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From January 1990 to December 2004, the prognosis of 28 patients with stage Ibl
adenosquamous cell carcinoma (ASC) were assessed in comparison with those of
matched counterparts of pure adenocarcinoma (ADC) and squamous cell carcinoma
(SCC). The mean ages were 46.6, 48.3, and 48.5 years for patients with ASC, ADC,
and SCC, respectively. All the patients underwent radical hysterectomy with pelvic
lymphadenectomy and postoperative adjuvant therapy was given to the patients with
positive pathological risk.

The incidence of lymph node metastasis for ASC at 21.4% was not significantly
different from those for ADC (13.6%) and SCC (15.8%). There was also no
significant difference in the incidence of lymphatic or vascular space involvement
(LVSI) and depth of stromal invasion between three cell types. Since the tumor sizes
of all ASC cases examined in this study were less than 4cm, the prognoses were
compared among stage Ibl disease according to the classification system of the
International Federation of Gynecology and Obstetrics (FIGO). The overall 5-year
survival rates of stage Ibl ASC, ADC, and SCC were 82.4%, 92.4%, and 94.0%,
respectively, suggesting poor prognosis of ASC, but there was no significant difference.

Patients with stage Ibl ASC were retrospectively assigned to a low- or high-risk
group based on the surgical-pathologic factors including positive lymph node
metastasis, 2-4cm of tumor size, positive LVSI, and/or deep stromal invasion. While
all 9 patients in the low-risk group are alive without disease, 7 of the 19 patients in the
high-risk group developed recurrence. The overall 5-year survival rates were 100%
for a low risk group and 74.8% for a high-risk group, respectively, but this difference
did not reach statistical significance. However, the prognosis of high-risk patients
with lymph node metastasis was significantly (p=0.01) worse than low-risk group. The
present study suggests that ASC histology appears to carry a poor prognosis than SCC,
but low-risk group of stage Ibl ASC has a good prognosis without postoperative
adjuvant therapy.

Adenosquamous cell carcinoma (ASC) is composed of a malignant glandular component
and a malignant squamous component and accounts for 5 to 10% of all cervical carcinomas.
Recently, pure adenocarcinoma (ADC) of the cervix is increasing in incidence, with a higher

Phone: 81-0792-36-1038  Fax: 81-0792-36-8550  E-mail: s_yasuda@hirohata-hp.or.jp



S. YASUDA et al.

tendency in the young as compared with squamous cell carcinoma (SCC) (1) and ADC
histology is known to carry a poorer prognosis than SCC (2). However, since ASC has
been usually treated as one of the histological subtype of ADC, the independent prognosis of
ASC has not been well investigated. In this study, the independent prognosis of ASC
compared to that of pure ADC and SCC is analyzed by the recent experience of one
institution.

MATERIALS AND METHODS

From January 1990 to December 2004, we experienced 39 patients with ASC from stage
la to IVb. In this study, the prognosis of 28 ASC patients with stage Ib disease was
assessed in comparison with those of patients with ADC and SCC of the same stage. All
the patients underwent radical hysterectomy with pelvic lymphadenectomy and postoperative
adjuvant therapy was given to the patients with one of the combinations of risk factors such
as lymph node metastasis, lymphatic or vascular space involvement (LVSI), or 10mm or
more deep stromal invasion. Since the tumor sizes of all 28 ASC cases examined in this
study were less than 4cm, the prognoses were compared among the stage Ibl disease (81
patients with pure ADC and 266 with SCC) according to the classification system of FIGO.
Of 28 patients with ASC, 4 patients received neoadjuvant chemotherapy consisted of
irinotecan (60 mg/m?) + cisplatin (60 mg/m?) or irinotecan (100 mg/m?) + mitomycin C (10
mg/m?) prior to surgery. Postoperatively, 19 patients with one of the combinations of risk
factors received adjuvant therapy; 4 patients received postoperative chemotherapy consisted
of cisplatin+adriamycin+cyclophosphamide or etposide+cisplatin and 12 patients received
radiation therapy (45-50.4Gy) using external beam of linear accelerator, in which 4 patients
received concurrent chemoradiation with weekly nedaplatin.

Furthermore, patients with stage Ib1 ASC were retrospectively assigned to a low- or
high-risk group based on the surgical-pathologic factors as defined in Table 3 and prognosis
of both groups were compared.

Survival was calculated from the date of surgery to the date of last contact or death.
Life tables were computed using the method of Kaplan and Meier. The difference in
surgical-pathologic factors and survival was evaluated using log-rank test. P value of 0.05
was used to determine statistical significance.

Table 3. Comparison of low-risk group and high-risk group of ASC stage Ib1 cases

Adjuvant therapy  Recurrence

Negative Lymph node metastasis

+(p= -
Low-Risk Negetive LVSI (n=1)
group Tumor size <<20 mm ~(n=8) B
(n=9) Stromal invasion < 10 mm

(All of the above are reguired)

' ] Positive Lymph node metastasis  +(n=18) —[ +(n=7)
High=Risk  positive LVSI (n=11)
group Tumor size = 20 mm

n=19)

Stromal invasion = 10 mm —(n=1) -

(Either of the above is required)

10 LVSI: lymphatic or vascular space involvement
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RESULTS

Incidences of the surgical-pathologic risk factors were compared among three
histological types (Table 1). The incidence of lymph node metastasis was 21.4% (6/28) for
ASC, 13.6% (11/81) for ADC, and 15.8% (42/266) for SCC, suggesting higher incidence in
ASC, but there was no significant difference. Positive LVSI was found in 50.0% for ASC,
43.2% for ADC, and 56.8% for SCC, indicating no significant differences among
histological types. Tumor size and depth of stromal invasion are listed in Table 2. Since
the tumor sizes of all ASC cases examined in this study were less than 4cm, the prognoses
were compared among stage 1b1 disease of ADC and SCC.

The overall 5-year survival rates of stage Ib1 patients with ASC, ADC, and SCC were
82.4%, 92.4%, and 94.0%, respectively, suggesting poor prognosis of ASC, but there was no
significant difference (Fig 1).

In comparison between high- and low-risk groups of stage Ib1 ASC as defined in Table 3,
while all 9 patients in the low-risk group are alive without disease, 7 of the 19 patients in the
high-risk group developed recurrence. The overall 5-year survival rates were 100% for the
low risk group and 74.8% for the high-risk group, respectively, but this difference did not
reach statistical significance(Fig 2). However, the prognosis of high-risk patients with lymph
node metastasis was significantly (p=0.01) worse than low-risk group (Table 4, Fig 3).

Table 1. Incidences of the surgical-pathologic risk factors in three histological types of ASC, ADC, and
SCC stage b1 cases

Histology Number Age(Average) Lymph node metastasis LVsI

ASC 28 30-61(46.5) 21.4%(6) 50.0%(14>
ADC 81 26-75(48.3) 13.6%(11) 43.2%(35)
sCC 266 22-79(48.7) 15.8%(42) 56.8%(151)

ASC: adenosquamous cell carcinoma

ADC: adenocarcinoma

SCC: sguamous cell carcinoma

LVSI: lymphatic or vascular space involvement

Table 2. Tumor size and depth of stromal invasion in stage 1b1 ASC

Tumor size {n) stromal invasion (n)
9mm = 3 Bmm = 10
10~19 mm 9 6~ 9 mm 3
20~29 mm 7 10mm = 15
30~39 mm 9
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FIG 1. Five-year overall survival of patients with stage
Ib1 cervical carcinoma (ASC, ADC, and SCC)
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FIG 1

ASC: adenosquamous cell carcinoma
ADC: adenccarcinoma
SCC: squamous cell carcinoma

FIG 2. Five-year overall survival of patients with stage Ib1 ASC by low-risk versus high-risk groups
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FIG 3. Five-year overall survival of patients with stage 1h1 ASC by positive versus negative lymph
node metastasis
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Table 4. Comparison of surgical-pathologic factors and 5-year survival rate of ASC stage Ib1 cases

5-year survival rate (%) P value

Positive Lymph node metastasis (n=22) 49.9 j

Negative Lymph node metastasis (n=6) 94 4 0.01
Positive LVSI (n=19) 78.7

Negative LVSI (n=9) 88.9 :I— 0.06
Tumor size = 20 mm (n=15) 69.6

Tumor size <20 mm (n=13) 100.0 1 0.07
Stromal invasion £ 10 mm {(n=15) 68.4

Stromal invesion << 10 mm {(n=13) 100.0 j— 0.06

LVSI: lymphatic or vascular space involvement

DISCUSSION

Although the reported prognosis of ASC ranged from better to worse than pure ADC or
SCC (6-12), the recent reports emphasized that ASC cell type is more aggressive with a
poorer survival rate and atypical presentation than ADC or SCC cell types (13-14).

Gallup et al. found a marked decrease in survival in patients with ASC. The survival for
patients with ASC was 20% compared with 83% and 80% respectively, for patients with
SCC and with ADC. This decreased survival was significant at all stages of ASC. (9)

Saigo et al. confirmed the hypothesis that lesion size and stage are the significant clinical
factors in decreased prognosis for patients with ASC. (10)

Farley et al. (13) compared survival between 88 patients with ASC and 185 patients with
ADC. They described that when patients with early-stage (stage 1) were examined
separately, there was no statistically significant difference in the 5-year survival (ASC, 85%;
ADC, 89%). However, when patients with advanced-stage disease (stage II-1V) were
analyzed, ASC was associated with a significant decrease in median and overall survival as
demonstrated in previous reports. (9-12) They concluded that ASC histology appears to be
an independent predictor of poor outcome in patients with advanced cervical carcinoma and
this decreased survival may be related mainly to the histological grade of ASC.

Lea et al. (14) investigated poor prognostic factors of 230 patients with stage Ib1 cervical
adenocarcinoma including 65 patients with ASC histology. Patients were retrospectively
assigned to a low- or intermediate/high-risk cohort based on the surgical-pathologic criteria
of Gynecologic Oncology Group protocols 92 (15) and 109 (16). They showed the
significantly lower 5-year disease-free survival of 79% for low-risk ASC patients compared
to 96 % for other histologic subtypes and that ASC cell type was the only independent risk
factor of disease recurrence in the low-risk group.

In this study, the overall 5-year survival rates of stage 1b1 patients with ADC and SCC
were 92.4% and 94.0%, respectively. These are almost consistent with the 5-year survival
rates of 88.7% for ADC and 89.1% for SCC as described by FIGO Annual Report, 2003.

13



S. YASUDA et al.

Our patients with stage 1bl ASC showed 82.4% of the overall 5-year survival rate,
suggesting poorer prognosis of ASC than ADC and SCC, but there was no significant
difference. In comparison between a low- and high-risk group of stage Ibl ASC patients
assigned by one of the combinations of the surgical-pathological risk factors including
positive lymph node metastasis, 2-4cm of tumor size, positive LVSI, and/or deep stromal
invasion, the overall 5-year survival rates were 100% for a low risk group and 74.8% for a
high-risk group, respectively, but this difference did not reach statistical significance.
However, the 5-year survival rate of high-risk patients with lymph node metastasis was
49.9%, which was significantly (p=0.01) worse than low-risk group (Table 4, Fig 3). In
addition, 7 of the 19 patients in the high-risk group developed recurrence even after
postoperative adjuvant therapy. Five of the 7 patients who died of disease had distant
metastases with or without local recurrence, suggesting high incidence of distant metastasis
in ASC. This high incidence of distant metastasis may be related mainly to the histological
grade of ASC as emphasized in previous reports. (13, 14) In contrast, all 9 patients with
stage Ibl ASC in the low-risk group are alive without disease, even though none received
adjuvant therapy.

We conclude that ASC histology appears to carry a poor prognosis than SCC even in
early stage and in particular the prognosis of patients with lymph node metastasis is
significantly poor. However, low-risk group of stage Ibl ASC has a good prognosis
without postoperative adjuvant therapy.
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