation is rather
uncommon in cases of MDA, but seems to be indicative
of LEGH.

In order to elucidate the characteristic topological
features of LEGH, we examined haematoxylin and
eosin (H&E)-stained glass slides of cervical lesions in
hysterectomy specimens from 31 patients, comprising
15 cases of LEGH, six cases of MDA and 10 cases of
FIGO stage Ib common endocervical-type mucinous
adenocarcinoma (EMA). On representative sagittal
sections of these 31 cases, we determined the greatest
longitudinal length and depth of the lesion, lesion
location and the size and the cystic
components and calculated the average values and
standard deviation (Pigures 1 and 2). The mean
values compared between groups by the
Mann-Whitney U-test

The mean longitudinal length and depth of MDA
(62.3 and
greater than those of LEGH (29.5 and 13.7 mm,
respectively) (P = 0.0022 and 0.010) or common
EMA (26.6 and 13.1 mm, respectively) (P = 0.0048
and 0.064) (Table 1). Indeed, all six MDAs extended
widely from the vagina to the uterine corpus, occupy-
ing the entire uterine cervix.

I.h#’ tumour ]IICEIIleII was es‘iima[cd [‘FIHH measure-
ments of the distance between the distal extremity
of the tumour and the squamo-columnar junction
(SCI) [lower distance (LD)] and the distance between
the proximal extremity of the tumour and the fundus
[upper distance (UD)] (Figure 2), The mean LD
and UD differed significantly between LEGH (3.2 and

view,

number of

were

21.8 mm, respectively) were obviously
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Figure 1. Gross [eatures of surgically resected specimens of lobular
endocervical glandular hyperplasia (LEGH) (A) and minimal devia-
ton adenocarcinoma (B). Arrows Indicate the area of tumours.

16.7 mm, respectively) and EMA (-3.7 and
10,6 mm, respectively) (P = 0.024 and 0.019). The
LD was —8 mm In one MDA, but was not measurable
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Figure 2. Measurement of longitudinal length, depth and location of
a cervical lesion (LEGH). F, fundus of uterine cavity; SCJ, squamo-
columnar junction; TL, tumour length; LD, distance between the
distal extremity of the tumour and the $CJ; UD, distance between the
proximal extremity of the tumour and the uterine fundus, A broken
line encompassed by arrowheads indicates the tumour depth. The
distance from the SC] toward the uterine body was expressed as a
positive number, and that from the SC] toward the vagina was
expressed as a negative number.

in other cases. The mean UD (18.8 mm) in
five informative cases of MDA was smaller than
those of LEGH (P = 0.020) or EMA (P = 0.0040)
(Table 1).

Lesions localized in the uterine cervix were classified
into high (H) and low (L) types. The L type was defined
as a lesion in which the distal extremity of the tumour
extended beyond the SCJ or nearly reached the SCJ with
a LD of € 3 mm. The H type was defined as a lesion
with a LD of > 3 mm. Of 14 informative cases of LEGH,
eight and six were classified as H and L types,
respectively. Between the H and L types, the mean LD
(8.1 and —3.5 mm, respectively) differed significantly
(P = 0.019), but tumour length, depth and UD were
not significantly different (Table 2), In contrast, nine of
10 common EMAs were L type, and only one was
H type.

The numbers of cysts measuring = 3 mm and
= 2 mm were counted on a representative sagittal cut
surface of the tumour. In addition, the diameters of the
three largest cysts, including those continuous with, or
constituting the lesion, were measured on all available
H&E sections.

The average number of cysts measuring > 3 mm, as
well as that of cysts measuring > 2 mm, differed
significantly between LEGH (4.0 and 7.7, respectively)
and MDA (1.3 and 2.5, respectively) (P = 0.017 and

Mean (range, standard deviation)

Table 1. Comparisen of
parameters among lobular

Parameter LEGH MDA

Patient age, tumour size and location
Age 44.0 (22-65, 11.7)

52.8 (44-76, 12.3)

endocervical hyperplasia
(LEGH), minimal deviation
adenocarcinoma (MDA)
and stage Ib endocervical-

Stage Ib EMA P

39.6 (33-64,9.2) i

Longitudinal length 29.5 (842, 9.9)

of lesion (mm)

62.3 (37-110, 25.9)

type mucinous adeno-
carcinoma (EMA)

266 (11-53,13.0) ¢t

Depth of lesion (mm) 13.7 (6-20, 4.3)

21.8 (15-25,4.1)

131 (3-28,8.4) %

LD (lower distance) (mm) 3.2(-910 14,68 NM

-37(-12100,42) §

UD (upper distance) (mm) 355 (4-50, 12.0)

18.8 (0-35, 12.5)

49.8 (30-64, 12.6) 1

Cystic components

Number of cysts 2 3 mm 40(1-8,2.7) 13(0-3,1.0 1.0(0-4,1.5) o
Number of cysts 2 2 mm 7.7 (1-16, 4.5) 25 (1-5, 1.6) 2.4 (0-6, 2.6) 1t
Diameter of three largest 85 (3-17,3.7) 6.8 (25-27, 5.8) 44(1-13,32) 3

cysts (mm)

NM, Not measurable. *P = 0.067 between MDA and EMA; 1P =

0.0022 between LEGH and

MDA, and 0.0048 between MDA and EMA; P = 0.010 between LEGH and MDA, and 0.064
between MDA and EMA,; §P = 0.024 between LEGH and EMA; P = 0.020 between LEGH
and MDA, 0.019 between LEGH and EMA, and 0.004 between MDA and EMA; **P = 0.017

between LEGH and MDA, and 0.0026 between LEGH and EMA;

t1P = 0.011 between LEGH

and MDA, and 0.0053 between LEGH and EMA; $1P = 0,029 between LEGH and MDA,
< 0.0001 between LEGH and EMA, and 0.017 between MDA and EMA.

© 2008 The Authors. journal compilation © 2008 Blackwell Publishing Lid, Histopathology
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Table 2, Comparison of
size and location between

Mean (range minimum-maximum, standard deviation)

H type and L type of Parameter

LEGH total

H type L type P

lobular endocervical

hyperplasia (LEGH) Longitudinal length

of lesion (mm)

29.5 (8-42,9.9)

255 (8-37,8.7) 302 (28-42,6.7)

LD (lower distance, mm)

3.2(-9to0 14, 6.8)

8.1(4-14,30) -35(-9t01,36) *

UD (upper distance, mm) 35.5 (4-50, 12.0)

34.2 (4-50, 164) 36.8 (33-48,6.7)

Depth of lesion (mm)

13.7 (6-20, 43)

13.6(6-20,5.2) 14.0(10-17,2.9)

*P = 0.019 between H and L types.
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Figure 3. The distribution of the mean diameter of the largest three
cysts per tumour n lobular endocervical glandular hyperplasia
(LEGH), minimal deviation adenocarcinoma (MDA), and stage Ib
common endocervical-type mucinous adenocarcinoma (EMA). An
open circle stands for a benign cyst, e.g. nal cyst or comg
of LEGH. A closed circle stands for a malignant cyst delineated by
adenocarcinoma cells. The vertical bars indicate the range of

standard d (D), Numbers stand for mean £ 5D.

0.011). These average numbers were lower in EMA
(1.0 and 2.4, respectively) than in LEGH (P = 0.0026
and 0.0053). The mean diameter of the largest three
cysts per tumour was 8.5, 6.8 and 4.4 mm in LEGH.
MDA and common EMA, respectively, all being signi-
ficantly different from each other (Table 1, Figure 3).
In the 15 cases of LEGH, the three largest cysts were

always components of the lesion. In cases of MDA,
cysts > 4 mm in size were always components of
coexisting LEGH or nabothian cysts, whereas seven of
10 cysts measuring < 4 mm in MDA were malignant
cysts (Figure 3).

In summary, LEGH shows a characteristic location
and architecture distinct from MDA. LEGH tends to be
located in the higher part of the uterine cervix, whereas
MDA is usually found at a locally advanced stage
involving the SCJ. In LEGH there are two types (H and
L) that differ in location. Both LEGH and MDA are
associated with grossly visible cysts that can be
demonstrated by imaging studies, but the number
and size of these cysts in LEGH are greater than those in
MDA and larger cysts in MDA appear to be benign
components of the tumour. These findings may be of
value in establishing criteria enabling distinction of
LEGH from malignancy in imaging studies as well as
pathological assessment.
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Abstract. The aim of this study was to evaluate the clinico-
pathological prognostic factors in patients with stage IVb
cervical carcinoma (CC). All patients with stage IVb CC
included in the study were diagnosed from 1997 to 2006 at
the National Cancer Center Hospital. We retrospectively
examined clinicopathological parameters in these patients,
including the efficacy of chemotherapy. Survival was
evaluated using Kaplan-Meier curve analysis and log-rank
test. The independent prognostic factors found to be
predictive of survival in univariate and multivariate analysis
were evaluated using a Cox's proportional hazard model.
Thirty-six patients (median age 54 years) were diagnosed
with stage TVb CC. The median progression-free survival
and overall survival were 3.8 and 11.1 months, respectively.
As initial treatment, 4 patients underwent hysterectomy, 13
received chemotherapy, 17 received radiotherapy, and the
remaining 2 patients refused treatment. A total of 21 patients
received chemotherapy, of which 13 were initial cases, 7
were persistent/recurrence cases, and 1 was a postoperative
adjuvant case; 15 patients were never treated with chemo-
therapy. On univariate analysis, poor performance status
(PS) and non-chemotherapy groups were considered poor
prognostic factors, respectively. On multivariate analysis,
poor PS (p=0.007; hazard ratio, 2.64) and non-chemotherapy
(p=0.016; hazard ratio, 6.03) were independent prognostic
factors of survival, respectively. Poor PS and non-chemo-
therapy groups were found to have poor prognosis in patients
with stage [Vb CC. Chemotherapy may improve the survival
for stage I'Vb CC.
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Introduction

Cervical carcinoma is the main cause of death in females
throughout the world, despite the fact that a useful screening
method has been established (1). In stage I/11 patients,
conventional treatments such as surgery and radiotherapy have
achieved good results. In stage II/TV patients, various treat-
ments such as the combination of surgery and radiotherapy,
radiotherapy, and chemoradiation therapy are being examined,
though their long-term results are still poor (2,3). The 5-year
survival of stage IVb patients ranges from 0 to 44%, and
approximately 50% of these patients show a fatal outcome
within 1 year (4-6). No standard therapy has been established,
and palliative surgery, radiotherapy, and best supportive carc
(BSC) have been performed as initial treatment. However,
since stage IVb cervical carcinoma is a systemic discase,
surgery and radiotherapy are useful for local control, but are
insufficient. In addition, BSC is not effective for the severe
local pain characteristic of this disorder (7). Since 1990,
chemotherapy has been employed as a type of BSC in patients
with good general condition and organ function (8). However,
as this therapy targets the relief of symptoms and improve-
ments in quality of life (QOL), regimens with less toxic low-
dose agents were initially administered (9). No randomized
comparative study has examined whether chemotherapy for
stage [Vb cervical carcinoma prolongs survival compared to
BSC.

Several studies have investigated single-agent chemo-
therapy for cervical carcinoma, and reported that the response
rates to cisplatin, ifosfamide, paclitaxel, vinorelbine and
topotecan of 20-30% (5,8,10-12), 14-40% (13-15), 17% (16),
15% (17,18) and 12-19% (19,20), respectively. Cisplatin has
been the most frequently used agent, and has achieved the
highest response rate. Therefore, cisplatin has been employed
as a key drug for more than 20 years. However, the response
to single-agent cisplatin has been limited, and combination
chemotherapy with other agents has been administered to
achieve improvement in prognosis, exceeding the enhancement
of its toxicity. Result of recent phase III studies have indicated
that combination regimens with cisplatin/paclitaxel (21) or
cisplatin/topotecan (22) are more effective than single-agent
cisplatin.

A few studies have reported that factors affecting the
prognosis of stage IVb cervical carcinoma include main organ
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metastases, multiple lymph node metastases, poor perfor-
mance status (PS), and non-squamous cell carcinoma (23-29).
According to some studies, the results of surgery combined
with radiotherapy or radiotherapy alone are relatively good in
stage IVb cervical carcinoma patients with para-aortic lymph
node metastases alone (30-33). However, chemotherapy for
stage IVb patients with cervical/mediastinal lymph node or
main organ metastases, without surgery and radiotherapy, has
been reported to have only slight effect.

In this study, we rewrospectively investigated the clinico-
pathological features of stage IVb cervical carcinoma, and
evaluated the efficacy of chemotherapy for this stage of cancer.

Patients and methods

Patients with stage IVb cervical carcinoma were diagnosed
and treated in the National Cancer Center Hospital berween
April 1997 and March 2006. Stage was evaluated according
to the FIGO staging. We rectrospectively reviewed the medical
chart of these patients.

Trearment. Therapeutic strategies were selected for individual
patients. For surgery, total hysterectomy (radical hysterectomy
in some patients) and bilateral salpingo-oophorectomy were
performed. Pelvic and/or para-aortic lymphadenctomy were
performed in some patients. For radiotherapy, the area of
external irradiation was established as the entire pelvic region
from the closed pore to the L4/5 lumbar vertebrae, with a
radiation dose of 2 Gy per treatment (total dose, 50-60 Gy).
‘When the cumulative dose reached 20-30 Gy, external irradi-
ation was combined with high-dose intra-cavity irradiation,
with a central shield, at a radiation dose of 5 Gy (total dose,
20-25 Gy). When imaging findings suggested para-aortic
lymph node metastases, biopsy was performed. After a
definitive diagnosis of metastases was made, the irradiation
field was extended to include the para-aortic node. For chemo-
therapy, eligible patients participated in a phase II clinical
study with an in-house protocol that we previously reported,
including paclitaxel (PTX)/carboplatin (CBDCA) therapy
(Kitagawa R, et al, Proc ASCO 22: abs. 5048, 2004) (PTX,
175 mg/m?, CBDCA AUCS, day 1, every 3 weeks for 6
cycles), and carboplatin (CBDCA)/irinotecan (CPT) therapy
(Hori S, er al, Proc ASCO 21: abs. 835, 2002) (CBDCA
AUCS, day 1, CPT 60 mg/m?®, days 1, 8 and 15, every 4
weeks for 6 cycles). For patients with PS of 3, weekly
PTX/CBDCA therapy (PTX 80 mg/m?, CBDCA AUC2,
continuous administration for 20 weeks) was administered.
In 1 patient with small cell carcinoma, cisplatin (CDDP)/CPT
therapy (CDDP, 60 mg/m?, day 1, CPT 60 mg/m’, days 1, 8
and 15, every 4 wecks for 6 cycles) was administered as
postoperative adjuvant therapy.

Best supportive care (BSC) was defined as treatment
targeting the relief of symptoms without surgery, radiotherapy
or chemotherapy, as described above.

Evaluation. Pretreatment clinical evaluation was repeated
before each treatment cycle with the exception of radiography
or CT/MRI imaging, which was repeated at least every other
treatment cycle. Treatment was continued until disease
progression or adverse effects precluded further administration.

NISHIO ef al: ANALYSIS OF STAGE I'Vb CERVICAL CARCINOMA

The response to treatment, i terms of the best response
achieved in a given patient, was assessed using standard
clinical criteria. A complete response (CR) was defined as
the disappearance of all gross evidence of disease for at least
4 wecks. A partial response (PR) was defined as a >50%
reduction in the product of perpendicular diameters obtained
from the measurement of each lesion, sustained for at least
4 weeks. Progressive disease (PD) was defined as a >50%
increase in the product of perpendicular diameters of any
lesion documented within 2 months of study entry or the
appearance of any new lesion within 8 weeks of study entry.
Stable disease (SD) was any condition not meeting any of the
above three criteria. Overall survival was measured as the
observed length of life from protocol entry to death or (for
living patients) date of last contact. Progression-free survival
was measured from the date of initiation of protocol to the
first progression or death, or to the date of last contact for
patients who were alive and progression-free.

Persistent disease was defined as carcinoma at a pelvic
site known to be previously involved within 6 months of
staging. Recurrent disease was classified as a new tumor in
the extrapelvic area or pelvic disease >6 months after staging
in a location previously tumor-free. Persistent or recurrent
disease was documented by surgical exploration, biopsy or
progression on imaging studies. The time of recurrence or
death was calculated from the date of original staging. The
end of the follow-up period was March 2006.

Statistical analysis. Statistical analysis was performed using
SPSS. The impact of clinical and pathologic risk factors on
survival was evaluated using Kaplan-Meier curve analysis
and log-rank test. The independent prognostic factors found
to be predictive of survival in univariate and multivariate
analysis were evaluated using Cox's proportional hazard
model. P-values <0.05 were considered significant.

Results

Thirty-six patients were treated between April 1997 and
March 2006. Table 1 shows the patient characteristics. The
median age was 54 years. In 34 patients, PS was almost 0, 1
or 2. In the remaining 2 patents, PS was 3. As initial treatment,
surgery was performed in 4 patients, radiotherapy in 17, and
chemotherapy in 13. BSC was performed in two patients who
did not wish to receive aggressive treatment. Histopatho-
logically, 18 patients had squamous cell carcinomas, 16 had
adenocarcinomas and 2 had small cell carcinomas. The
median primary tumor diameter was 4.1 cm, with a maximum
of 7.7 cm. In addition, a bulky mass was detected in 28
patients. In 13 patients, hydronephrosis was noted, with 8 of
these having bilateral hydronephrosis. The number of distant
metastases was 1 in most patients, but 3 or 4 in some patients,
The metastatic lesion sites included the para-aortic node in 7
patients and the main organs in 8 patients. Table II shows the
sites of distant metastases (including duplicating patients). In
the abdominal cavity, para-aortic lymph node metastases
were detected in 18 patients (50%), comprising the highest
percentage. In the extraperitoneal region, supraclavian lymph
node metastases were detected in 13 patients (36%). Among
main organ metastases, liver metastases were detected in 7
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Table I. Patient characteristics.

Age (year), median (range) 54 (28-TT)
PS 0/1/2/3 5/18/11/2
No. of patients 36
Initial treatment

Surgery 4

Radiotherapy 17

Chemotherapy 13

Best supportive care 2
Pathology

Squamous cell carcinoma 18

Adenocarcinoma 16

Small cell carcinoma 2
Primary tumor size (cm), median (range) 4.12.1-1.D
Bulky mass >4 cm

Negative 8

Positive 28
Hydronephrosis

Negative 23

Unilateral 5

Bilateral 8
No. of distant metastases

1 20

2 13

3 2

4 |
Site of distant metastases

Para-aortic lymph node only 7

Distant lymph node only 7

Organ metastases only 1

Para-aortic lymph node + Distant lymph node 10

Para-aortic lymph node + Organ metastases 1
Table I1. Distant metastases in patients.
Metastatic sites n (%)
Intra-abdominal metastases

Para-aortic lymph node 18 (50)

Liver 7 (19)

Spleen 2 (5.5

Small intestine 1 @27
Extra-abdominal metastases

Lung 4 (11

Bone 2 (5.5)

Supraclavicular lymph node 13 (36)

Mediastinal lymph node 2 (5.5

Inguinal lymph node 209
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Figure 1. Kaplan-Meier analysis of progression-free survival (solid line) and
overall survival (dotted line). Vertical bars indicate censored cases.

Table III. Characteristics of 21 patients with chemotherapy.

n=21

Indication for therapy
Inital case 13
Persistent/recurrence case 7
Postoperative case

Regimens
Paclitaxel/carboplatin
Irinotecan/carboplatin
Weekly paclitaxel/carboplatin

[l 2 B =1 -

patients, comprising the highest percentage, followed by
lung metastases in 4 patients. The median progression-free
survival and overall survival were 3.8 months and 11.1 months,
respectively (Fig. 1).

We examined the effects of chemotherapy on stage IVb
cancer (Table III). Chemotherapy was administered to 21
patients, 13 of whom were undergoing initial treatment, 7 of
whom had persistent/recurrence, and 1 of whom was under-
going postoperative therapy, The regimens consisted of
paclitaxel/carboplatin in 9 patients, irinotecan/carboplatin in
9, weekly paclitaxel/carboplatin in 2, and cisplatin/irinotecan
in 1. In 2 patients, including 1 undergoing postoperative
adjuvant therapy, chemotherapy was discontinued due to
adverse effects. For lesions that could be measured, the
response rate was 61.9% (95% CI, 41.1-82.6) including 4
patients with CR and 9 patients with PR (Table [V).

We compared survival in the chemotherapy and non-
chemotherapy groups. The median survivals of the chemo-
therapy and non-chemotherapy groups were 11.1 and 5.1
months, respectively, with a significant difference (p=0.0055)
(Fig. 2). :

We also compared survival between initial chemotherapy
and initial other treatment groups. The median survivals in
the initial chemotherapy and initial other treatment groups
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Table IV. Response rate of chemotherapy (n=21).

NISHIO et al: ANALYSIS OF STAGE I'Vb CERVICAL CARCINOMA

Table V. Prognostic factors of overall survival,

Response (%)
CR PR SD PD NE RR
4 9 4 1 3 61.9%

(95% CI,41.1-82.6%)

CR, complete response; PR, partial response; SD, stable discase;
PD, progression disease; NE, not evaluable; RR, response rate.

Time {montha)

Figure 2. Kaplan-Meier analysis of overall survival according to with/
without chemotherapy in stage I'Vb cervical i . Ch herapy
group (solid line) 1s sigmficantly better prognosis (p=0.0055) than non-
chemotherapy group (dotied line). Vertical bars indicate censored cases.
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Figure 3. Kaplan-Meier analysis of overall survival according 1o with/
without initial chemotherapy in stage IVb cervical carcinoma. There are no
statistical differences (p=0.09) t initial ch py group (solid
line) and other initial treatment group (dotted line), Vertical bars indicate

censored cases.

were 132 and 7.5 months, respectively, but it did not reach
statistical significant (p=0.09) (Fig. 3). Two patients treated
by chemotherapy alone as an initial treatment have survived

Multivariate

Univariate
Factor P-value P-value HR 95% CI
Age 250 0171 0506 136 0.54-343
PS(Oand I vs. 0005 0007 264 142-491
2 and 3)
Pathology (SCC vs.  0.638 - - -
non-SCC)
Organ metastases 0.792 - - .
(0 vs. z1) .
No. of distant 0109 0546 122 0.63-2.35
metastases (1 vs. =22)
Bulky mass 0478 - - :
Chemotherapy 0.011 0016 6.03 1.97-1837

disease-free for 51.8 and 68.6 months, respectively. One patient
had stage IVb CC with para-aortic lymph node metastases
while the other had stage IVb CC with subclavian lymph node
metastases and mediastinal lymph node metastases. Both
patients were administered paclitaxel/carboplatin for 6 cycles.
After 6 cycles, the primary lesion and metastatic site exhibited
complete response.

We analyzed chemotherapy, age, PS, histological type,
main organ metastases, number of distant metastases, and
bulky masses as prognostic factors. On univariate analysis,
poor PS and non-chemotherapy groups were prognostic
factors, On multivariate analysis, a poor PS (p=0.007; hazard
ratio, 2.64; 95% CI, 1.42-4.91) and non-chemotherapy groups
(p=0.016; hazard ratio, 6.03; 95% CI, 1.94-18 37) also affected
overall survival (Table V).

Discussion

The prognosis of stage I'Vb cervical carcinoma is poor in
patients with systemic metastases. No treatment has been
established. In the NCI-PDQ, it is described that therapeutic
strategies for this stage of cancer include palliative radio-
therapy, chemotherapy as a regimen designed by a clinical
study, and chemotherapy with cisplatin, which has previously
been reported (34).

In stage IVb patients with para-aortic lymph node
metastasis alone, surgery with postoperative radiotherapy and
extended radiotherapy achieved a 5-year survival rate of 50%
(30-33), and radical surgery may also be an option. However,
since most metastases involve the main organs, it is difficult
to control them by local treatment, and chemotherapy is
indicated for most patients (4).

Various regimens of chemotherapy for this stage of cancer,
including single-agent, have been investigated. In particular,
cisplatin has most frequently been employed, and yiclds the
highest response rate as a single-agent. It has therefore been
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used as a key drug for more than 20 years (5,8,10-12).
However, since the efficacy of cisplatin as a single-agent
persists for only 6 months, combination regimens have been
administered to improve in the prognosis to an extent
exceeding the enhancement of its toxicity. In the 1990s,
many phase II clinical studies investigated combination
regimens with 2-4 agents including cisplatin. Cisplatin with
ifosfamide (IFM) yielded the second highest response rate,
and bleomycin (BLM), which has commonly been employed
to treat other cancers due to its similar high response rate
and low toxicity. The usefulness of IP (IFM + CDDFP) (35)
and BIP (BLM + IFM + CDDP) (36) regimens has also been
examined. Some regimens have achieved a response rate of
60% or higher; however, these regimens for the non-advanced
and locally advanced stages are quite toxic and shorten the
survival of some patients. In addition, no comparative study
has been conducted, and the evaluation of each regimen has
been insufficient. In the latter half of the 1990s, combination
regimens with new agents were designed, and the need for a
standard therapy was emphasized.

Recently, carboplatin (37-39), topotecan (19.20) and
paclitaxel (40-42) have also been reported to be tolerable and
efficacious. Complete responses have also been observed
with topotecan and paclitaxel. However, topotecan has greater
toxicity than carboplatin or paclitaxel. Therefore, palliation
with single-agent cisplatin, carboplatin, paclitaxel or topotecan
is a reasonable approach in patients with recurrent disease. A
phase II study evaluating the effectiveness of docetaxel in
patients who have persistent or recurrent cervical cancer is
ongoing (GOG-0127S).

Cisplatin-based combination chemotherapy regimens such
as cisplatin/paclitaxel (21) and cisplatin/topotecan (22) have
been extensively investigated in clinical studies. A randomized
phase ITI study comparing paclitaxel and cisplatin versus
cisplatin alone showed that the two-drug combination yielded
a higher response rate (36 versus 19%) and improved
progression-free survival (4.8 versus 2.8 months; p<0.001),
although no improvement has been seen in median survival
{21). Another randomized phase IIl GOG study investigated
the combination of cisplatin and topotecan versus cisplatin
alone for persistent/recurrent cervical cancer. In this study of
294 eligible patients, the topotecan combination regimen was
superior to single-agent cisplatin with respect to overall
response rate (27 versus 13%; p=0.004), progression-free
survival (4.6 versus 2.9 months; p=0.014), and median
survival (9.4 versus 6.5 months; p=0.017) (22). A phase II
study assessed cisplatin and gemcitabine in patients with
advanced, persistent/recurrent cervical cancer; 17 patients
were evaluated (43). The response rate was 57% in patients
who had not previously received radiotherapy, and there was
1 complete response of 14 months. Paclitaxel and carboplatin
have recently been assessed for recurrent or persistent cancer
of the cervix; 4 of 15 patients had a complete response and
5 showed a partial response for an overall response rate of
60% (39). The median survival of all 15 patients treated
was 17 months (range, 4-39 months). The combination of
vinorelbine and cisplatin has also been assessed in 42 patients
with recurrent or metastatic cervical cancer; the overall
response rale was 48% (44). The GOG is currently conducting
a phase III trial (GOG204) to assess 4 cisplatin-doublet
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regimens in patients with advanced metastatic or recurrent
cancer (cisplatin/paclitaxel, cisplatin/topotecan, cisplatin/
gemcitabine, versus cisiplatin/vinorelbine).

In our hospital, we conducted an in-house clinical study.
For eligible patients, paclitaxel/carboplatin or irinitecan/
carboplatin therapy was administered. Adverse cffects were
within the permissible ranges, and there were no treatment-
related deaths, as reported in other studies. Response rate as
an end-point was also similar to or exceeded that previously
reported, suggesting the usefulness of these treatment options
in chemotherapy for cervical carcinoma. In patients with poor
PS, weekly paclitaxel/carboplatin therapy was safe. Several
reports have indicated that the hematological toxicity of this
therapy is lower than that of tri-weekly therapy, and that the
therapeutic effects of these two regimens are similar (45 46).
Weekly paclitaxel/carboplatin therapy may be useful for
treating stage IVb cancer patients with poor PS.

In patient with this stage of cancer, nephropathy is frequent,
making cisplatin administration difficult in many cases.
Carboplatin can be administered to patients with nephro-
pathy, without hydration. Considering the adverse effects,
less toxic agents should be reviewed.

In this study, two patients treated by chemotherapy alone
as an initial treatment have survived disease-free for 51.8 and
68.6 months, respectively. For patients with recurrence who
desired sequential treatment, chemotherapy was adminis-
tered when we considered them eligible. Considering that
the prognosis was significantly better than that in the non-
chemotherapy group, chemotherapeutic intervention may be
useful in stage [Vb patients who have undergone initial treat-
ment and in those with persistent/recurrent metastases.

Eligible, consenting patients should be enrolled in clinical
trials employing new drugs and/or strategies. Since there is
as yet no evidence for the curative potential of chemotherapy
in cervical cancer and no established survival benefit, and
uncertainty exists as to how oflen response translates into
symptom relief (‘palliation’), non-protocol therapy should not
be encouraged. Nevertheless, for a patient who is ineligible
or unwilling to participate in a study but who wants treatment,
there may still be an indication for chemotherapy giving
‘psychological support’ or hope. When such a patient insists
on treatment and seeks untested remedies rather than a
hospice if orthodox chemotherapy is not offered, single-agent
cisplatin or carboplatin may be justified, with due attention
being paid to contraindications and the toxic side effects. An
interval response assessment and finite period of treatment are
indicated. Objective benefit is possible, but not likely.

Prognostic factors for stage I'Vb cervical carcinoma include
PS, age, histological type, main organ metastases, and distant
metastases (23-29). In this study, univariate and multivariate
analysis revealed that non-chemotherapy and poor PS
influenced prognosis. In patients with poor PS, it is difficult
to conlinue treatment, and chemotherapy may exceed cancer
control due to systemic disease. However, we can not conclude
the efficacy of chemotherapeutic-intervention, as this study
was a retrospective study and involved only a small number
of patients. Previously, surgery and radiotherapy have been
selected for this stage of cancer. The results of chemotherapy
for initial treatment were similar to those for conventional
treatment, suggesting the efficacy of chemotherapy as initial
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treatment. However, a randomized comparative study should
be conducted to demonstrate its efficacy.

In conclusion, the prognosis of stage IVb cervical

carcinoma remains poor. Chemotherapy may improve the
survival of patients with stage Vb CC.
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Abstract

Lobular endocervical glandular hyperplasia (LEGH) is usually assumed to be a benign tumor-like lesion of the
glands of the uterine cervix. However, LEGH has been associated with obvious cervical adenocarcinoma. The
clinicopathological significance of coexistence of LEGH with adenocarcinoma remains unclear. We microscopically
examined the presence or absence of LEGH components in 95 stage Ib cervical adenocarcinomas. Gastric mucin was
detected with the use of clone HIKI1083. Associations of the coexistence of LEGH components with
clinicopathological variables were analyzed. LEGH components were present in 16 cases (16.8%). Gastric mucin
was positive in all 16 LEGH components, as compared with only 6 of the 95 adenocarcinoma components. Of the 16
adenocarcinomas with LEGH components, 15 were well-differentiated mucinous adenocarcinomas, and one was
poorly differentiated adenocarcinoma. The mortality rate of tumor recurrence was 25% (4 of 16) in patients whose
tumors had LEGH components, and 21.5% (17 of 79) in those whose tumors had no LEGH components. There was
no significant difference in survival. Early cervical adenocarcinoma was relatively frequently associated with LEGH
components. LEGH may be one of the factors related to the development of cervical adenocarcinoma, but
adenocarcinoma with LEGH components does not necessarily develop into a highly aggressive “adenoma malignum.”
© 2008 Elsevier GmbH. All rights reserved.
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Introduction

S Adenocarcinoma is detected in approximately
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well-differentiated adenocarcinoma histologically, and
high-grade malignancy biologically [I1-3,15]. Indeed,
MDA is usually associated with metastasis and dis-
semination at the time of diagnosis and poorly responds
to treatment, resulting in poor outcomes.

In 1999, Nucci et al. [13] proposed a new disease
entity called lobular endocervical glandular hyperplasia
(LEGH) to describe a benign disease closely akin to
MDA. Of the 13 reported cases, 4 had watery vaginal
discharge, a characteristic symptom of MDA. Their
report clearly distinguished LEGH from MDA: all
affected glands appeared to be benign in LEGH,
whereas MDA consistently had some regions that were
clearly cancerous within the affected area. Subsequently,
it was questioned whether LEGH could be accurately
differentiated from MDA. However, recent studies have
provided compelling evidence that MDA can be clearly
distinguished from LEGH, and that LEGH and MDA
are distinct disease entities [5,9,16,17].

The natural history of LEGH is still poorly under-
stood. Some investigators have suggested that LEGH is
a precancerous lesion, based on the occasional coex-
istence of LEGH and obvious adenocarcinoma [8,10].
However, it is not known how often adenocarcinoma
develops from LEGH, and the biological characteristics
of such cases need to be clarified. The present study was
designed to clanify the frequency and the clinicopatholo-
gical significance of LEGH components in early (stage Ib)
cervical adenocarcinoma.

Patients and methods
Patients

The study group comprised 95 patients with stage Ib
cervical adenocarcinoma (Ibl: 65 cases, Ib2: 30 cases)
according to the diagnostic criteria proposed by the
International Federation of Gynaecology and Obstetrics
(FIGO). All cases were diagnosed and treated surgically
at the Kurume University Hospital and National Cancer
Center Hospital between 1989 and 2004. Postoperative
radiotherapy was administered to patients who had
lymph node metastasis, lymphovascular invasion, a
tumor-invasion depth of more than two thirds (>2/3
invasion) of the cervical stroma, or poorly differentiated
tumors. The resected tissue specimens were processed
into formalin-fixed, paraffin-embedded sections for
pathological examination, and sections containing a
representative part of the tumor were studied.

Table | summarizes the characteristics of the adeno-
carcinomas studied. The histopathological factors sug-
gesting high-grade malignancy were poor differentiation
in 9 cases, a longitudinal tumor size of >4cm in
30 cases, >2/3 invasion of the cervical stroma in 44

Table 1. Charactenistics of 95 patients with stage Ib cervical
adenocarcinoma.

Age (years) median (range) 47 (28-74)
<35 15
35-50 Ee
=50 36
FIGO stage
bl 65
Ib2 30
Tumor diameter (mm) median (range) 25 (4-118)

Depth of stromal invasion (mm) median (range) 10 (1.5-25)

Differentiation
Well B2
Moderate 4
Poorly 9
Histopathology
Endocervical-type mucinous 60
Intestinal-type mucinous 10
Endometrioid type 20
Serous 3
Clear cell 2 2

cases, lymphovascular invasion in 48 cases, and lymph
node metastasis in 20 cases. The histological subtypes of
adenocarcinoma were endocervical-type mucinous in 60
cases, endometrioid in 20 cases, intestinal-type muci-
nous in 10 cases, serous in 3 cases, and clear cell in 2
cases.

Histopathological evaluation

The presence or absence of LEGH was judged by two
histopathologists (SN and HT). Cases that met the
following criteria on examination of sections stained
with hematoxylin and eosin (HE) were classified as
adenocarcinoma with LEGH components: (1) the tumor
is composed of a distinct area of LEGH and one area of
obvious adenocarcinoma, e.g., endocervical-type muci-
nous, intestinal-type mucinous, endometrioid, serous, or
clear cell adenocarcinoma. (2) The LEGH component
shows the following characteristics: glands are arranged
in certain directions and grow towards the musculature
in a compressive manner while retaining the lobular
structure; growth of the cervical glands is associated
with scant evidence of nuclear atypia; glands assume a
circular or oval form, with a regular margin; and clear
demarcation from the surrounding musculature and no
evidence of stromal invasion [9,13]. (3) The LEGH
component shows the following charactenistics: cells
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Fig. 1. Histological findings of the lobular endocervical
glandular hyperplasia (LEGH) component in obvious cervical
adenocarcinoma. (A) Lobular proliferation of small-to-
medium-sized rounded glands surrounding larger glands.
(B) Hyperplastic glandular lesions are arranged in a lobular
fashion, without desmoplastic stomal reactions. These features
are identical to those of pure LEGH. HE stain. Original
magnification: (A) x 100; and (B) = 200.

with small nuclei (circular or oval) relatively uniform in
size; nuclear chromatin not dense; minimal or no
nucleoli; basally located nuclei, with no stratification;
and no visible evidence of nuclear division or apoptosis
[9,13] (Fig. 1).

Immunohistochemistry

Tissue blocks were cut into 4-um-thick sections,
mounted on silane-coated glass slides, and studied
immunohistochemically using the following primary
monoclonal antibodies and dilutions: clone HIK1083,
recognizing gastric mucin  (1:200, Kanto Kagaku,
Tokyo, Japan) [6,7,18], and anti-pl6™** (clone sc-
56330, 1:500, Santa Cruz, CA) [4,19]. The tissue sections
were deparaffinized, subjected to antigen retrieval by

autoclaving in sodium citrate buffer (pH 6.0) for 15 min
at 121°C for clone HIK1083 and am.i-pl(:mm’. and
allowed to cool at room temperature. Endogenous
peroxidase was blocked with 5% hydrogen peroxide.
Non-specific staining was blocked with 2% normal
swine serum (Dako, Grostrup, Denmark). The slides
were incubated with primary antibodies overnight at
4°C and then allowed to react with a dextran polymer
reagent mixed with secondary antibodies and peroxidase
(Envision Plus; Dako) for 1h at room temperature.
Specific antigen-antibody reactions were visualized
with 0.2% diaminobenzidine tetrahydrochloride (Muto
Chemical, Tokyo, Japan) and hydrogen peroxide. Coun-
terstaining was performed using, Mayer's hematoxylin.
For HIK 1083, cases showing any degree of cytoplasmic
immunoreactivity were judged as positive (Fig. 2).

On the basis of the literature [4,19], pl16™X* was
regarded as nuclear immunostaining and was classified

Fig. 2. Gastric mucin expression in lobular endocervical
glandular hyperplasia (LEGH) components, detected on
immunostaining with HIK1083. (A, B) Gastric mucin is
diffusely positive in the cytoplasm of the LEGH component.
Immunoperoxidase stain. Original magnification: (A) x 100,
(B) x 200.
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Fig. 3. p16™®*® expression in obvious cervical adenocarcino-
ma. (A) More than 10% of carcinoma cells show weak nuclear
immunoreactivity, scored as 1+. (B) More than 10% of
carcinoma cells show strong nuclear immunoreactivity, scored

as 3+. Immunoperoxidase stain. Onginal magnification:
(A) x 100; (B) x 200,

as +1 if less than 1% of the cells showed positive
staining, as +2 if 1-10% of the cells showed positive
staining, and as +3 if more than 10% of the cells
showed positive staining. Scores of 0, 1+, or 2+ were
defined as negative staining, whereas a score of 3+ was
defined as positive staining.

As positive controls, we used gastric mucosal tissue
for HIK 1083 and a case of squamous cell carcinoma for
p16™K4 A5 negative controls, the primary antibodies
were omitted from the respective reactions (Fig. 3).

Statistical analysis

Correlations between the presence of LEGH compo-
nents and clinicopathological characteristics were ana-
lyzed using the chi-square test or Fisher's exact test.
Cumulative survival curves were drawn by the Kaplan-
Meier method, and differences between curves were

tested by the log-rank test. Prognostic significance
was computed by univariate and multivariate analyses
with a Cox proportional-hazards model. Independent
effects of the following variables were assessed by
multivariate analysis: presence/absence of LEGH,
pl6™* 4 tumor differentiation, tumor size, invasion
depth of the cervical stroma, lymphovascular invasion,
and lymph node metastasis.

Results

The patients' characteristics are shown in Table 1.
The median follow-up time was 66.3 months. At the
time of analysis, tumor recurrence had been diagnosed
in 21 patients, and 19 had died. Microscopic examina-
tion of HE-stained specimens revealed the presence of
LEGH in 16 cases (16.8%). LEGH was localized to
defined area(s) and did not intermingle with obvious
adenocarcinoma components (Fig. 4). The mean max-
imal diameter of the LEGH component was 27 mm,
ranging from 8 to 42mm (standard deviation 8.01). The
ratios of the area of the LEGH component in the 16
tumors ranged from 1% to 80%, with an averaﬁsxof
18.6% and a standard deviation of 24.92. The pl6
scores were 0, 1+, 2+, and 3+ in 13, 12, 10, and 63
cases, mpcctivc]y. When classified according to the
criteria used in this study, 63 cases (66.3%) with
components of adenocarcinoma were positive for
pl6™E%  Staining for pl6™F“ was positive in 5
(31.2%) of the 16 cases with LEGH components and
in 58 (73.4%) of the 79 cases without LEGH compo-
nents. Of the 16 cases with LEGH components, the
cancer component was well-differentiated adenocarci-
noma in 15 and poorly differentiated adenocarcinoma in
one. The presence of LEGH components correlated with

Fig. 4. Histological findings of cervical adenocarcinoma.
Apparent cellular atypia (left upper side) is seen in carcinoma
cells, and atypical small glands (nght lower side) are part of
LEGH. Original magnification: x 20.
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Table 2. Clinicopathological characteristics of 95 stage Ib
cervical adenocarcinomas associated with or without lobular
endocervical glandular hyperplasia (LEGH) components.

Variable No. of patients (%) P value
Total LEGH component
Present Absent
Patient age (years old)
<50 40 8 32 0.15
=50 55 8 47
pl6iNKda
Posiuve 63 5 58 0.026
Negative 32 11 21
Maximal tumor diameter (cm)
<4.0 65 10 55 0.56
=40 30 6 24
Cervical stromal invasion
<2/31in 51 9 42 099
depth
=2/3in 44 7 37
depth
Lymphovascular space invasion
Negative 47 7 30 0.78
Positive 48 9 39
Lymph node metastasis
Negative 75 13 62 0.99
Positive 20 3 17
Differentiation of ad cinoma comp
Well/ 86 15 71 0.99
moderate
Poorly 9 1 B
Histological type of adenocarcinoma component
Endocervical/ 79 16 63 0.048
intestinal-type
Other 16 0 16
histological type

p16™X4 (P — 0.026) and histological type (P = 0.048),
respectively (Table 2).

In all 16 cases with LEGH components, immuno-
reactivity with clone HIK1083 was positive in the
LEGH component. In 7 cases, HIK1083 immunoreac-
tivity was also positive in the adenocarcinoma compo-
nent, In 72 cases without LEGH components,
immunoreactivity to HIK1083 was negative in the
adenocarcinoma component,

In the study group as a whole, median disease-free
survival was 61 months, and median overall survival was
62.1 months. Of the 16 patients who had cervical
adenocarcinoma with LEGH, 4 died of tumor recur-
rence, and the remaining 12 were alive without
recurrence, Of the 79 patients who had cervical
adenocarcinoma without LEGH, 17 died. The survival
curves did not differ significantly according to the
presence or absence of LEGH.

Univariate analyses of prognostic factors potentially
related to OS revealed that the following factors were
associated with poorer clinical outcome: tumor size of
>4cm (P=0.0002), >2/3 invasion of the cervical
stroma (P =0.0052), lymphovascular invasion
(P =0.0018), lymph node metastasis (P<0.0001), and
poor differentiation (P =0.039). In a multivariate
analysis, including those five factors as well as the
presence of LEGH and p16™%**, lymph node metas-
tasis (P = 0.0018, hazard ratio: 8.45, 95% confidence
interval:  2.21-32.3) and poor differentiation
(P = 0.0049, hazard ratio: 5.74, 95% confidence inter-
val: 1.33-24.7) were associated with poor outcomes
(Table 3). The presence/absence of LEGH was not an
independent prognostic indicator.

Discussion

Several cases of adenocarcinoma in association with
LEGH have been reported [8,10]. Kondo et al. [8]
analyzed 4 cases of endocervical adenocarcinoma
coexisting with LEGH. In our study, a LEGH
component was detected in a relative percentage
(16.8%) of stage Ib cervical adenocarcinomas. The
LEGH component was contiguous with the adenocarci-
noma component and comprised part of the tumor.
However, the LEGH and adenocarcinoma components
were sharply demarcated.

The coexistence of LEGH and adenocarcinoma in a
tumor may arise through two mechanisms: one possi-
bility is that adenocarcinoma develops from LEGH in a
multistep manner. The relatively frequent coexistence of
LEGH components and stage Ib cervical adenocarcino-
ma components in the same tumor supports the
mechanism of LEGH giving rise to cervical adenocarci-
noma. However, many cases of LEGH grow into large
tumors without malignant components. The relative risk
of LEGH as a precancerous lesion thus remains unclear.

The other mechanism is that the adenocarcinoma
component arises in the vicinity of LEGH, where
common environmental factors promote the develop-
ment of both LEGH and adenocarcinoma. However,
such environmental factors have yet to be identified. In
cervical cancer, human papillomavims (HPV) infection
induces pl6™K* expression [12 LEGH has been
shown to be associated with p16'""*" expression, but

Plulecltethulmdeuzsrmm et al., Clinicopathological significance of cervical adenocarcinoma associated wilhlobu.'ll.rmdomml
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Table 3. Impact of vaniables on overall survival of patients with stage Ib cervical adenocarcinoma, computed by univanate and
multivariate analyses.

Factor Univariate Multivariate

P value Hazard ratio 95%Cl P value
LEGH component (absent vs. present) 0.96 1.95 0.47-8.08 0.35
pl6™ 4 (positive vs. negative) 0.14 0.47 0.14-1.52 0.20
Tumor diameter (=4cm vs, <4cm) 0.0002 1.91 0.55-6.57 0.30
Cervical stromal invasion (>2/3 vs. <2/3) 0.0052 1.82 0.40-8.32 0.43
Lymphovascular invasion (positive vs. negative) 0.0018 1.62 0.27-9.69 0.59
Lymph node metastasis (positive vs. negative) <0.0001 8.45 221-323 0.0018
Tumor differentiation (poorly vs. well/moderate) 0.049 5.74 1.33-24.7 0.0189
LEGH, lobul docervical glandular hyperplasia; CI, confid interval.

not with HPV [4,19]. In our series, p16™** expression
in the adenocarcinoma component correlated with the
presence of an LEGH component.

Before LEGH became an established clinical entity,
adenocarcinoma with LEGH components might have
been included in MDA, because the LEGH component
was believed to constitute malignant glands. In our
previous studies, both true MDA and adenocarcinoma
with LEGH components were included in MDA [5,17].
True MDA, extremely well-differentiated mucinous
adenocarcinoma, is composed mainly of well-formed
glands resembling LEGH. Foci of obvious adeno-
carcinoma are sparsely distributed among the LEGH-
like glands and the tumor infiltrates into the cervical
stroma [5].

The 16 cases of adenocarcinoma with LEGH compo-
nents in the present study were stage Ib cases, and tumor
extension was limited to the uterine cervix. In contrast,
MDA is usually a widespread lesion, with a mean
maximal tumor diameter of 62mm (range 37-110mm)
in 6 cases and extension to the uterine corpus and vagina
[14]. After surgery, the clinical outcomes of patients with
MDA were poor, whereas the clinical outcomes of
adenocarcinoma with LEGH components were slightly
better than those of adenocarcinoma without
LEGH components. These findings suggest that
LEGH-associated cervical adenocarcinoma could differ
from MDA with respect to the biological aggressiveness
of tumor cells.

In our study, the area of LEGH components
associated with adenocarcinoma showed an immuno-
reactivity pattern to HIK 1083 that was identical to that
of pure LEGH [6,7,8]. Therefore, the mucin profile in
the LEGH components of our 16 cases of adenocarci-
noma might be consistent with that of pure LEGH.

Mikami et al. attempted to differentiate LEGH and
MDA on the basis of immunchistochemical properties
of stromal cells [11]. Their findings suggested that MDA
1s charactenzed by positive immunoreactivity of stromal
cells to alpha-smooth muscle actin and by weak or no

response to estrogen receptor. Perhaps LEGH can be
distinguished from MDA on the basis of these proper-
ties [11].

In conclusion, our study showed that early cervical
adenocarcinomas were relatively frequently associated
with LEGH. Cervical adenocarcinomas with LEGH
components were almost always well-differentiated
tumors and had no significantly better clinical outcomes
than cervical adenocarcinomas without LEGH. Our
findings suggested that LEGH may serve as a basis for
the development of cervical adenocarcinoma, but
obvious adenocarcinomas with LEGH compo-
nents appear to differ from MDA because the former
i1s not destined to develop into a highly aggressive
“adenoma malignum.”
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A Case of Diffuse Retroperitoneal Lymphangioma with Endometrial Cancer

A 46-year-old female patient was referred to our hospital for further evaluation and treatment of endometrial cancer. The
curettage specimen revealed moderately-differentiated endometrioid adenocarcinoma of the uterine corpus. Computed tom-
ography and magnetic resonance imaging showed the diffuse proliferation of soft tissue in the retroperitoneal area, spreading
from the level of common iliac vessels up to renovascular level (Fig. 1), and extending along the inferior mesenteric artery
(Fig. 2, white arrow head). The present neoplasm was not typical for the lymph node metastasis of endometrial cancer, and it
raised the possibility of malignant lymphoma. We conducted surgical treatment for both endometrial cancer and exploration of
retroperitoneal neoplasm.

She underwent total abdominal hysterectomy, bilateral salpingo-ocophorectomy and biopsy of the retroperitoneal neoplasm
The endometrial cancer had superficial myometnal invasion macroscopically in the resected uterus, but in the retroperitoneal
space the yellowish soft tissue adhered to the abdominal aorta, the inferior vena cava and the common iliac vessels. It also
extended into the mesentery of the sigmoid colon. However, frozen section of the soft tissue revealed no malignancy, so she
did not undergo resection of the retropentoneal neoplasm.

The final pathological diagnosis was lymphangioma (Fig. 3). Lymphangioma is a rare benign neoplasm of the lymphatic
system, and retroperitoneal lymphangioma accounts for 1% of all lymphangiomas. Although the retroperitoneal lymphangioma
is a benign neoplasm, it may cause significant morbidity because of its invasive character and size. The patient has to be
followed up carefully not only for endometrial cancer but also for retropenitoneal lymphangioma.

Figure 1. Figure 2.

Michihiro Tanikawa and Takahiro Kasamatsu
Gynecology Division

National Cancer Center Hospiral

Tokyo, Japan

doi:10.1093/jjco/hyn051

@ The Author (2008). Published by Oxford University Press. All rights reserved



