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The histopathological predictor factors in the recurrence of cervical
carcinoma stage IB — ITA after radical hysterectomy

Deri Edianto’, Emil Taufik', M. Farid Aziz"

Abstrak

Penelitian ini dilakukan untuk mengetahui angka kejadian (insidens) kekambuhan kanker serviks stadium IB — lIA pasca histerektomi
radikal dan faktor-faktor yang mempengaruhinya. Penelitian bersifat kohort retrospektif untuk melihat kekambuhan kanker serviks
stadium IB — ITA yang dihisterektomi radikal pada 68 penderita. Akan tetapi pemeriksaan ulang histopatologik hanya dilakukan pada
58 kasus yang memenuhi kriteria penelitian. Terhadap 58 kasus ini dilakukan pemeriksaan ulang histopatologik yang meliputi
penilaian tipe histopatologik, diferensiasi, sebukan sel radang, invasi ke parametrium, limfe-vaskuler, sayatan vagina, endometrium
dan kelenjar getah bening (KGB), serta kedalaman invasi stroma. Insidens kekambuhan dalam waktu dua tahun pasca histerektomi
radikal 30,8% atau 21 dari 68 kasus. Sembilan (75%) dari 12 kasus dengan invasi KGB mengalami kekambuhan dibanding 10
(21,7%) dari 46 kasus tanpa invasi KGB (P = 0,0004). Dari 11 kasus dengan karsinoma adenoskuamosa, 8 diantaranya mengalami
kekambuhan (P = 0,01). Selain itu, hanya satu dari 12 kasus dengan kedalaman invasi stroma <5 mm yang mengalami kekambuhan,
dibanding 18 kekambuhan dari 45 kasus dengan kedalaman invasi stroma >5 mm (P = 0,02). Secara statistik Jaktor-faktor klinik
seperti paritas, stadium, dan besar lesi tidak mempengaruhi kekambuhan secara bermakna, demikian pula dengan faktor patologik
lainnya, seperti diferensiasi, sebukan sel radang, invasi ke parametrium, limfe-vaskuler, sayatan vagina dan endometrium. Pada
insidens kekambuhan pasca histerektomi radikal dalam 2 tahun pertama, faktor risiko patologik yang berpengaruh adalah invasi
KGB, karsinoma adenoskuamosa, dan kedalaman invasi stroma. (Med J Indones 2001 ; 10: 79-83)

Abstract

The aim of this study is to know the incidence of cervical carcinoma stage IB — IIA recurrence after radical hysterectomy and the
histopathologic factors which are related to it. This was a retrospective cohort study involving 68 patients with recurrence cervical
carcinoma stage IB — IIA who underwent radical hysterectomy. However, there were only 58 cases which fulfilled the study criteria,
and therefore were evaluated histopathologically. The histopathologic evaluation consisted of differentiation, inflammatory reaction,
lymph-vascular permeation, invasion to the vagina incision margin, and to endometrium, lymph nodes metastasis, and the depth of
stromal invasion. The incidence of the cervical carcinoma stage IB — I1A recurrence 2 Years after radical hysterectomy was 30.8% (21
out of 68 cases). The recurrence occurred in nine (75%) out of 12 cases with lymph node metastasis, compared to 10 (21.7%) out of 46
cases without lymph node metastasis (P = 0.0004). In addition, eight out of 11 adenosquamous carcinoma cases had recurrence (P =
0.01). There was only one out of the 12 cases with the depth of stromal invasion of < 5 mm that had recurrence compared to 18 out of
45 cases with stromal invasion of > 5 mm (P = 0.02). The clinical Jactors such as parity, staging, size of the tumor were not
statistically significant. The other pathologic factors such as differentiation, inflammatory reaction, and parametrial, vagina incision
margin and endometrial invasion were not statistically significant. The incidence of the recurrence of cervical carcinoma within 2
years after hysterectomy was related to the pathological risk factors i.e. lymph node metastasis, adenosquamous cell carcinoma and
the depth of stromal invasion. (Med J Indones 2001; 10: 79-83)
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people about cervical cancer tends to increase the
detection of the disease in early stage and in younger
age, and also to increase the operative management
rather than radiation to maintain the hormonal function.

However, the incidence of recurrence after radical
hysterectomy is still about 10 — 20%. Almost all the
recurrent patients ceased within a’year. Therefore,
adjuvant radiotherapy or chemotherapy is advocated
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for high risk cases to reduce the recurrence rate. There
were some factors considered in giving adjuvant
radiotherapy or chemotherapy, such as Iymph node
metastases, lymph vascular permeation, parametrial
invasion, invasion to the margin of the vagina
incision, invasion to endometrium, histopathologic
typel,mdifferentiation, the depth of stromal invasion,
etc.

The aim of this study is to know the incidence of
cervical carcinoma stage IB — IIA recurrence after
radical hysterectomy and the histopathologic factors
which are related to it.

METHODS

This retrospective cohort study was conducted in
Cipto Mangunkusumo Hospital, involving patients
who underwent radical hysterectomies for cervical
carcinoma stage IB — IIA, from January 1992 to
December 1995.

Inclusion criteria

- Cervical cancer stage IB - IIA

- First therapy was radical hysterectomi

- With / without post surgery adjuvant therapy.

- At least came for follow up at the 24™ month post
surgery when there was no reccurence.

- The aim of radical surgery was reached
macroscopically and microscopically.

- When the aim of radical surgery was not reached,
at least there was a clinically or microscopically
tumor free period after adjuvant therapy.

Exclusion criteria

- Medical record was not found

- Got neoadjuvant therapy before radical surgery

- Reevaluation of histopathologic slide cannot be
done (missing or damaged slide)

- Preparation to surgery and/or follow up were not
done in RSCM.

Follow up was done each time the patient came until
the last follow up (at the 24™ month).

Adjuvant therapy was given when a condition below
was found i.e.:

- histopathological finding: adenocarcinoma

- lymph - vascular permeation

- the border of incision was not tumor free

- pelvic lymph node invasion
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- parametrium invasion
- poor differentiation

The adjuvant therapies given were pelvic irradiation,
chemoradiation (using MMC + 5FU) or chemotherapy
alone: The type of the adjuvant therapy given was
based on the ASEAN trial on carcinoma of the cervix
protocol at that time. Each of the cases that fulfilled
the criteria received an adjuvant therapy, and the
therapy was chosen randomly.

The medical record of the patients were reviewed and
the data collected were: age, education, occupation,
parity, stage of carcinoma and tumor size. The
pathologic slides were reexamined to see the
histopathologic type, differentiation, the inflammatory
cell reaction, the depth of cervical stromal invasion,
parametrial invasion, invasion to endometrium, lymph
vascular permeation, pelvic lymph node metastasis,
and invasion to the margin of vagina incision.

The data was analyzed in the department of
community medicine, Faculty of Medicine, University
of Indonesia, to recognize the risk factors for the
recurrence of the disease.

RESULT

There were 108 cases of cervical cancer stage IB — IIA
that underwent radical hysterectomies from January
1992 to December 1995. However, the evaluation of
the medical record and reexamination of the surgical
specimen histopathologically showed that only 94
cases matched to cervical cancer stage IB - IIA.

Age, parity, and occupation

The mean of the patients age was 38.8 (SD 65) years
old and the median was 38 years old. The youngest was
28 years old, and the oldest was 56 years old. The parity
varied between 0 - 9. However, most of the patients
(27.6%) had parity 4. Most of the patients (82.8%) were
house-wives and the rest (17.2%) were labourer. Parity,
staging and tumor size were not statistically significant
in increasing the incidence of recurrence.

Histopathologic type

During that period, there were 68 cases which were
followed up to 24 months post operatively, but there
were only 58 cases which fulfilled the inclusion
criteria and were evaluated histopathologically. The
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distribution of histopathologic profile according to the
recurrence is shown in Table 1.

Twenty one (30.8%) out of 68 cases which were
followed up to 24 months post operatively, with or
without adjuvant therapy, had recurrent carcinoma.

Eight out of 11 adenosquamous carcinoma cases had
recurrence within 24 months, and there were 2
additional recurrent cases after 25 months. The rest |
case was well controlled until 57 months of follow up.

Table 1. The distribution of histopathologic profile according
to the recurrence

Histopathologic profile Norecurrence  Recurrence P Value

Histology 0.01
Squamous 9 7
Adenocarcinoma 14 4
Adenosquamous 3 8
Mixed 3 -

Differentiation 0.83
Well 11 4
Moderate 18 10
Poor 10 5

Inflammatory cell radiation 0.47
Mild 11 4
Moderate 14 10
Severe 14 5 N

Parametrial invasion 0.14
(+) 3 4
) 36 15

Lymph vascular permeation 0.13
) 9 8
“) 30 11

Invasion to the margin of 0.98

vagina
(+) 2 1
) 37 18

Invasion to endometrium 0.19
+) 1 2
-) 38 17

Lymph node metastasis 0.0004
+) 3 9
) 36 10

The depth of stromal invasion 0.02
<5 mm 12 1
>5 mm 27 18
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operation. This case did not received adjuvant therapy
because there was no risk factor.

Adjuvant therapy

There were only 58 cases which fulfilled the study
criteria. From these 58 cases, there were 6 recurrent
cases out of 20 cases receiving adjuvant radiotherapy,
4 recurrent cases out of 10 cases receiving adjuvant
chemoradiation, 2 recurrent cases out of 3 cases
receiving adjuvant chemotherapy, and 7 recurrent
cases out of 25 cases without adjuvant therapy.

After the 24 months follow up, there was 1 more
recurrent case in the adjuvant chemoradiation group
which occurred in the 31" month post operatively. The
rest 5 cases in that group with no lymph node metastasis
were well controlled until 87 months of follow up.

The risk factor (in 4 out of 6 recurrent cases receiving
adjuvant radiotherapy, and in 3 out of 4 recurrent
cases receiving adjuvant chemoradiation) was lymph
node metastasis. However, the recurrent cases with
adjuvant chemotherapy showed no lymph node
metastasis.

The result of multivariate analysis was shown in Table 2.

Table 2. Multivariate analysis of factors in relation to the
recurrence. *

Lymphnode metastasis

Nine (75%) out of 12 cases with lymph node
metastasis had recurence within 24 months, and 2
more cases in the 30" and 31* month. The rest 1 case
was well controlled until the 43 months of follow up.

Stromal invasion

In the group of patients with < 5 mm stromal
invasion, 1 patient suffered from distant metastasis in
the inguinal & coli lymph node 4 months after the

Number of Number of P Value
recurrence cases

Stage 0.27
IB 18 47
I1A 1 11

Invasion to endometrium 0.52
+) 2 3
-) 17 55

Lymph vascular permeation 0.57
+) 8 17
) 11 41

Lymph node metastasis 0.004
) 9 12
- 10 46

Parametrial invasion 042
) 4 i
-) 15 51

The depth of stromal invasion 0.30
<5 mm 1 13
> 5 mm 18 45

Histology 0.72
Squamous 7 26
Adenocarcinoma 4 18
Adenosquamous 8 11
Mixed - 3

* Analysis was done on data that showed P value of < 0.2 on bivariate
analysis
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DISCUSSION

The mean of the patients age in this study was 38.8
years old and the median was 38 years old, which
were younger than those in other studies i.e. 43.5 — 54
years old. It was also not older than those patients
with adenocarcinoma, whose youngest age was 37.5
years old.'*1

There were 21 (30.8%) recurrent cases out of 68 cases
in the 2 years post surgery evaluation. The rest 26
cases were lost in follow up. If we estimate about
80% of the recurrences occurred within the first 2
years, there will be 38.5% recurrent cases within 5
years. This number is quite high compared to those
reported by other workers. It is a pity that up to now
there is no effective treatment to deal with these
recurrences. This high recurrent rate was not only
affected by the histopathologic factors, but also the
inadequacy in understanding the disease that made the
patient refused the adjuvant therapy.

In this study, the adenocarcinoma cases tended to
have recurrence, 8 out of 11 cases had recurrence
within the first 2 years. No recurrence was observed
in the 3 cases with mixed histopathologic type.
Therefore, the histopathologic type between adeno-
squamous carcinoma and mixed adenocarcinoma with
squamous cell carcinoma need to be differentiated.
Patients with risk factors i.e parametrial invasion,
invasion to the margin of vagina incision, and/or
invasion to endometrium responded well to adjuvant
radiotherapy. Lymph node metastasis played an
important role in the recurrence in this study. Nine
(75%) out of the 12 cases with lymph node metastasis
had recurrence within the first 2 years and it becomes
11 (91.6%) in the 31" month. Ten out of these 11
recurrent cases received either adjuvant radiotherapy
or adjuvant chemoradiation. In the group without
lymph node metastasis, there were only 10 (21.7%)
out of 46 cases who had recurrence. Other studies
even reported a smaller recurrent number.

Distant recurrence were found in 8 out of the 11
recurrent cases with lymph node metastasis. Four of
the distant recurrent cases received adjuvant
chemoradiation. Chemoradiation (MMC 5FU) was
not effective to patient with distant metastasis. The
deep of stromal invasion also played an important role
in the recurrence. There was only 1 out of 13 cases
with < 5 mm stromal invasion who had recurrence,
while 2/3 of the cases with > 5 mm stromal invasion
had recurrence.
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Radiation is chosen as the adjuvant therapy for high
risk cases. However, this modality is unable to
prevent the recurrence of disease 100%. In general,
fatality was the end in the recurrent cases. Some
workers attempted to modify the adjuvant
radiotherapy in combination with chemotherapy.
Zanetta G et al reported the adjuvant chemoradiation
using vincristine, bleomycin, mitomycin C and cis-
platin for 28 cases with lymph node metastasis,
parametrial invasion and vascular permeation."® The
cases were followed up to 70 months; no recurrence
in 15 cases; 2 patients quitted adjuvant therapy
because of the complication. However, studies from
other workers showed there was no effect of adjuvant
chemoradiation to the recurrence and survival rate.'®"

In this study, the adjuvant radiation and the adjuvant
chemoradiation (MMC + 5FU) showed no difference
in the results. The adjuvant therapies were unable to
prevent recurrences in cases with lymph node
metastasis. In addition, the schedule of 5FU
administration was quite complicated for the sub-
educated patients who came to Cipto Mangunkusumo
Hospital, and would affect the compliance of patient.

The relation of the location of recurrence to the
histopathologic type or adjuvant therapy was not
further analyzed because the number of cases was
small. However, there was a report which stated that
the distant recurrence rate in the adjuvant chemo-
therapy group was smaller than those in the adjuvant
radiotherapy group.4 Sardi et al reported that
neoadjuvant PVB could reduce the central recurrence
but not the distant recurrence."

In conclusion, there were 30.8% recurrent cases
within the first 2 years in the 68 radical
hysterectomies cases done in Cipto Mangunkusumo
Hospital, between January 1992 and December 1995.
Adenosquamous carcinoma tended to have recurrence,
and almost all of the cases with lymph node
metastasis had recurrence. Distant recurrence tended
to occur in those cases, and adjuvant chemoradiation
was unable to prevent it. However, cases with < 5 mm
stromal invasion seldom had recurrence.
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