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PROGNOSTIC DIFFERENCES IN TUBO-OVARIAN HIGH-GRADE SEROUS

CARCINOMA STAGE II1IC

Ivana Djordjevi¢!, Jelena Grujovi¢!, Irena Conié¢?3, Aleksa
Stefanovié?, Milan Trenkié*>, Jelena Milosevié-Stevanovié*>,
Predrag Vukomanovié¢*>

Quantitative variations in peritoneal carcinomatosis and primary pelvic tumor size
(TS) may reflect the diversity in high-grade serous carcinoma (HGSC) stage IIIC. The
peritoneal cancer index (PCI) provides accurate evidence about the extent and distribution
of tumor volume. The study aimed to investigate whether there is a differencepamong
HGSCs in the International Federation of Gynecology and Obstetrics (FIGQ) stage IIIC
based on the principal disease burden and its impact on overall survival (OS). Medical
records of primary tubo-ovarian HGSCs were reviewed from January 2019 to December
2022. Patients were separated into a group with PCI < 10 and large TS (Group 1, n’= 39)
and a group with PCI > 10 and small TS (Group 2, n = 36). Group2 was significantly more
likely to have a larger volume of ascitic fluid (p = 0.017). Optimal cytoreduction (OC) was
achieved in 53.9% of patients in Group 1 and only 11.1% of th@se in,Group 2 (p < 0.001).
BRCA1/2 mutation was significantly more frequent in Group 1¢(p = 0.012). OS was
significantly better in Group 1 versus 2 (p < 0.001)4Multivariate analysis identified group,
ascitic volume, and cytoreduction completeness as independent prognostic survival factors.
The FIGO stage IIIC of HGSC should evolve from a Yené-size-fits-all” approach toward a
more personalized treatment strategy that incorporates surgery, chemotherapy, and
targeted therapy. The localization of the mainm tumor‘burden is a factor that makes a
prognostic difference in stage IIIC HGSCs.
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Introduction
Epithelial ovarian cancer (EOC) is a
heterogeneous disease  comprising  several

histotypes with different modes of carcinogenesis,
epidemiological, clinical, molecular, and
microenvironmental features, all of which affect
the tumor behavior (1). Among them, the most
common histological type is high-grade serous
carcinoma (HGSC), which originates from a
noninvasive  precursor called serous tubal
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intraepithelial carcinoma (STIC) in the distal end
of the fallopian tube (2). Frequently, HGSC is
diagnosed at the International Federation of
Gynecology and Obstetrics (FIGO) stage III/IV.
Therefore, the five-year cancer-specific survival
for HGSC is much lower than for other common
histological types despite the intense research
efforts to improve treatment modalities and
survival rates (3). Regardless of the same
histotype and disease stage, HGSCs staged as
FIGO IIIC represent a diverse group of patients
with distinct prognoses (4). Consequently, there is
a need to define more precise indicators that
influence survival within the same stage.

Contrary to the conventional dissemination
route for other carcinomas, HGSC does not require
blood or lymph vasculature. HGSC
characteristically metastasizes throughout the
abdominal peritoneal cavity via cell detachment
from the primary tumor. Secondary tumors bind
the mesothelial cell layer and continue to grow in
a completely altered setting. Some tubo-ovarian
HGSCs favor abdominal peritoneal metastatic sites
for future development rather than the original
site of occurrence (5). This results in shifting the
disease from the pelvis to the abdomen.
Quantitative variations in peritoneal
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carcinomatosis and primary pelvic tumor size (TS)
may reflect the diversity in the stage IIIC of
HGSCs.

There are many proposed systems for
estimating abdominal and pelvic tumor load (6).
One widely adopted score is the peritoneal cancer
index (PCI) introduced by Jacquet and Sugarbaker
initially used for metastatic colorectal and
appendiceal cancers (7). In advanced ovarian
cancer, PCI can be utilized as an efficient tool for
evaluation of the peritoneal spread and provides
accurate evidence about the extent and
distribution of tumor volume (8).

The study aimed to investigate whether
there is a difference among HGSCs currently
grouped as FIGO stage IIIC based on the principal
disease burden and its impact on overall survival

(0OS) in order to justify further stage
subcategorization and distinctive therapeutic
approach.

Materials and Methods
Patient Selection

Medical records of women diagnosed with
primary tubo-ovarian HGSC FIGO stage IIIC were
reviewed from January 2019 to December 2022.
All patients underwent surgery at the Clinic of
Gynecology and Obstetrics, University Clinical
Center Nis, NiS, Serbia. Each surgery was
performed via median laparotomy to remove as
much of the visible tumor. Gynecologic
pathologists reexamined hematoxylin and_eosin-
stained slides of operative tumor sample§ at the
Center for Pathology, University Clinical"\Center
NiS, Nis, Serbia. HGSC was classified; as ‘tubo-
ovarian versus peritoneal primary /based “on
criteria for primary site assignment in‘nen-uterine
HGSC proposed by Singh et al. (9).

Patients were excluded if they had prior
surgery for tubo-ovarian cancer and if they
received neoadjuvant ) chemotherapy. The
following data were, included: patients’ age at
diagnosis, PCI)\TS, ‘completeness of cytoreduction,
ascitic  volume™), (L)), regional Ilymph node
involvement, germline or somatic BRCA1/2
mutation “status,\ value of preoperative CA125
(U/ml), datetof last follow-up, and cancer-specific
death at'last follow-up.

The PCI was calculated based on computed
tomography (CT), magnetic resonance imaging
(MRI), Yand operative and pathology reports,
according to Jacquet and Sugarbaker's
propositions (7). After calculation, PCI values were
dichotomized at value 10 (8). A small TS indicates
a primary tubo-ovarian tumor less than or equal to
5 cm and a large TS indicates a tubo-ovarian
tumor greater than 5 cm in its largest diameter.
Optimal cytoreduction (OC) is defined as complete
removal or residual disease less than or equal to 1

cm, while suboptimal cytoreduction (SC) is defined
as leaving tumor residues larger than 1 cm. The
molecular evaluation of breast cancer genes
BRCA1/2 was performed at the Institute for
Oncology and Radiology of Serbia, Belgrade,
Serbia, to identify patients for poly-ADP-ribose
polymerase (PARP) inhibitors treatment. OS was
calculated from the date of surgery to the date of
cancer-specific death. Surviving patients were
censored at the date of the most recent follow-up.

All participating patients were well-informed
and signed the consent form.

Statistical analysis

All statistical analyses were progéssed using
the Statistical Package for Social Sciences (SPSS
version 25.0; IBM, Armonk, ‘NY, USA). The
normality of the data was(tested using the one-
sample Kolmogorov-Smirnoyv test! The x?2 test was
used to compare gdifferencés between the
categorical variables.# The “Student's t-test
analyzed differen€es inathe means of continuous
measurements. The sdrvival curves were obtained
using the Kaplan—Meiér method and the log-rank
test was engaged to compare survival curves.
Multivariate analyses were performed using the
Cox proportional hazards regression model.

A‘two-tailed p-value of less than 0.05 was
considered statistically significant for all tests.

Results

A total of 75 women with FIGO stage IIIC
primary tubo-ovarian HGSC were included in this
study after applying the above criteria. They were
separated into two groups: patients with PCI < 10
and large TS (Group 1, n = 39) and patients with
PCI > 10 and small TS (Group 2, n = 36). Table 1
summarizes a comparison of baseline
characteristics between the patients' groups. The
mean age at the time of diagnosis was similar in
both groups: 61.26 £ 12.23 years old for women
in Group 1 and 60.58 £ 9.39 years old for Group 2
(p = 0.791). Patients in Group 2 were significantly
more likely to have a larger volume of ascitic fluid
than those in Group 1 (p = 0.017). Furthermore,
OC was achieved in 23 (53.9%) patients in Group
1 and only 4 (11.1%) of those in Group 2, with a
statistically significant difference (p < 0.001).
Germline or somatic BRCA1/2 mutation was
observed significantly more frequently in women
in Group 1 compared with Group 2 (p = 0.012).
Although patients in Group 2 tended to have
higher values of preoperative CA125 levels, the
difference did not reach statistical significance (p
= 0.087). We found no significant intergroup
differences concerning lymph node involvement (p
= 0.701).
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Table 1. Comparison of groups according to baseline characteristics

Group 1 Group 2 p-value
No. patients 39 36
Age (yrs)
Mean £ SD 61.26 £ 12.23 60.58 £ 9.39 0.791
Ascitic volume (L)
Mean £ SD 2.47 £ 1.63 3.59 = 2.27 0017
Cytoreduction, n (%)
ocC 21 (53.9) 4 (11.1) <'0.001
SC 18 (46.1) 32 (88.9)
BRCA1/2 mutation, n (%)
Present 14 (39.9) 4 (31.1) 0.012
Absent 25 (64.1) 32 (88.)9)
CA125 level (U/ml)
Mean = SD 823.00 + 360267 980.75 + 425.68 0.087
Lymph node involvement, n (%)
Present 9 (23.1) 7 (19.4) 0.701
Absent 30 (7619) 29 (80.6)
Bold values indicate that(the/difference reached statistical significance
Table 2. Results of multivariate analysis
Variable B SE HR 959% CI HR p-value
Lower Upper
Group -1.018 0.499 0.361 0.136 0.962 0.042
Age 0.023 0.018 1.023 0.987 1.061 0.211
Ascitic volume 0.220 0.095 1.246 1.033 1.502 0.021
Cytoreduction -1.479 0.578 0.228 0.073 0.708 0.011
BRCA1/2 mutation 0.785 0.533 2.193 0.772 6.235 0.141
CA125 level 0.001 0.000 1.001 1.000 1.001 0.113
Lymph node involvement -0.602 0.438 0.548 0.232 1.293 0.170

Bold values indicate variables with a significant impact on the OS
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Figure 2. OS adjusted for prognostic variables and separated by groups

Survival analysis

The median OS for the entire population was
27 months (range 2-62). Separately, the median
OS for patients in Group 1 was 38 months (range
5-62 months) while for patients in Group 2 was
22 months (range 2-35 months). As expected,
Kaplan-Meier survival curves revealed a
significantly better OS in Group 1 versus 2, as
seen in Figure 1 (p < 0.001).

Multivariate analysis of the entire cohort
with all data identified group, ascitic volume, and
cytoreduction completeness as independent

prognostic survival factors (Table 2). Group 1 was
an independent predictive parameter for improved
OS (HR = 0.361; p = 0.042). Another
independent prognostic marker associated with a
better outcome was OC (HR = 0.288; p = 0.011).
The larger volume of ascitic fluid was significantly
linked with worse OS (HR = 1.246; p = 0.021).
Age, BRCA1/2 mutation status, CA125 level, and
lymph node involvement were not significant
predictors of survival in the multivariate analysis.
Figure 2 shows the different survival plots for
patients in two groups after adjustment for
prognostic variables.
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Discussion

Extrapelvic peritoneal carcinomatosis is the
most common presentation of HGSC. Peritoneal
tumor spread depends on the unique and complex
cooperation of the tumor microenvironment within
the peritoneal cavity and ovarian cancer cells.
Ascitic fluid, rich in cytokines, chemokines, growth
factors, and proteinases additionally contributes to
the growth and invasion of malignant cells.
Although virtually every organ or structure in the
peritoneal cavity may be involved, HGSC prefers
the omentum (10).

Several reports have suggested a less
favorable outcome for HGSC patients stage III/IV
with large-volume extrapelvic disease especially
for its upper abdominal distribution, even if
complete cytoreduction was achieved (11, 12).
There is an appreciable number of advanced
HGSCs without definite adnexal enlargement and
pelvic symptoms. Thus, some HGSCs can cause
diffuse metastatic abdominal disease before
reaching a detectable pelvic size by diagnostic
procedures. After the splitting of advanced-stage
HGSCs according to the presence of a normal-
sized or enlarged adnexa, Paik et al. demonstrated
a statistically significant poorer OS in patients with
a normal-sized ovary than with an enlarged
ovarian tumor. Moreover, a normal-sized ovary
remained a significant factor for OS after
multivariate analysis (13).

The patients are staged as FIGO IIIC if the
minimal tumor size above the pelvic rim is more
than 2 cm and/or if they have retroperitoneal
lymph node involvement. This current
classification does not give valuable information
about disease extent since patients with stage 1IIC
may have an easily resectable tubo-gvarian tumor
with  localized, relatively «##Small £ peritoneal
carcinomatosis, but may also have “widespread
unresectable disease. We “investigated whether
some HGSCs stage FIGO IIIC are more aggressive
than others according te the extensivity of pelvic
and abdominal tumor burden. In this regard, we
divided the FIGOWIIIC 'HGSC patients based on
dominant tumor load“(pelvic versus abdominal),
calculated using PCI.aComparing the two groups,
we found, a significant difference in OS. Women
without “notable’\ tubo-ovarian tumor but with
greater peritoneal carcinomatosis had a worse
prognosis,thanywomen with large primary tumor,
but smaller“peritoneal disease. In multivariate
analysis, the Group remained a significant
prognostic marker for OS. These findings support
the hypothesis that HGSCs behave differently,
with some preferring the abdominal cavity for
tumor growth more than their primary localization,
causing an adverse end result.

The large volume of ascites has traditionally
been accepted as an unfavorable prognostic sign
in ovarian cancer patients. Szender et al.
concluded that patients with more than 2 | ascites
achieve fewer complete surgical resections. When
they limited calculations to patients with FIGO
stage IIIC/IV of disease, those with large volume
ascites had significantly shorter OS when
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compared with patients with lower volume ascites
(14). In the current analysis, Group 2 patients had
a notably larger volume of ascites than Group 1.
The amount of ascites was associated with cancer-
specific death, which is in concordance with the
previous study that recognized massive ascites as
an independent poor prognostic factor in patients
with advanced-stage EOC (15). It was even
recommended that the presence of ascites should
be included in a nomogram for the prediction of
OS in patients with platinum-resistant EOC (16).
Cumulative data have shown that maximal-

effort cytoreduction to microscopic _residual
disease is related to improved OS (in HGSC
patients. The operative possibilities are often

challenged for patients with a highgumeor burden,
in which, not only the disease 'itself but also
infrastructural resources and expertisefmay limit
optimal treatment. Increasingatumonr volume per
number of involved abdeminalfields negatively
affects OS (17). We noticedthat Group 1 patients
had a significantly higher percentage of OC than
Group 2. Multivariate ‘analyses identified OC as an
independent prognostic variable for better OS.

Petrillo _et) al. ) documented an inverse
correlation petween®™BRCA mutation status and
extrapelvic tumorjload in HGSC patients. BRCA1/2
mutationy, carriefs exhibited a higher rate of
peritoneal and diaphragmatic carcinomatosis with
greater. intraperitoneal tumor size than those
without'the mutation. They also found a reduced
incidence of ovarian masses in BRCA1/2 mutated
women (18). In contrast to previous conclusions,
our results suggest that women with larger pelvic
tumor, but with lesser abdominal carcinomatosis
(Group 1) were significantly more frequently
associated with BRCA1/2 mutation than Group 2.
The reason for this conflicting data could be that
more BRCA1/2 mutated patients were included in
previous investigation. We did not find in a
multivariate analysis that BRCA1/2 mutation
status influenced OS. Other studies established
that advanced-stage HGSC patients with BRCA1/2
mutation have better prognosis with longer
progression-free survival than those lacking BRCA
mutations (19, 20). BRCA1/2 mutation was more
frequent in Group 1, an independent prognostic
factor for improved OS.

Although CA125 has its limitations as a
prognostic biomarker, it is the most used serum
marker in diagnosing, following up, and validating
the treatment response of patients with HGSC. In
addition, CA125 has received attention in the role
of oncogenesis, metastatic potential of EOC, and
targeted therapy via interaction with mesothelin,
B-catenin, and p120ctn translocation (21). Two
CA125 glycoforms, CA125-STn and CA125-MGL,
are recognized to have a high specificity to HGSC.
Salminen et al. detected a significant difference in
the serum levels of these glycoforms in patients
with low tumor load and high tumor load while the
serum levels of conventional CA125 did not differ
significantly between groups (22). Women with
higher abdominal tumor load (Group 2) showed a
trend towards increased values of circulating
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CA125, however, the difference was not
statistically significant.

In one large prospective trial, patients with
advanced EOC did not benefit from pelvic and
paraaortic  lymphadenectomy. In  contrast,
lymphadenectomy resulted in a higher incidence of
postoperative complications (23). Significant risk
factors for pelvic and paraaortic lymph node
involvement in HGSC patients are tumor stage and
CA125 level at diagnosis (24, 25). Both of our
groups had a similar number of involved lymph
nodes. Dominant tumor size did not have a
significant influence on lymph node metastasis.
Furthermore, lymph node involvement did not
affect OS in the present research.

Various analyses speculated that the disease
distribution and outcome may be determined by
specific cell and molecular subtypes of HGSCs (26,
27). Opponents of extensive surgery advocate
that despite the well-established importance of
surgical treatment, it is the inherent tumor biology
that regulates the resectability of the tumor, not
surgical aggressiveness (11). Therefore, other
reasons for the survival difference among HGSCs,
such as tumor biology and genetic characteristics,
need to be analyzed in the future. Heterogeneity
within the tumor microenvironment and diverse

interactions between tumor, immune, and stromal
cells also contribute to the complexity of the HGSC
(28).

A few limitations of the study must be taken
into consideration. This study is retrospective with
a moderate number of patients from a single
institution and a relatively short length of follow-
up. Detailed information such as dimensions of
post-operative tumor residuals, amount of ascites,
and a comprehensive description of the tumor
spread should be part of every surgical report with
translation into a standardized form of the digital
bank.

Conclusion

The FIGO stage IIIC of HGSC should evolve
from a “one-size-fits-all” approach toward a more
personalized treatment strategy, thatyincorporates
surgery, chemotherapy, and targeted therapy. The
study confirmed the difference _in behavior and its
impact on survival in the same'stage of HGSC. The
localization of the,main gfumor burden (pelvic
versus abdominal) is, @ factor that makes a
prognostic difference in FIGO stage IIIC HGSCs.

71



Acta Medica Medianae 2025, Vol.64(1)

Prognostic differences in tubo-ovarian high-grade...

10.

11

12.

72

References

. Lheureux S, Braunstein M, Oza AM. Epithelial

ovarian cancer: evolution of management in the
era of precision medicine. CA Cancer J Clin
2019;6(4):280-304. [CrossRef][PubMed]
Labidi-Galy SI, Papp E, Hallberg D, Niknafs N,
Adleff V, Noe M, et al. High grade serous ovarian
carcinomas originate in the fallopian tube. Nat
Commun 2017;8(1):1093. [CrossRef][PubMed]

. Torre LA, Trabert B, DeSantis CE, Miller KD,

Samimi G, Runowicz CD, et al. Ovarian cancer
statistics, 2018. CA Cancer ] Clin 2018;68(4):284-
96. [CrossRef][PubMed]

Bakkar R, Gershenson D, Fox P, Vu K, Zenali M,
Silva E. Stage IIIC ovarian/peritoneal serous
carcinoma: a heterogeneous group of patients
with different prognoses. Int ] Gynecol Pathol
2014;33(3):302-8. [CrossRef][PubMed]

. Torres D, Wang C, Kumar A, Bakkum-Gamez JN,

Weaver AL, McGree ME, et al. Factors that
influence survival in high-grade serous ovarian
cancer: A complex relationship between molecular
subtype, disease dissemination, and operability.

Gynecol Oncol 2018;150(2):227-32.
[CrossRef][PubMed]

Portilla AG, Shigeki K, Dario B, Marcello D. The
intraoperative staging systems in the
management of peritoneal surface malignancy. J
Surg Oncol 2008;98(4):228-31.
[CrossRef][PubMed]

. Jacquet P, Sugarbaker PH. Clinical reSearch

methodologies in diagnosis and staging of patients
with peritoneal carcinomatosis. Cancer Treat Res
1996;82:359-74. [CrossRef][PubMed]

Tentes AA, Tripsiannis _Gp Markakidis “SK,
Karanikiotis CN, Tzegas G, Georgiadis/G, et al.
Peritoneal cancer index:“a@,prognostic indicator of
survival in advanced ovarian' cancer. Eur J Surg
Oncol 2003;29(1):69-73. [CrossRef][PubMed]
Singh N, Gilks CB,»Hirschowitz L, Kehoe S,
McNeish IA,_ Miller, Dy, et al. Primary site
assignment ‘in “tubo-ovarian high-grade serous
carcinomagt ) Consensus, statement on unifying
practice worldwide. Gynecol Oncol
2016;141(2):195-8. [CrossRef][PubMed]
Schoutrop,, E;\ Moyano-Galceran L, Lheureux S,
Mattsson, J, Lehti K, Dahlstrand H, et al. Molecular,
cellular and, systemic aspects of epithelial ovarian
cancerapd its tumor microenvironment. Semin
Cancer Biol 2022;86:207-23. [CrossRef][PubMed]

.Horowitz NS, Miller A, Rungruang B, Richard SD,

Rodriguez N, Bookman MA, et al. Does aggressive
surgery improve outcomes? Interaction between
preoperative disease burden and complex surgery
in patients with advanced-stage ovarian cancer:
an analysis of GOG 182. J Clin Oncol
2015;33(8):937-43. [CrossRef][PubMed]

Hamilton CA, Miller A, Miller C, Krivak TC, Farley
JH, Chernofsky MR, et al. The impact of disease
distribution on survival in patients with stage III
epithelial ovarian cancer cytoreduced to
microscopic residual: a Gynecologic Oncology
Group study. Gynecol Oncol 2011;122(3):521-6.
[CrossRef][PubMed]

13.Paik ES, Kim JH, Kim TJ, Lee JW, Kim BG, Bae DS,
et al. Prognostic significance of normal-sized ovary
in advanced serous epithelial ovarian cancer. J
Gynecol Oncol 2018;29(1):el13.
[CrossRef][PubMed]

14.Szender JB, Emmons T, Belliotti S, Dickson D,
Khan A, Morrell K, et al. Impact of ascites volume
on clinical outcomes in ovarian cancer:)A cohort
study. Gynecol Oncol 2017,;146(3):491-7.
[CrossRef][PubMed]

15.Huang H, Li Y], Lan CY, Huang ‘QB; Feng YL,
Huang YW, et al. Clinical significance of ascites in
epithelial ovarian cancer. Neoplasma
2013;60(5):546-52. [CrossRef][PubMed]

16.Lee CK, Asher Rj Friedlander M, Gebski V,
Gonzalez-Martin [A,# lorthalary A, et al
Development gand " validation of a prognostic
nomogram for overall survival in patients with
platinum-resistant /ovarian cancer treated with
chemotherapy, Eur J Cancer 2019;117:99-106.
[CrossRef][PubMed]

17.HallaM, Savwatis K, Nixon K, Kyrgiou M, Hariharan
K, Padwick M, et al. Maximal-Effort Cytoreductive
Surgery for Ovarian Cancer Patients with a High
Tumor Burden: Variations in Practice and Impact
on Outcome. Ann Surg Oncol 2019;26(9):2943-
51. [CrossRef][PubMed]

18.Petrillo M, Marchetti C, De Leo R, Musella A,
Capoluongo E, Paris I, et al. BRCA mutational
status, initial disease presentation, and clinical
outcome in high-grade serous advanced ovarian
cancer: a multicenter study. Am J Obstet Gynecol
2017;217(3):334.e1-334.€9. [CrossRef][PubMed]

19.Kim SI, Lee M, Kim HS, Chung HH, Kim JW, Park
NH, et al. Effect of BRCA mutational status on
survival outcome in advanced-stage high-grade
serous ovarian cancer. J Ovarian Res
2019;12(1):40. [CrossRef][PubMed]

20.Pal T, Permuth-Wey ], Kapoor R, Cantor A,
Sutphen R. Improved survival in BRCA2 carriers
with ovarian cancer. Fam Cancer 2007;6(1):113-
9. [CrossRef][PubMed]

21.Zhang M, Cheng S, Jin Y, Zhao Y, Wang Y. Roles of
CA125 in diagnosis, prediction, and oncogenesis of
ovarian cancer. Biochim Biophys Acta Rev Cancer
2021;1875(2):188503. [CrossRef][PubMed]

22.Salminen L, Nadeem N, Jain S, Grénman S,
Carpén O, Hietanen S, et al. A longitudinal
analysis of CA125 glycoforms in the monitoring
and follow up of high grade serous ovarian cancer.
Gynecol Oncol 2020;156(3):689-94.
[CrossRef][PubMed]

23.Harter P, Sehouli J, Lorusso D, Reuss A, Vergote I,
Marth C, et al. A Randomized Trial of
Lymphadenectomy in Patients with Advanced
Ovarian Neoplasms. N Engl ] Med
2019;380(9):822-32. [CrossRef][PubMed]

24.Yu H, Wang J, Wu B, Li J, Chen R. Prognostic
significance and risk factors for pelvic and para-
aortic lymph node metastasis in type I and type II
ovarian cancer: a large population-based database
analysis. ]  Ovarian Res  2023;16(1):28.
[CrossRef][PubMed]



https://doi.org/10.3322/caac.21559
https://pubmed.ncbi.nlm.nih.gov/31099893/
https://doi.org/10.1038/s41467-017-00962-1
https://pubmed.ncbi.nlm.nih.gov/29061967/
https://doi.org/10.3322/caac.21456
https://pubmed.ncbi.nlm.nih.gov/29809280/
https://doi.org/10.1097/PGP.0b013e3182988dfd
https://pubmed.ncbi.nlm.nih.gov/24681743/
https://doi.org/10.1016/j.ygyno.2018.06.002
https://pubmed.ncbi.nlm.nih.gov/29925470/
https://doi.org/10.1002/jso.21068
https://pubmed.ncbi.nlm.nih.gov/18726882/
https://doi.org/10.1007/978-1-4613-1247-5_23
https://pubmed.ncbi.nlm.nih.gov/8849962/
https://doi.org/10.1053/ejso.2002.1380
https://pubmed.ncbi.nlm.nih.gov/12559080/
https://doi.org/10.1016/j.ygyno.2015.10.022
https://pubmed.ncbi.nlm.nih.gov/26827965/
https://doi.org/10.1016/j.semcancer.2022.03.027
https://pubmed.ncbi.nlm.nih.gov/35395389/
https://doi.org/10.1200/JCO.2014.56.3106
https://pubmed.ncbi.nlm.nih.gov/25667285/
https://doi.org/10.1016/j.ygyno.2011.04.041
https://pubmed.ncbi.nlm.nih.gov/21683993/
https://doi.org/10.3802/jgo.2018.29.e13
https://pubmed.ncbi.nlm.nih.gov/29185271/
https://doi.org/10.1016/j.ygyno.2017.06.008
https://pubmed.ncbi.nlm.nih.gov/28624153/
https://doi.org/10.4149/neo_2013_071
https://pubmed.ncbi.nlm.nih.gov/23790174/
https://doi.org/10.1016/j.ejca.2019.05.029
https://pubmed.ncbi.nlm.nih.gov/31279306/
https://doi.org/10.1245/s10434-019-07516-3
https://pubmed.ncbi.nlm.nih.gov/31243666/
https://doi.org/10.1016/j.ajog.2017.05.036
https://pubmed.ncbi.nlm.nih.gov/28549976/
https://doi.org/10.1186/s13048-019-0511-7
https://pubmed.ncbi.nlm.nih.gov/31064392/
https://doi.org/10.1007/s10689-006-9112-x
https://pubmed.ncbi.nlm.nih.gov/17160431/
https://doi.org/10.1016/j.bbcan.2021.188503
https://pubmed.ncbi.nlm.nih.gov/33421585/
https://doi.org/10.1016/j.ygyno.2019.12.025
https://pubmed.ncbi.nlm.nih.gov/31889528/
https://doi.org/10.1056/NEJMoa1808424
https://pubmed.ncbi.nlm.nih.gov/30811909/
https://doi.org/10.1186/s13048-023-01102-8
https://pubmed.ncbi.nlm.nih.gov/36717897/

Prognostic differences in tubo-ovarian high-grade... Ivana Djordjevié et al.

25.Zhou J, Sun JY, Wu SG, Wang X, He ZY, Chen QH, 27.Konecny GE, Wang C, Hamidi H, Winterhoff B, Kalli

et al. Risk factors for lymph node metastasis in KR, Dering J, et al. Prognostic and therapeutic
ovarian cancer: Implications for systematic relevance of molecular subtypes in high-grade
lymphadenectomy. Int J Surg 2016;29:123-7. serous ovarian cancer. J Natl Cancer Inst
[CrossRef][PubMed] 2014;106(10):dju249. [CrossRef][PubMed]
26.0lbrecht S, Busschaert P, Qian J, Vanderstichele A, 28.Xu J, Fang Y, Chen K, Li S, Tang S, Ren Y, et al.
Loverix L, Van Gorp T, et al. High-grade serous Single-Cell RNA Sequencing Reveals the Tissue
tubo-ovarian cancer refined with single-cell RNA Architecture in Human High-Grade Serous Ovarian
sequencing: specific cell subtypes influence Cancer. Clin Cancer Res 2022;28(16):3590-602.
survival and determine molecular subtype [CrossRef][PubMed]
classification. Genome Med 2021;13(1):111.
[CrossRef][PubMed]

73


https://doi.org/10.1016/j.ijsu.2016.03.039
https://pubmed.ncbi.nlm.nih.gov/27000718/
https://doi.org/10.1186/s13073-021-00922-x
https://pubmed.ncbi.nlm.nih.gov/34238352/
https://doi.org/10.1093/jnci/dju249
https://pubmed.ncbi.nlm.nih.gov/25269487/
https://doi.org/10.1158/1078-0432.CCR-22-0296
https://pubmed.ncbi.nlm.nih.gov/35675036/

Acta Medica Medianae 2025, Vol.64(1) Prognostic differences in tubo-ovarian high-grade...

Originalni rad UDC: 618.11-006.6-036
doi: 10.5633/amm.2025.0105

PROGNOSTICKE RAZLIKE TUBO-OVARIJALNOG
SEROZNOG KARCINOMA VISOKOG GRADUSA U
STADIJUMU IIIC

Ivana Pordevic!, Jelena Grujovié!, Irena Conié¢?3, Aleksa
Stefanovié®, Milan Trenkic*>, Jelena Milosevi¢ Stevanovié*?,
Predrag Vukomanovié*>

tUniverzitetski klini¢ki centar Ni§, Centar za patologiju, Ni$, Srbija

2Univerzitetski klini¢ki centar Ni$, Klinika za onkologiju, Ni§, Srbija

3Univerzitet u NiSu, Medicinski fakultet, Katedra za onkologiju, Ni$, Srbija

“Univerzitetski klini¢ki centar Ni$, Klinika za ginekologiju i akuserstvo, Ni§, Srbija
SUniverzitet u NiSu, Medicinski fakultet, Katedra za ginekologiju sa akuserstvom, NisS, Srbija

Kontakt: Ivana Pordevié¢
Kati¢eva 3b/11, Nis
E-mail: ivanadjordjevic01.12@gmail.com

Kvantitativne varijacije u peritonealnoj karcinomatozi i veli¢ini primarnog
pelvicnog tumora (engl. tumor size - TS) @mogu odrazavati raznolikost u seroznom
karcinomu visokog gradusa (engl. high-grade serous cacinoma - HGSC) u stadijumu
ITIIC. Indeks peritonealnog kancera (englw, the, peritoneal cancer index - PCI) daje
precizan dokaz o prosSirenosti i lokalizaciji¢volumena tumora. Cilj ove studije bio je da
se istraZzi postojanje razlika izmedu"HGSC-a u stadijumu IIIC FIGO klasifikacije
(International Federation of Gynécology and Obstetrics — FIGO) na osnovu lokalizacije
najveceg volumena tumora i“Uticaja’ lokalizacije na ukupno prezivljavanje (OS).
Pregledana je medicinska dokimentacija primarnih tubo-ovarijalnih HGSC-a od januara
2019. do decembra 2022./godine. Balesnice su podeljene u dve grupe: grupu sa PCI-
jem < 10 i velikimgFS-om (Grupa 1, n' = 39) i grupu sa PCI-jem > 10 i malim TS-om
(Grupa 2, n = 36). Grupa 2 je'imala znacajno vecu zapreminu ascitne tecnosti (p =
0,017). Optimalna)citoredukcija (OC) postignuta je kod 53,9% bolesnica u Grupi 1 i
samo kod 11,1% bolesnica u Grupi 2 (p < 0,001). BRCA1/2 mutacija bila je znacajno
¢eSc¢a u Grupi 1 (p =0,012). Ukupno prezivljavanje bilo je znacajno bolje u Grupi 1
nego u Grupi2 (p < 0,001). Multivarijantna analiza identifikovala je grupu, volumen
ascitesa i kompletnost citoredukcije kao nezavisne prognosticke faktore prezivljavanja.
FIGO“stadijum IIIC HGSC-a trebalo bi da evoluira od univerzalnog pristupa do
indvidualizovanog pristupa kada je re¢ o upotrebi hirurgije, hemioterapije i ciljane
terapije. ‘Lokalizacija najveceg volumena tumora predstavlja faktor koji Ccini
prognosticku razliku u stadijumu IIIC HGSC-a.
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