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Background: Invasive adenocarcinoma (AC) is the second most common carcinoma of the uterine cervix; however, it is not
clear whether this histologic type influences survival outcomes.

Objective: To evaluate the survival outcomes of patients with invasive AC compared to those with squamous cell carcinoma
(SCC) inearly stage cervical cancer following radical hysterectomy.

Material and Method: A historical cohort study was conducted of 316 Thai women with cervical cancer clinical stage 1A2-
11A (120 AC and 196 SCC) who underwent radical hysterectomy from January 1 to December 31, 2000.

Results: With a median follow-up of 65.23 months, the estimated 5-year recurrence-free survival (RFS) and overall survival
(OS) for patients with AC did not significantly differ from those with SCC (90.3% vs. 93.1%, p = 0.301 and 90.9% vs. 93.5%,
p = 0.342 respectively). Using Cox regression analysis, cervical stroma invasion (CSI) and lymphovascular space invasion
(LVSI) were the significant prognostic factors for RFS, whereas CSI was the only significant prognostic factor for OS. Women
with AC who had two prognostic factors showed significantly lower 5-year RFS than those with SCC (69.5% vs. 86.3%,
p =0.035).

Conclusion: Survival and recurrence were not different for surgically treated cervical cancer in women with early stage AC

or SCC.
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Carcinoma of the uterine cervix is the fourth
most common malignancy in women worldwide®,
with an estimated 528,000 newly-diagnosed cases
and 266,000 deaths in 2012, Although the incidence
of cervical cancer has shown a relative decline over
the past 40 years, the relative proportion and absolute
incidence of cervical adenocarcinoma (AC) compared
with squamous cell carcinoma (SCC) have increased.
During the past decade, the incidence of
adenocarcinoma of the uterine cervix has increased from
approximately 5% to more than 25% of cervical
cancers®®),

Most of our knowledge of the treatment of
cervical cancer comes from studies in which the majority
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of the patients had SCC. No prospective study has
focused on treatment of AC as a sole histology, and it
remains controversial whether patients with AC have a
worse prognosis. It is not clear whether this histologic
type influences outcomes or spread patterns. Several
studies have described factors contributing to poor
prognosis of AC, including pelvic lymph node
metastasis, lymphovascular space invasion (LVSI),
histologic grade, tumor size, ovarian metastasis, low
sensitivity to radiation and diagnosis of bulky
tumor®®, Most studies have identified prognostic
factors in patients with AC of the uterine cervix who
underwent irradiation; however, the most effective
treatment for AC of the uterine cervix has not yet been
established. The standard treatment, which consists
of surgery and/or radiation therapy, is similar for patients
with cervical AC and those with SCC. Subset analysis
of 50 patients with AC from a randomized trial of stage
IB-11A cervical cancer appeared to reveal a significant
advantage for patients who had surgery, compared to
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those who had radiotherapy alone, in both overall
survival (OS) (70% vs. 59%, p = 0.05) and disease-free
survival (DFS) (66% vs. 47%, p = 0.02)®. Asystematic
review by the Cochrane Gynecological Cancer Group
recommended surgery for early stage AC of the uterine
cervix®. Therefore, patients with AC of the uterine
cervix should more frequently undergo surgery in order
to improve prognosis.

This retrospective study was undertaken to
compare the survival outcomes of patients with stage
IA2-11A invasive AC of the uterine cervix treated
with radical hysterectomy and those with SCC, and to
determine the prognostic factors.

Material and Method

The ethics committee of Rajavithi Hospital
reviewed and approved this study (No. 85/2009). The
medical records were reviewed of stage IA2-11A cervical
cancer patients who had been histologically diagnosed
with AC or SCC after radical hysterectomy and pelvic
lymphadenectomy (RHPLN) at Rajavithi Hospital
between January 1, 2000 and December 31, 2009.
Patients with history of pre-operative radiotherapy and/
or chemotherapy were excluded. Pathologic slides were
reviewed by 2 pathologists, one with 10 and one with
15 years’ experience, and histologic variables were
confirmed. If pathologic diagnoses were discordant,
the final agreement was a consensus reached by the
two pathologists. Tumors were staged according to
the International Federations of Gynecology and
Obstetrics (FIGO) clinical staging system of the uterine
cervix 2009, Tumor size was determined from the
pathologic slides, and depth of invasion (DOI) was
measured from the base of the surface epithelium to
the deepest malignant cells. LVSI was considered to be
present only if viable tumor cells were present inside
an endothelium-lined space within an area of stroma in
the uterine cervix. Uterine corpus invasion was defined
histologically as a tumor extending over the histologic
internal os and invading the endometrium and/or
myometrium of the uterine corpus.

The criteria for administration of post-
operative concurrent chemoradiation therapy (CCRT)
included positive lymph node involvement, inadequate
surgical margin, and parametrial invasion. Cisplatin at
a dosage of 40 mg/m? or carboplatin at a dosage of
target area under the concentration versus time curve
(AUC) of 2 mg/mL/min was given every week for six
cycles. Radiation therapy alone was given to patients
who refused chemotherapy or had poor performance
status. Whole pelvis radiation therapy (WPRT)
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consisting of external-beam irradiation of 50 Gy was
delivered to the whole pelvis with a 10-MV x-ray by
parallel-opposed anteroposterior fields or four-field box
technique. The daily fraction was 2.0 Gy, five fractions
per week. In case of para-aortic or common iliac node
metastasis, extended-field radiation therapy (EFRT)
was administered via box portals for 50 Gy with the
fractionation of 2.0 Gy daily, five fractions per week.
High-dose rate brachytherapy using vaginal colpostat
or cylinder with Iridium-192 source was given to
patients whose vaginal margin was not free from tumor.
The usual dose per fraction prescribed at 0.5 cm depth
from the vaginal stump was 6 Gy given in 3 fractions.

After completion of treatment, all patients
underwent follow-up evaluation every 3 months during
the first year, every 4 months during the second year,
then every 6 months until the fifth year, and every year
thereafter. Recurrence was defined either by pathologic
proof of recurrence or by imaging study showing
regrowth of the tumor or enlargement of lymph nodes.

Overall survival (OS) was defined as the
duration from the first day of surgical treatment until
death, regardless of the causes of mortality. Recurrence-
free survival (RFS) was calculated as the duration from
the first day of surgical treatment to the first time of
tumor recurrence or death. In the case of patients who
were lost to follow-up, RFS and OS data were censored
at the time of patients known to be still alive since the
last follow-up. For the patients alive at the time of the
study, survival data were right-censored at 31 December
2014.

Sample size calculation was based on the
formula for two sample comparison of proportion
using 1-tail alpha equal 0.05 and power 90%, n =
[Z,(2P(1-P))¥2+ Z ((P,(1-P )+P,(1-P,))"*J?/(P -P,)* ®2.
Overall survival of AC and SCC of the uterine cervix
from a study of Irie et al*® was used for calculation. At
least 113 participants per groups were needed, and 119
participants per groups were initially required to
compensate for the expected 5% dropout rate.

Statistical analysis was undertaken using
STATA 14 (StataCorp, College Station, TX). Participants’
baseline characteristics were described using frequency
and percentages for categorical data, and mean and
standard deviation (SD) for continuous data.
Clinicopathologic variables were compared using the
Chi-square test or the Student’s t-test when appropriate.
RFS and OS distributions were calculated by the
Kaplan-Meier method. Univariate and multivariate
survival analysis for the significant prognostic factors
of RFS and OF were executed with log-rank test and
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the Cox proportional hazards regression model. The
stability of the model was certified by using the
likelihood ratio purposeful selection step-backward
methods. Stratified Cox analysis was used for analysis
of effect modifiers compared between the AC and SCC
groups. A probability value of <0.05 was considered
statistically significant.

Results

During the study period, 326 patients with
stage IA2-11A cervical cancer histologically diagnosed
as AC or SCC underwent primary surgical treatment
including radical hysterectomy and pelvic
lymphadenectomy. Six patients histologically
diagnosed with adenosquamous carcinoma and four
with undifferentiated carcinoma were excluded. Finally,
316 patients, 120 (38%) with AC and 196 (62%) with
SCC, were included in this study.

The clinicopathologic and treatment
characteristics of the patients are summarized in
Table 1. The mean age of all patients at first presentation
was 46.1+8.8 years. There were no statistically
significant differences in term of age, clinical staging,
DOl, level of cervical stroma invasion (CSI), LVSI,
parametrium invasion and uterine corpus invasion. The
tumor size (mm) of the SCC group was significantly
higher than that of the AC group (25.4+15.2 vs.
19.0+11.8, p<0.001). Positive vaginal surgical margins
were found in two patients in the SCC group and one in
the AC group. Oophorectomy was performed in 70 AC
and 116 SCC patients. Ovarian metastasis was found in
only one patient (0.9%) in the SCC group. Histologic
diagnosis of AC included endocervical (108 cases),
endometrioid (6 cases), villoglandular (2 cases), clear
cell (2 cases) and signet ring cell type (2 cases).
Histologic diagnosis of SCC included keratinizing (33
cases), non-keratinizing (155 cases) and papillary type
(8 cases).

All 316 patients received pelvic lympha-
denectomy, and pelvic node metastasis was found in
10AC and 21 SCC patients (8.3% vs. 10.7%, p = 0.620).
While para-aortic node sampling was performed on 4
AC and 8 SCC patients, metastatic para-aortic nodes
were observed only in three of the SCC cases group.
All patients with para-aortic node metastasis had
accompanying pelvic node metastasis.

Forty-four patients with lymph node
metastasis, parametrial invasion and positive vaginal
resected margin received adjuvant CCRT. Sixteen
patients with deep CSI and/or LVSI and/or large
tumor size more of than 4 cm received WPRT. All 5
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Table 1. Patients’ characteristics and treatment outcomes
of clinical stage IA2-11A adenocarcinoma and
squamous cell carcinoma of the uterine cervix

Variables AC SCC p-value
(n=120) (n=196)

Age (years) 45.8+8.5 46.3+8.9  0.610

BMI (kg/m?) 24.8+3.2 24.3+2.7 0.128

Parity 2.9+1.3 24+12 0.129

FIGO clinical staging 0.070
1A2 6(5.00 18(9.2)

IB1 100 (83.3) 138 (70.4)
B2 10(8.3) 32(16.3)
A 4(33) 8(4.1)

Operation 0.662
Modified RHPL 1(0.8) 4(2.0)

RHPL 115 (95.8) 184 (95.8)
RHPL and para-aortic 4 (3.3) 8(4.1)
node sampling

Number of pelvic nodes 21.3+6.8 20.5+7.7  0.350

Number of para-aortic 1.3+0.5 4+25 0.055

nodes

Adjuvant therapy 0.572
WPRT 3(17.6) 13(29.5)

CCRT 12 (70.6) 28 (63.6)
CCRT + EFRT 2(11.8) 3(6.8)

Tumor size (mm) 19.0+11.8 25.4+15.2 <0.001*
<20 mm 68 (56.7) 75(38.3) <0.001*
20-39 mm 44 (36.7) 78(39.8)
>40 mm 8(15.8) 43(21.9)

Depth of invasion (mm) 0.245
<5mm 44 (36.7) 60 (30.6)
5-9.9mm 41 (34.2) 61(31.1)
>10 mm 35(29.2) 75(38.3)

Cervical stroma invasion 0.181
Inner third 62 (51.7) 90 (45.9)

Middle third 27 (22.5) 36(18.4)
Outer third 31(25.8) 70(35.7)

LVSI 30(25.0) 67(34.2) 0.111

Parametrium invasion 4(33) 18(9.2) 0.079

Uterine corpus invasion 6 (5.00 24(12.2) 0.053

Pelvic node metastasis 10(8.3) 21(10.7) 0.602

Values are presented as n (%) and mean + SD. * Significant at
p<0.05.

AC = Adenocarcinoma; BMI = Body mass index; CCRT =
Concurrent chemoradiation therapy; EFRT = Extended-field
radiation therapy; FIGO = International federation of
gynecology and obstetrics; LVSI = Lymphovascular invasion;
RHPL = Radical hysterectomy and pelvic lymphadenectomy;
SCC = Squamous cell carcinoma; SD = Standard deviation;
WPRT = Whole pelvis radiation therapy

patients with metastatic para-aortic or common iliac
nodes received EFRT. All 3 patients with positive
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vaginal resected margin were also given vaginal
brachytherapy.

The median follow-up period of surviving
patients was 65.23 months (5-122 months). The
estimated 5-year RFS and OS for patients with AC
did not significantly differ from that of patients with
SCC as shown in Fig. 1 (90.3% vs. 93.1%, p = 0.301;
90.9% vs. 93.5%, p = 0.342, respectively).

Stratified survival analysis compared the
clinicopathologic variables of the AC and SCC groups
(Table 2 and 3) and found that clinical staging, tumor
size, DOI, level of CSI, LVSI, uterine corpus invasion,
and adjuvant therapy were the significant prognostic
factors for RFS (Table 2), while for OS (Table 3) tumor
size, DOI, level of CSI, LVSI, pelvic node metastasis,
and adjuvant therapy were identified as the significant
prognostic factors. After adjusting clinicopathological
characteristics, the Cox proportional hazard regression
model identified LVSI and middle/outer third CSI
as independent prognostic factors for RFS, and middle/
outer third CSI for OS (Table 4). Stratified analysis
compared the clinicopathologic variables and number
of risk factors (LVSI, middle/outer third CSI) of the AC
and SCC groups and found a significant difference

SCC, 5-yrRFS 93.1% vs. AC, S-yr RFS 90.3%, p=0.301

12 24 36 48 84 96 108 120

60 72
A Time (months)

SCC, 54108 93.5% vs. AC, 5-y7 05 90.9%, p = 0.342

12 24 36 48 60 72 84 95 108 120
B Time (months)

AC = Adenocarcinoma; OS = Overall survival; RFS =
Recurrence-free survival; SCC = Squamous cell carcinoma

Fig.1  A) Recurrence-free and B) overall survival
curves of clinical stage IA2-11A adenocarcinoma
and squamous cell carcinoma of the uterine cervix

following radical hysterectomy.
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between RFS in patients with AC who had two risk
factors and those with SCC (5-year RFS; 69.5% vs.
86.3%, p = 0.035) (Fig. 2). However, there was no
significant difference between RFS in the AC and SCC
group when there were no risk factors, one risk factor,
and clinicopathologic variables.

Table 5 shows the recurrence rate of each
carcinoma group. Out of 120 patients with AC, 12 (10%)
suffered from tumor recurrence, and of the 196 patients
with SCC, 13 (6.6%) suffered tumor recurrence.
Locations of distant recurrence in 6 AC patients were
bone (2 cases), lung (1), peritoneal spread (1), inguinal
and para-aortic nodes (1), and inguinal and
supraclavicular nodes (1). The locations of distant
recurrence in 9 SCC patients were supraclavicular nodes
(4 cases), para-aortic nodes (2 cases), liver (1), bone (1)
and peritoneal spread (1). Although the locoregional
and non-nodal distant failures were higher in patients
with AC than in those with SCC, no statistically
significant difference was found between recurrence
rates and locations of initial failure sites in the two
groups.

Discussion

AC is the second most common carcinoma
of the uterine cervix®. Although most studies have
reported that AC carried a worse prognosis with
10 to 20% differences in 5-year OS compared with
SCC®81419 some studies have found that histologic
type had no significant effect on survival®®2, In the
present study, there was no significant difference
between RFS and OS rates in the AC and SCC groups.
Multivariate analysis identified LVSI and middle/outer
third CSI as independent prognostic factors for RFS,
while finding middle/outer third CSI as independent
prognostic factors for OS. These comparable survival
outcomes of AC and SCC were reported in studies
by Grisaru et al®®, Fregnani et al®, and Kasamatsu et
al®. In contrast, Yamauchi et al® showed that
histology of AC was an independent significant
prognostic factor for stage I-11 cervical cancer patients
compared with those with SCC. They also reported
that patients with AC who received postoperative
radiotherapy alone had a significantly poorer prognosis
than those with SCC.

Pelvic node metastasis in the AC and SCC
groups was not significantly different in the present
study, consistent with the studies of Davy et al®® and
Lee et al®, In contrast, some studies have reported
higher incidence of metastatic lymph nodes as a
particularly important prognostic factor in AC of the
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Table 2. Analysis of recurrence-free survival of clinical stage 1A2-11A cervical cancer stratified by histologic types of

adenocarcinoma and squamous cell carcinoma

Variables AC (n=120) SCC (n =196) HR 95% ClI p-value
n Event (%) n Event (%)

Overall 120 12 (10.0) 196 13 (6.6) 151 0.69, 3.32 0.301
Age (years) 120 12 (10.0) 196 13 (6.6) 1.00 0.96, 1.05 0.983
BMI (kg/m?) 120 12 (10.0) 196 13 (6.6) 0.96 0.83,1.11 0.565
FIGO staging

1A2-1B1 106 8 (7.5) 156 7(4.5) 1

1B2-11A 14 4 (28.6) 40 6 (15.0) 3.72 1.66, 8.35 0.001*
Tumor size (mm)

<20 mm 68 3(4.49) 75 2(2.7) 1

20-39 mm 44 7(15.9) 78 5(6.4) 3.20 1.12,9.14 0.030*

>40 mm 8 2(25.0) 43 6 (13.9) 6.53 2.06, 20.65 0.001*
Depth of invasion

<5 mm 44 1(2.3) 60 1(1.7) 1

5-9.9 mm 41 4(9.8) 61 3(5.0) 3.72 0.77,17.90 0.102

>10 mm 35 7(20.0) 75 9(12.0) 8.92 2.04,38.93 0.004*
Cervical stroma invasion

Inner third 62 1(1.6) 90 1(1.1) 1

Middle/outer third 58 11 (19.0) 106 12 (11.3) 12.29  2.89,52.25 0.001*
LVSI

Negative 90 3(3.3) 129 4(3.1) 1

Positive 30 9 (30.0) 67 9(13.4) 6.53 2.70, 15.77 <0.001*
Parametrium invasion

Negative 116 12 (10.3) 178 10 (5.6) 1

Positive 4 0 (0.0) 18 3(16.7) 2.20 0.65, 7.45 0.205
Uterine corpus invasion

Negative 114 9(7.9) 172 9(5.2) 1

Positive 6 3(50.0) 24 4 (16.7) 4.26 1.74,10.39 0.001*
Pelvic node metastasis

Negative 110 9(8.2) 175 11 (6.3) 1

Positive 10 3(30.0) 21 2(9.5) 2.64 0.99, 7.05 0.053
Adjuvant therapy

No 103 7(6.8) 152 8 (5.3) 1

Yes 17 5(29.4) 44 5(11.4) 3.32 1.48,7.45 0.004*

AC = Adenocarcinoma; BMI = Body mass index; Cl = Confidence interval; FIGO = International federation of gynecology
and obstetrics; HR = hazard ratio; LVSI = Lymphovascular space invasion; SCC = Squamous cell carcinoma

* Significant at p<0.05

uterine cervix compared to SCC. Irie et al*® reported a
significantly higher positive rate of lymph nodes in
patients with AC than in those with SCC of stage 1B-
11B disease (31.6% vs. 14.8%, p = 0.010). Nakanishi et
al® identified lymph node metastasis as a prognostic
variable for stage Ib AC of the uterine cervix. Five-year
OS and RFS of patients with AC in the presence of
lymph node metastasis were significantly poorer than
those with SCC (63.2% vs. 83.6%, p>0.001 and 47.4%
vs. 80.6%, p = 0.002 respectively). Shingleton et al®®
did not find a statistically significant difference between

J Med Assoc Thai Vol. 100 Suppl. 1 2017

survival in the two histologic types; however, subset
analysis suggested that AC patients with positive
nodes had a worse OS than SCC patients (33% vs.
76%, p<0.001). This discrepancy is probably due to the
number of patients, the difference in histological
subtypes of AC, stage and adjuvant treatments.
Ovarian metastasis of AC was not found in
the present study. Only one case of ovarian metastasis
was observed in the SCC group: this patient was in
FIGO stage IB2 accompanied with pathological
parametrium invasion, uterine corpus invasion and
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Table 3. Analysis of overall survival of clinical stage IA2-11A cervical cancer stratified by histologic types of adenocarcinoma

and squamous cell carcinoma

Variables AC (n=120) SCC (n=196) HR 95% CI p-value
n Event (%) n Event (%)

Overall 120 11(9.2) 196 12 (6.1) 149  0.66,3.38 0.342
Age (years) 120 11 (9.2) 196 12 (6.1) 0.98  0.93,1.03 0.434
BMI (kg/m2) 120 11(92) 196  12(6.1) 090 0.77,1.05 0.171
FIGO staging

1A2-1B1 106 9(85) 156 8 (5.1) 1

IB2-11A 14 2(143) 40 4(100) 197 0.77,1.08  0.159
Tumor size (mm)

<20 mm 68 3(4.4) 75 2(27) 1

20-39 mm 44 7(15.9) 78 6(7.7) 342  1.20,9.75 0.021*

>40 mm 8 1(125) 43 4(9.3) 414  1.15,1487  0.029*
Depth of invasion

<5mm 44 1(2.3) 60 0(0.0) 1

5-9.9 mm 41 3(7.3) 61 5(8.2) 7.67 0.96,6153 0.055

>10 mm 35 7(20.0) 75 7(9.3) 1571 2.05,120.68 0.008*
Cervical stroma invasion

Inner third 62 1(1.6) 90 1(1.1) 1

Middle/outer third 58  10(17.2) 106  11(104) 1120 2.61,48.04  0.001*
LVSI

Negative 90 4 (4.4) 129 5(3.9) 1

Positive 30 7(23.3) 67 7(10.4) 3.89 1.65,9.16 0.002*
Parametrium invasion

Negative 116 11(95) 178  10(5.6) 1

Positive 4 0(0.0) 18 2(11.1) 129 0.30,5.65 0.732
Uterine corpus invasion

Negative 114 9(7.9) 172 10 (5.8) 1

Positive 6 2(33.3) 24 2(8.3) 236  0.79,7.09 0.125
Pelvic node metastasis

Negative 110 8 (7.3) 175 9(.1) 1

Positive 10 3(30.0) 21 3(14.3) 3.75  1.46,9.59 0.006*
Adjuvant therapy

No 103 6(5.8) 152 8(5.3) 1

Yes 17 5(29.4) 44 4(9.1) 313 1.34,7.29  0.008*

AC = Adenocarcinoma; BMI = Body mass index; Cl = Confidence interval; FIGO = International federation of gynecology
and obstetrics; HR = hazard ratio; LVSI = Lymphovascular space invasion; SCC = Squamous cell carcinoma

* Significant at p<0.05

pelvic node metastasis. In contrast, in 1,347 stage I-11B
cervical cancer patients, Shimada et al® found more
frequent ovarian metastasis in patients with AC than
in those with SCC (5.31% vs. 0.79%, p<0.001).

There were no significant differences between
the recurrence rates and sites in the patients in the
two histological groups, which were classified into
locoregional and distant recurrences in this study;
however, patients with AC were identified as having
higher distant non-nodal metastasis than those with
SCC, whereas patients with SCC were identified as
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having higher distant nodal metastasis. A similar
finding was reported in a study by Shimada et al®. In
SCC with distant recurrence, 8 of 9 patients had
recurrence of extrapelvic lymph nodes, whereas, in
AC with distant recurrence, 7 of 9 patients had
hematogenous metastasis, suggesting that routes of
spread may differ: SCC predominantly disseminates
lymphatically, whereas AC may do so hematogenously.
Although further investigation is still needed, taking
into account data in the present study and the previous
literature, radical hysterectomy followed by adjuvant
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Table 4. Multivariate Cox proportional hazards model for recurrence-free and overall survival of clinical stage 1A2-11A
adenocarcinoma and squamous cell carcinoma of the uterine cervix following radical hysterectomy

Variables RFS (OF]
Adjusted 95% ClI p-value Adjusted 95% ClI p-value
HR HR
Histology
ScC 1 1
AC 1.94 0.88,4.27 0.100 1.73 0.76,3.94 0.189
Cervical stroma invasion
Inner third 1 1
Middle/outer third 6.81 1.45,31.86 0.015* 10.93 2.55,46.79 0.001*
LVSI
Negative 1 1
Positive 3.16 1.24,8.05 0.016* 1.72 0.71,4.18 0.229

AC =Adenocarcinoma; Cl = Confidence interval; HR = Hazard ratio; LVSI = Lymphovascular space invasion; OS = Overall

survival; RFS = Recurrence-free survival
* Significant at p<0.05

1.00

0.904

0.00 T T
0 12 24

T T T T T T T T
36 48 60 72 84 96 108 120
Time (months)

————— SCC, no risk factor
— = = AC., no risk factor
— — — S8CC, one risk factor
—--— AC, one risk factor
SCC, 2 risk factors
AC, 2 risk factors

AC = Adenocarcinoma; SCC = Squamous cell carcinoma

Fig. 2  Recurrence-free survival stratified by risk factors

(lymphovascular space invasion and cervical stroma
invasion).

therapy is still considered the standard treatment option
for early stage AC of the uterine cervix with equivalent
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results for SCC. In this study, presence of two risk
factors in patient with AC had interaction effect on
RFS. The 5-year RFS in patients with AC who had both
LVSlI invasion and middle/outer CSI was significantly
lower than in those with SCC. Therefore, the criteria for
the option of adjuvant therapy in patients with AC
may differ from its choice for those with SCC. Additional
adjuvant chemotherapy is suggested for patients
with AC who have two risk factors and should be
investigated in a prospective study.

Conclusion

Survival and recurrence rates were
comparable for surgically treated cervical cancer in
patients with early stage adenocarcinoma and those
with squamous cell carcinoma. The independent
significant risk factors for tumor recurrence were
positive LVSI and middle/outer third CSI.

What is already known on this topic?

AC is the second most common carcinoma of
the uterine cervix and the relative proportion of AC has
increased in recent years. The prognoses and survival
outcomes remain controversial as to whether patients
with AC have a worse prognosis than those with SCC.

What this study adds?

The survival outcomes of patient with early-
stage AC of uterine cervix are not significant different
from those with SCC. LVSI and level of CSI are the
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Table 5. Recurrence rates of clinical stage 1A2-11A adenocarcinoma and squamous cell carcinoma of the uterine cervix

following radical hysterectomy

Recurrence AC (n=120) SCC (n=196) p-value
Total recurrence (%) 12 (10.0) 13 (6.6) 0.282
Locoregional recurrence (%) 10 (8.3) 7 (3.6) 0.069
Vagina 4* 2
Pelvis 8 5
Distant recurrence (%) 6 (5.0) 9 (4.6) 0.869
Nodal extra-pelvis 2 6
Non-nodal extra-pelvis 4 3
AC = Adenocarcinoma; SCC = Squamous cell carcinoma
* 2 cases found both vagina and pelvic recurrence
significant prognostic factors of RFS; however, patients 21:1031-7.

with AC who have two risk factors exhibit the interaction
effect on RFS. Recurrent patterns are different in patients
with AC and those with SCC, and AC predominantly
disseminates hematogenously whereas SCC does so
lymphatically.
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