
Conclusion* This case posed diagnostic and management
dilemmas whether it is purely a cancer of the cervix or still
representing an intestinal primary. The cancer is not HPV
related so it can slip through the net of cervical screening and
the main distinguished clinical feature was profuse mucus vagi-
nal discahrge which greatly reduced after radiotherapy. The
combination of neoadjuvant chemotherapy follwed by surgery
was successful in this case. These enteric type cervical cancer
represent a rare heterogenous group of cancers with variable
presenations and prognosis.
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Introduction/Background* Cervical cancer (CC) remains the
fourth most common and lethal cancer type in women; there-
fore, a comprehensive understanding of the underlying mecha-
nisms and development of novel diagnostic, prognostic and
therapeutic approaches are critical steps for improving CC
management. We have previously performed a detailed compa-
rative proteomic analysis between HeLa, SiHa and CD33A
CC cell lines and the normal cervical keratinocytes HCK1T
cells (Pappa et al, Oncol Rep. 42:1441, 2019) aiming to eluci-
date novel and potential therapeutic targets. Among hundreds
of deregulated proteins between cancer and normal cell lines,
LIMA1 or EPLIN, a protein decreased or lost in neoplasia,
was statistically downregulated in all CC cell lines. Since
LIMA1 role in CC is not fully elucidated yet, we aimed to
downregulate its expression in HCK1T cells and assess the
putative induction of cancer characteristics, such as increased
proliferation, migration and invasion. Additionally, we studied
the global m6A RNA methylation pattern in the presence and
absence of LIMA1, aiming to highlight a potential role of epi-
transcriptomics in cancer onset and progression.
Methodology We downregulated LIMA1 expression in the
HCK1T cell line using a lentiviral vector (LV) carrying a
shRNA for either LIMA1 (shLIMA1) or no target (shNT) at a
multiplicity of infection (MOI) 25. Following LIMA1 quantifi-
cation both at protein and mRNA level, we assessed prolifera-
tion, invasion, migration and colony formation efficiency in
shNT or shLIMA1 LV-transduced HCK1T cells. Proliferation
was assessed using CCK8, while invasion and migration using
Transwell®, with or without matrigel-coated inserts, respec-
tively. Qualitative and quantitative assessment of m6A RNA
methylation was done by qPCR and colorimetric EpiQuick®

kit respectively.
Result(s)* Transduction with shLIMA1 LV led to a 98% mean
decrease of LIMA1 expression (n=3), leading to a 126%
(p=0.021, n=3) and 103% (p=0.0091, n=3) increase in
migration and invasion respectively, while we did not observe
any difference in cell proliferation and colony formation effi-
ciency. Preliminary data regarding m6A RNA methylation
point towards a slight increase following LIMA1 knockdown.
Conclusion* LIMA1 may play an important role in cancer
progression and metastasis and can set the grounds for novel
and personalised therapy treatments for CC patients.
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Introduction/Background* LIMA1 or EPLIN is a cytoskeleton-
associated protein involved in cytoskeleton regulation and
dynamics, by inhibiting actin filament depolymerization and
cross-linking filaments. The role of LIMA1 has been investi-
gated in several malignant diseases including prostate, esopha-
geal, breast and ovarian cancer. Its expression is often lost or
aberrant in tumor cells leading to aggressive phenotypes. The
aim of this study was to systematically assess the expression
of LIMA1 in cervical cancer.
Methodology Immunohistochemical analysis using anti-EPLIN
antibody was performed in 22 cases of cervical intraepithelial
neoplasia, 14 cases of adenocarcinoma including one case with
mucinous and one case with endometrioid adenocarcinoma, 5
cases of adenosquamous carcinoma, 25 cases of squamous cell
carcinoma and 11 normal samples. The correlation of LIMA1
aberrant expression and disease progression was performed
using the medical records of patients. Clinical samples of nor-
mal and tumor tissues were surgically excised, following an
informed consent from all participants.
Result(s)* The levels of LIMA1 expression were low for
healthy specimens, and limited to the cells of the basal mem-
brane. LIMA1 expression showed a slight increase in the
cases of intraepithelial neoplasia; however, it was quite low
in cells displaying a HPV cytopathic effect (koilocytosis). On
the contrary, the LIMA1 levels of both cytoplasmic and cell-
membrane staining were significantly increased in the cases
of adenocarcinoma and squamous cell carcinoma. Lastly,
LIMA1 was highly expressed in undifferentiated, non-kerati-
nizing, squamous cell carcinoma associated with poor
prognosis.
Conclusion* Our results demonstrate that LIMA1 is differen-
tially expressed not only in normal and cervical cancer tissues,
but also in precancerous lesions and malignant cervical neopla-
sia, highlighting its role in cervical cancer progression and its
potential exploitation as a prognostic factor.
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Introduction/Background* RNA modifications play a key role
in the regulation of gene expression. Among them, N6-
methyladenosine (m6A) is the most prevalent mRNA modifi-
cation. m6A methylation modulates the gene expression by
influencing numerous aspects of mRNA metabolism, includ-
ing pre-mRNA processing, nuclear export, and translation.
Many studies have demonstrated the importance of m6A-
mediated post-transcriptional gene regulation in numerous
physiological and pathophysiological processes, especially in
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tumorigenesis. This modification is dynamically modulated
by proteins such as methyltransferases (writers), demethy-
lases (erasers) and, recruitment of m6A-binding proteins
(readers). In this study we investigated the different m6A
methylation patterns between HeLa, SiHa and C33A cervi-
cal cancer (CC) cell lines and normal HCK1T cervical kera-
tinocyte cells.
Methodology Gene expression levels of writers (METTL3,
METTL14 and WTAP), erasers (ALKBH5 and FTO), and
readers (IGF2BP-I, YTHDF1 and HNRNPA2B) was deter-
mined at mRNA and protein level by qPCR and Western blot,
respectively. The quantification of RNA methylation was per-
formed by colorimetric assay using the EpiQuick® methylation
kit.
Result(s)* The expression of METTL3 and METTL14 meth-
yltransferases in C33A cells was significantly higher
(p=0,0274 and p=0,0343, respectively) while a statistically
significant increase was observed for both SiHa and HeLa
for WTAP compared to HCK1T cells (p=0,0153 and
p=0,0312, respectively). In the case of demethylases, FTO
was statistically increased in C33A and SiHa (p=0,0015 and
p=0,0342, respectively), while ALKBH5 was expressed at
higher levels only in C33A (p=0,0054) in comparison with
HCK1T cells. The expression of readers, YTHDF1 and
IGF2BP-1, was statistically increased in C33A (p=0,0058
and p=0,0031, respectively) and SiHa (p=0,0123 and
p=0,0161, respectively). Moreover, the methylation rate of
all three CC cell lines was higher (HeLa 0.25%, SiHa
0.17% and C33A 0.20%) compared to HCK1T normal cer-
vical cells (0.14%).
Conclusion* Overall, the expression of writers, erasers and
readers was enhanced in CC cells, highlighting a deregulation
in this critical process. Ongoing experiments focus on the dif-
ferential expression of the genes of the three groups in sam-
ples from cervical cancer with different degrees of dysplasia,
to investigate their individual role in cervical cancer
progression.
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Introduction/Background* This study was aimed to validate
the performance of the KGOG-1024 risk model predicting the
risk of distant failure after chemoradiation in patients with
locally advanced cervical cancer.
Methodology In the retrospective cohort of 297 patients who
received concurrent chemoradiation for advanced cervical can-
cer, an individual risk was calculated using the KGOG 1024
risk model for each patients. The cohort was categorized into
three risk groups (low, intermediate, and high-risk groups)
according to a calculated risk. The mean of the calculated and
the observed risk were compared within each group.
Result(s)* Low, intermediate, and high-risk groups were classi-
fied into 79, 143, and 68 patients. (27.2%, 49.3%, and

Abstract 1148 Table 1 N = 297

Age, years(Mean, Range) 54(24-83)

Stage(No. of Patients,%)

1

2

3

4

65(22.2)

178(60.8)

18(6.1)

32(10.9)

Histology(No. of Patients,%)

SCC

Adenosquamous & Adenocarcinoma

257(86.5)

40(13.5)

Tumor size(Median, Range) 4.5(0.6-11)

Serum SCC level(Median, Range) 6.0 (0.1-288)

Pelvic node status by PET(No. of Patients,%)

Negative

Positive

99(33.3)

198(66.7)

Paraaortic node status by PET(No. of Patients,%)

Negative

Positive

242(81.8)

54(18.2)

Abstract 1148 Table 2 Competing regression analysis of distant-
recurrence free survival in locally advanced cervical cancer according
to the risk groups identified by the KGOG-1024 risk criteria.

N (%) Subhazard

ratios

95% confidence

interval

P-value

Low risk group 79 (27.2) Reference

Intermediate risk

group

143

(49.3)

1.82 .98-3.40 0.059

High risk group 68 (23.5) 2.81 1.41-5.59 0.003

Abstract 1148 Table 3 Calculated and observed 5-year
probability of of distant recurrence according to risk groups
identified by the KGOG-1024 risk criteria.

N (%) Calculated probability Observed probability

Low risk group 79 (27.2) 12.4 (12.1-12.7) 16.4 (8.2-26.9)

Intermediate risk group 143 (49.3) 23.2 (22.8-23.5) 25.9 (18.8-33.6)

High risk group 68 (23.5) 50.7 (47.9-53.5) 36.3 (24.7-48.0)

Total 290 (100.0) 26.7 (24.9-28.4) 25.6 (20.4-31.0)

Abstract 1148 Table 4 Additional risk variables associated with
distant recurrence-free survival within low-risk group identified by
the KGOG-1024 criteria (univariate analysis).

Subhazard

ratio

95% Confidence

interval

P-value

Age 1.05 1.00-1.11 0.04

Stage

I-II

III-IV

Reference

5.3

1.71-16.18 -

0.004

Tumor

size

1.42 0.93-2.16 0.11
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