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ABSTRACT

Background: Recurrence rates of FIGO stage IB-IIA and IIB-IVA cervical cancer 28-64 respectively. There is a scarcity of data on the recurrence recurrence pattern
for unusual sites and theirrecurrence pattern for unusual sites and its association with survival and prognosis.

Objective: To study overall survival in patients with distant metastasis compared to local and regional nodal metastasis.

Methods: A retrospective study was done from 1/1/2017 to 30/12/22. Cervical cancer patients post primary treatments were included. Survival was analyzed with
respect to 3 groups local, regional nodalconducted from 1/1/2017 to 30/12/22. Cervical cancer patients who had received primary post-primary treatments were
included. Survival was analyzed with respect to three groups: local, regional nodal, and distant metastasis.

Results: 225 patients had recurrences post-completion of primary treatment, of which 105 (46.6%)(46.6 %) had local, 46 (20.4%)(20.4 %) had regional nodal, and
74 (33.3 %) had distant recurrences. The median time for recurrence in local, regional nodal, and atypical recurrences were 9, 9, and 13 months (p value - <0.05),
respectively. Treatment included systemic chemotherapy 122 (54.2 %), metronomic therapy 19 (8.4 %), palliative radiotherapy 44 (19.5 %), palliative surgery 8
(3.5 %) and best supportive care 30 (13.3 %) patients. Median Time to treatment-death of patients after recurrence in local, nodal and distant recurrences was 17.0
months, 18.0 months and 10.0 months respectively (p value - < 0.05). Overall Survival of patients after primary treatment with local, nodal and distant recurrences
was 35.0 months, 47.0 months and 50.0 months respectively (p value <0.05).

Conclusion: Local recurrence is most common, followed by regional, nodal, and distant recurrences. Overall survival post recurrence was lowest for distant re-
currences and highest for local recurrences however overall survival after primary treatment completion was highest for distant recurrence due to the late presen;
however, tation of distant recurrences.

1. Background

Treatment of cervical cancer depends on the stage of the disease,
with surgery reserved for early stages and concurrent chemotherapy for
advanced stage. The results are very good, with minimal side effects,
with the advent of newer radiotherapy techniques [1-4]. Systemic
chemotherapy with palliative intent is administered when there is
distant metastasis [5].

Follow-up of treated patients is guided by clinical assessment with
diagnostic imaging performed when there is a clinical suspicion of re-
sidual or recurrent disease, preferably targeted as per the patient’s

complaints [6-9]. Histological confirmation is sought depending on
disease-free interval.

The recurrence rates of FIGO stage IB-1IA and IIB-IVA cervical cancer
are11 %to22 % and 28 % to 64 % respectively [6]. Some studies had
reported a recurrence rate in patients with advanced cervical cancer to
be as high as 70 % [7,10]. Most of the relapses usually occur in the first
two to three years after treatment completion [11-14].

Local and regional nodal metastases are common sites of recurrence
whereas distant metastases are rare. Cervical cancer recurrences can be
divided into two types —-Typical cervical recurrences (TCR) and Atypical
cervical recurrences (ACR). TCR include pelvic and regional nodal
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Fig. 1. Algorithmic approach of study design.

recurrences whereas ACR includes distant cervical metastasis[11]. In a
review of the literature, the estimated prevalence of organ site
involvement by metastatic cervical cancer was pelvic (75 %) or
para-aortic nodes (62 %), lung (33-38 %), liver (33 %), peritoneum (5
to 27 %), adrenal gland (14-16 %), intestines (12 %) and skin (10 %).
Treatment protocols for the management of recurrences vary depending
on the presenting sites. There is a scarcity of data on the pattern of
recurrence in atypical sites and prognosis.

The treatment of recurrent cervical cancer remains challenging and
the prognosis of patients with recurrent cervical cancer remains poor
with five year overall survival (OS) rate of less than 5 % despite
intensive therapy [12]. Treatment of recurrent cervical cancer depends
on the previous treatment, site of recurrence, extent of disease, duration
of primary treatment and performance status of patient. Concurrent
chemo-radiation, radical hysterectomy, pelvic exenteration and
chemotherapy are usual treatment options for TCR. Local radiation,
systemic chemotherapy and sometimes cytoreductive surgeries are the
possible treatment options for regional nodal recurrences. However
there are limited options for ACR and are limited to systemic chemo-
therapy. Recently Immunotherapy has been approved in the recurrence
setting of cervical cancer [13].

2. Objective

To study the overall survival in patients with atypical recurrences
(distant) compared with typical recurrences (regional nodal and pelvic
metastasis).

3. Methods

A retrospective observational study was carried out at a cancer
centre in North East India. Data was collected from Electronic medical
records (EMR), patient files, old medical records, and followed up sur-
vival was done by telephonic conservation. Data was collected from 1st
January 2017 to 30th December 2022. Patients who were diagnosed as
cervical cancer with histopathology diagnosis of squamous cell carci-
noma and adenocarcinoma were included. Any other histology was
excluded. Only patients who completed their primary treatment were
enrolled for the study. Patients who were stage IVB were excluded from
the analysis. All patients who had recurrence after completion of pri-
mary treatment were included in the study. They were divided into 3

groups based on the pattern of recurrences into local, nodal and distant
metastasis. Nodal and local recurrences were included in typical cervical
recurrences (TCR) and distant recurrences were included in atypical
cervical recurrences (ACR). Details which included Demographic and
clinical characteristics, stage, histology, primary treatment adminis-
tered, operative details, chemo radiotherapy given, recurrence and
treatment taken, and duration of survival were recorded. Bar diagram
and pie chart were used to describe the descriptive statistics. The chi-
square test was used to evaluate the association between categorical
variables.

Survival analysis was done using statistical software SPSS 29.0 for
Windows (SPSS Inc., Chicago, IL, USA). A p value less than 0.05 was
considered statistically significant at a 5 % level of significance. The
primary efficacy analysis of overall survival was performed with a two-
sided stratified log-rank test with a significance level of 0.05. The me-
dian time for disease recurrence (MDR) was calculated from completion
of primary treatment to first recurrence. The median time for overall
survival (OS) was calculated from the completion of primary treatment
to the last follow-up/death. Time to next treatment-death (TNT-D) was
calculated from the first recurrence to the next recurrence/death.

4. Results

Ethical clearance from the institutional ethics committee has been
obtained. As depicted in Fig. 1, A total of 1719 patients with cervical
cancer were registered over 53 months out of which 324 (18.8 %) pa-
tients did not complete their primary treatment. Among the patients
who had completed the treatment,414 (29.6 %) were disease free at a
median follow-up of 31 months, 468 (33.5 %) were lost to follow-up.
288 (20.6 %) died without any known recurrences as they were not
on regular follow and data was obtained on telephonic follow-up. A total
of 225 (16.2 %) patients who had documented cervical cancer re-
currences were included in the analysis. Of the 225 recurrences 105
patients (46.6 %) had local recurrences, 46 patients (20.4 %) had TCR
and 74 (33.3 %) had ACR.

It was that the median age of study population was 49.5 years (range
— 45-54 years), majority of patients were stage IIB, and squamous cell
carcinoma (SCC) was the most common histopathological group.

Pelvic recurrences were divided into central (cervix, vagina, bladder
and rectum) and lateral local recurrences (parametrium and lateral
pelvic walls). Out of the 105 local recurrences 46 patients had central
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Fig. 3. Time to next treatment-death (TNT-D) in local, nodal and distant recurrences.

recurrences and 59 had lateral recurrences. It was seen that in the
central recurrences group patients only 17.3 % accepted exenteration
and the rest received other modalities of treatment.

In regional nodal recurrences, most common site of nodal recurrence
was in iliac groups of lymph nodes (37 %) followed by paraaortic lymph
node recurrences (35 %).

We observed the sites of atypical recurrences were seen in lung, liver,
bone, omentum, pericardium, adrenal gland, stomach, oesophagus,
spleen, abdominal wall and breast. The most common site of atypical
recurrences was Lung (30 cases — 40.5 %), followed by liver (21 cases -
28.3 %), bone (15 cases - 20 %), omentum (7 cases - 9.4 %), adrenal
gland (4 cases - 5.4 %). These patients received systemic chemotherapy,
oral metronomic therapy or best supportive care depending on their
performance status.

The mean DFS in local, nodal and atypical recurrences was 9 months,
9 months and 13 months respectively as shown in Fig. 2.

It was observed that 195 patients received treatment in the form of
systemic chemotherapy 122 cases (54.2 %), oral metronomic therapy
19 cases (8.4 %), palliative radiotherapy 44 cases (19.5 %) and palli-
ative surgery 8 cases (3.5 %). The remaining 30 cases (13.3 %) patients
were managed with best supportive care because of their poor perfor-
mance status.

Median TNT-D of patients after recurrence in local, nodal and distant

recurrences was 17 months, 18 months and 10 months respectively as
shown in Fig. 3.

Overall Survival of patients after primary treatment with local, nodal
and distant recurrences was 35 months, 47 months and 50 months
respectively as shown in Fig. 4.

5. Discussion

Recurrence of cancer is equal distressing for patients, caregivers and
physicians. It is reported that five year survival rate ranges from 15 %
and 20 % [14]. Although various options are available for primary
treatment such as surgery, radiotherapy and chemotherapy, it is well
known that as recurrences occur this treatment options decreases.

We observed upto 324 cases (18.8 %) of our patient defaulted. This
could be attributed to the lack of knowledge and awareness and logistic
reasons, financial problems, long distance of travel to cancer dedicated
hospital, advanced stage of disease. Lack of awareness was also found in
other studies conducted from India, Pakistan and Zambia where
40-50 % of patients were unaware about the disease and its manage-
ment [15-17]. This signifies the importance of proper counselling and
knowledge distribution to patients and their relatives.

In was seen 288 patients (20.6 %) died without any known factor.
This could be associated with natural cause, old age and other
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Fig. 4. Total OS.

comorbidities or to the pandemic of COVID 19, which may also be
responsible for mortality especially with low immunity in cancer
patients.

According to Benedet JL et al., the recurrence rate of cervical cancer
is between 10 % and 20 % for International Federation of Gynaecology
and Obstetrics (FIGO) stages IB to IIA and 50 % to 70 % in locally
advanced disease (stages IIB-IVA) [14]. Although in our study recur-
rencerateis 16.1 % but this excludes practical confounders in the loss to
follow up group (33.5 %) and unknown cause of death (20.6 %) pa-
tients. This highlights the importance of enquiring proper follow up of
cancer patients.

Local or pelvis recurrences are most common site of involvement in
cervical cancer. Next most frequent sites of involvement by recurrent
cervical carcinoma are solid organ of abdomen [3, 9-10]. Similar find-
ings were also seen in our study with local recurrence (46.6 %), nodal
recurrence (21 %), liver (21 %) and bone (15 %) of cases.

In contrast the patients who had recurrences in the central pelvis
showed significantly longer survival than those with pelvic sidewall or
multiple recurrences. This is because the disease in more than half of the
patients who had recurrence in the central pelvis was salvageable by
hysterectomy [18]. According to study conducted by seizi et al., patients
who had lymph node recurrence showed significantly longer survival
than those with pelvic sidewall or multiple recurrences, which may have
been because it was salvageable by radiotherapy [18].

Pelvic exenteration usually represents the only therapeutic approach
with curative intent for patients with central pelvic failure who have
previously received irradiation [19].

In our study patients were deferred for exenteration surgery in 37
cases (80.1 %) of cases. The main reasons were social stigma, low so-
cioeconomic status, lower education status, lack of motivation and
stigma associated with diversion procedures like colostomy.

We found that lymph node metastasis are less common as compared
to pelvic or local recurrences, however they had more overall survival
after recurrences as compared to local and distant recurrences.

According to Cibula et-al, the prognosis of patients with recurrent
disease was very poor, with an estimated overall survival of 13-17
months [20]. Similar results were observed in our study. We observed
atypical recurrences occurred late which may be due to the good
response of local disease to treatment but in distant recurrence survival
was poor due to the involvement of multiple organs. Palliative

chemotherapy is the only option for atypical cervical recurrences.
Cisplatin is the most widely used drug with a response rate of 17-38 %
and a median overall survival of 6.1-7.1 months [21-25]. Overall sur-
vival was highest for atypical recurrences due to the late presentation of
atypical recurrence when compared to local and nodal recurrence.

6. Conclusion

Local pelvic recurrence was the commonest site of recurrence. Nodal
recurrence have better prognosis than atypical recurrences.
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