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RINGKASAN

Faktor Klinikopatologis, Pola Rekurensi, dan Outcome pada Kanker
Ovarium Epithelial di RSUD Dr. Soetomo tahun 2016-2020

Adityo Prabowo

Kanker ovarium ialah salah satu penyumbang terbanyak penyebab kematian
akibat kanker pada perempuan di dunia. Kanker ini memiliki 5-year survival rate
terendah (47,6%) di antara keganasan lainnya di Amerika Serikat. Secara global
didapatkan 314.000 perempuan terdiagnosis dengan kanker ovarium dan lebih dari
207.000 meninggal karena penyakit ini. Berdasarkan data Globocan 2018, kasus
baru kanker ovarium di Indonesia mencapai 13.310 kasus setiap tahunnya (4,3%)
dan menempati urutan 10 kasus kanker baru terbanyak. Lebih dari setengah kanker
ovarium terdiagnosis pada advance stage dan memiliki angka rekurensi yang tinggi
(ICCC, 2018). Perjalanan alami penyakit dan pola kanker ovarium rekuren masih
belum jelas sampai saat ini. Beberapa penelitian menyebutkan bahwa lokasi
rekurensi, serum marker CA-125 (Cancer Antigen-125), dan residual tumor dapat
menjadi suatu faktor prognosis penyakit.

Penelitian ini merupakan studi kohort retrospektif menggunakan data
sekunder rekam medis terhadap pasien kanker ovarium epithelial complete
response dan dalam kurun waktu 5 tahun diamati apakah terjadi rekurensi.
Dilakukan pendataan faktor klinikopatologis seperti usia, stadium, grade,
histopatologi, ascites, residual tumor, nilai CA-125, dan tipe pembedahan, lokasi
rekurensi, PFS (progression-free survival), dan OS (overall survival). Analisis
survival menggunakan kurva Kaplan-Meier. Uji log rank, regresi cox, dan regresi
logistik digunakan untuk mengetahui pengaruh antara faktor klinikopatologis
dengan rekurensi, progression-free survival, dan overall survival.

Seluruh pasien kanker ovarium epithelial yang mengalami complete
response selama tahun 2016-2020 berjumlah 358 pasien dan 153 pasien di
antaranya mengalami rekurensi. Faktor usia tidak memiliki hubungan yang
signifikan dengan PFS maupun OS. Nilai mean PFS usia < 50 tahun dan > 50 tahun
ialah 41,1 bulan dan 39,3 bulan. Nilai mean OS usia < 50 tahun dan > 50 tahun ialah
49,4 bulan dan 49,1 bulan.

Faktor stadium memiliki hubungan yang signifikan terhadap PFS (p
0,001) maupun OS (p 0,001). Nilai mean PFS stadium I, II, dan III adalah 47,3
bulan, 36,7 bulan, dan 29,8 bulan. Nilai mean OS stadium I, 11, dan III ialah 52,1
bulan, 49,9 bulan, dan 44,1 bulan. Di antara semua faktor, stadium memiliki
pengaruh signifikan terhadap rekurensi (p 0,001) dan kematian (p 0,02). Hasil akhir
analisis multivariat terhadap rekurensi didapatkan stadium I dengan HR (Hazard
Ratio) = 1 (sebagai nilai referensi), stadium Il dengan HR = 1,9, stadium III dengan
HR = 2,1. Pada hasil akhir analisis multivariat terhadap kematian didapatkan
stadium I dengan HR = 1 (sebagai nilai referensi), stadium II dengan HR = 1,7,
stadium III dengan HR = 1,9.

Faktor grade memiliki hubungan yang signifikan terhadap PFS (p 0,001)
maupun OS (p 0,001). Nilai mean PFS grade 1, 11, dan III adalah 51,4 bulan, 41,2
bulan, dan 31,1 bulan. Nilai mean OS grade 1, 11, dan III ialah 56,3 bulan, 49,7
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bulan, dan 43,5 bulan. Di antara semua faktor, grade memiliki pengaruh signifikan
terhadap rekurensi (p 0,001) dan kematian (p 0,001). Hasil akhir analisis multivariat
terhadap rekurensi didapatkan grade 1 memiliki HR = 1 (nilai referensi), grade 11
dengan HR = 2,1, grade 111 dengan HR = 3,4. Pada hasil akhir analisis multivariat
terhadap kematian didapatkan grade I memiliki HR = 1 (nilai referensi), grade 11
dengan HR = 3,6, grade 111 dengan HR = 5.

Faktor histopatologi memiliki hubungan yang signifikan terhadap PFS (p
0,008) maupun OS (p 0,001). Nilai mean PFS jenis serous, endometrioid,
mucinous, clear cell, seromucinous, dan malignant brenner adalah 35,5 bulan, 39,8
bulan, 46,2 bulan, 36 bulan, 44,2 bulan, dan 51 bulan. Nilai mean OS jenis serous,
endometrioid, mucinous, clear cell, seromucinous, dan malignant brenner adalah
49 bulan, 53,6 bulan, 50,2 bulan, 40,6 bulan, 51 bulan, dan 53 bulan. Di antara
semua faktor, jenis histopatologi tidak memiliki pengaruh signifikan terhadap
rekurensi, tetapi jenis clear cell memiliki hubungan signifikan terjadinya kematian
(p 0,001) dengan nilai HR 3,1 terhadap jenis serous.

Faktor ascites memiliki hubungan yang signifikan terhadap PFS (p 0,001)
maupun OS (p 0,002). Nilai mean PFS ascites (-) dan (+) adalah 43,5 bulan dan
34,3 bulan. Nilai mean OS ascites (-) dan (+) ialah 51,3 bulan dan 45,6 bulan. Di
antara semua faktor, ascites memiliki pengaruh signifikan terhadap rekurensi (p
0,02) dan kematian (p 0,016). Hasil akhir analisis multivariat terhadap rekurensi
didapatkan ascites (+) memiliki HR = 1,5 terhadap ascites (-). Pada hasil akhir
analisis multivariat terhadap kematian didapatkan ascites (+) memiliki HR = 1,6.

Faktor residu tumor memiliki hubungan yang signifikan terhadap PFS (p
0,006) maupun OS (p 0,039). Nilai mean PFS residu 0, 0-1, dan > 1 cm adalah 41,4
bulan, 26,7 bulan, dan 30,2 bulan. Nilai mean OS residu 0, 0-1, dan > 1 cm adalah
50 bulan, 42,5 bulan, dan 36 bulan. Di antara semua faktor, residu tumor tidak
memiliki pengaruh signifikan terhadap rekurensi dan kematian.

Faktor nilai tumor marker CA-125 memiliki hubungan yang signifikan
terhadap PFS (p 0,021) maupun OS (p 0,022). Nilai mean PFS CA-125 <35 U/ml
dan > 35 U/ml adalah 50,2 bulan dan 39,1 bulan. Nilai mean OS CA-125 <35 U/ml
dan > 35 U/ml adalah 55,4 bulan dan 48,6 bulan. Di antara semua faktor, nilai CA-
125 tidak memiliki pengaruh signifikan terhadap rekurensi dan kematian.

Faktor tipe pembedahan memiliki hubungan yang signifikan terhadap
PFS (p 0,013), namun tidak signifikan terhadap OS. Nilai mean PFS pada PDS dan
IDS adalah 41 bulan dan 28,1 bulan. Nilai mean OS pada PDS dan IDS adalah 49,8
bulan dan 40,8. Di antara semua faktor, tipe pembedahan tidak memiliki pengaruh
signifikan terhadap rekurensi dan kematian.

Pada analisis cox regresi dan regresi logistik, faktor paling signifikan
terhadap rekurensi yakni stadium, grade, dan ascites. Probabilitas terjadinya

rekurensi didapatkan dengan persamaan p = dengan nilai y= 1,47 -1,1

1+ e Y
(stadium) -1,7 (grade) -0,6 (ascites), probabilitas berkisar antara 11% sampai 81%.
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SUMMARY

Clinicopathological Factors, Recurrence Pattern, and Outcome on Epithelial
Ovarian Cancer in Dr. Soetomo Hospital 2016-2020

Adityo Prabowo

Ovarian cancer is one of the leading causes of cancer death in women in
the world. This cancer has the lowest 5-year survival rate (47.6%) of any
malignancy in the United States. Globally, 314,000 women were diagnosed with
ovarian cancer and more than 207,000 died from this disease. Based on Globocan
2018 data, new cases of ovarian cancer in Indonesia reach 13,310 cases every year
(4.3%) and ranks in the top 10 new cancer cases. More than half of ovarian cancers
are diagnosed in an advanced stage and have a high recurrence rate (ICCC, 2018).
The natural course of the disease and the pattern of recurrent ovarian cancer are still
unclear. Several studies suggest that the location of recurrence, serum marker CA-
125, and residual tumor can be a disease prognostic factor.

This study is a retrospective cohort study using secondary medical record
data for complete response epithelial ovarian cancer patients and during a period of
5 years observed whether recurrence occurs. Clinicopathological factors were
collected, such as age, stage, grade, histopathology, ascites, residual tumor, CA-125
value, and type of surgery, location of recurrence, progression-free survival, and
overall survival. Survival analysis using the Kaplan-Meier curve. Log rank test, cox
regression, and logistic regression were used to determine the effect of
clinicopathological factors on recurrence, progression-free survival, and overall
survival.

All epithelial ovarian cancer patients who experienced a complete
response during 2016-2020 totaled 358 patients and 153 of them experienced
recurrence. Age factor did not have a significant correlation with PFS or OS. The
mean PFS values for age < 50 years and > 50 years were 41.1 months and 39.3
months, respectively. The mean OS values for age < 50 years and > 50 years were
49.4 months and 49.1 months, respectively.

The stage factor had a significant correlation to PFS (p 0.001) and OS (p
0.001). The mean values of PFS stages I, I, and III were 47.3 months, 36.7 months,
and 29.8 months, respectively. The mean OS stage [, 11, and III values were 52.1
months, 49.9 months, and 44.1 months. Among all factors, stage had a significant
effect on recurrence (p 0.001) and mortality (p 0.02). The final result of the
multivariate analysis of recurrence was found that stage I with HR = 1 (as the
reference value), stage II with HR = 1.9, stage III with HR = 2.1. At the end of the
multivariate analysis of mortality, it was found that stage I with HR = 1 (as the
reference value), stage Il with HR = 1.7, stage III with HR = 1.9.

The grade factor had a significant correlation to PFS (p 0.001) and OS (p
0.001). The mean values of PFS grades I, I1, and Il were 51.4 months, 41.2 months,
and 31.1 months. The mean values of OS grades I, II, and III were 56.3 months,
49.7 months, and 43.5 months. Among all factors, grade had a significant effect on
recurrence (p 0.001) and mortality (p 0.001). The final result of multivariate
analysis of recurrence showed that grade [ had HR = 1 (reference value), grade 11
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had HR = 2.1, grade III had HR = 3.4. At the end of the multivariate analysis of
mortality, grade [ had HR = 1 (reference value), grade II had HR = 3.6, grade III
had HR =5.

Histopathological factors had a significant correlation to PFS (p 0.008)
and OS (p 0.001). The mean values of serous, endometrioid, mucinous, clear cell,
seromucinous, and malignant Brenner PFS were 35.5 months, 39.8 months, 46.2
months, 36 months, 44.2 months, and 51 months. The mean values of serous,
endometrioid, mucinous, clear cell, seromucinous, and malignant Brenner OS were
49 months, 53.6 months, 50.2 months, 40.6 months, 51 months, and 53 months.
Among all factors, histopathological type did not have a significant effect on
recurrence, but clear cell type had a significant association with mortality (p 0.001)
with an HR value of 3.1 compared to serous type.

Ascites factor had a significant correlation to PFS (p 0.001) and OS (p
0.002). The mean PFS of ascites (-) and (+) were 43.5 months and 34.3 months,
respectively. The mean values of OS ascites (-) and (+) were 51.3 months and 45.6
months, respectively. Among all factors, ascites status had a significant effect on
recurrence (p 0.02) and mortality (p 0.016). The final result of multivariate analysis
of recurrence showed that ascites (+) had HR = 1.5 compared to ascites (-). At the
end of the multivariate analysis of mortality, it was found that ascites (+) had HR =
1.6.

Tumor residual factors had a significant correlation to PFS (p 0.006) and
OS (p 0.039). The mean PFS of residual tumor 0, 0-1, and > 1 cm were 41.4 months,
26.7 months, and 30.2 months. The mean OS values of residual tumor 0, 0-1, and
> 1 cm were 50 months, 42.5 months, and 36 months. Among all factors, tumor
residual had no significant effect on recurrence and mortality.

The tumor marker factor CA-125 had a significant correlation to PFS (p
0.021) and OS (p 0.022). The mean PFS of CA-125 values 35 U/ml and > 35 U/ml
were 50.2 months and 39.1 months, respectively. The mean OS of CA-125 35 U/ml
and > 35 U/ml were 55.4 months and 48.6 months, respectively. Among all factors,
the CA-125 value had no significant effect on recurrence and mortality.

The surgical type factor had a significant correlation to PFS (p 0.013), but
not significant to OS. The mean PFSS values on PDS and IDS were 41 months and
28.1 months, respectively. The mean OS values on PDS and IDS were 49.8 months
and 40.8 months, respectively. Among all factors, surgical type had no significant
effect on recurrence and mortality.

In the Cox regression analysis and logistic regression, the most significant

factors for recurrence were stage, grade, and ascites status. The probability of

1_ with the value of y= 1.47 -1.1
1+e7 Y

(stage) -1.7 (grade) -0.6 (ascites), probability ranged from 11% to 81%.

recurrence is obtained by the equation p =
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ABSTRAK

Faktor Klinikopatologis, Pola Rekurensi, dan Outcome pada Kanker
Ovarium Epithelial di RSUD Dr. Soetomo tahun 2016-2020

Adityo Prabowo!, Brahmana Askandar T2, Budi Utomo?

2 Departemen/SMF Obstetri  Ginekologi, Fakultas Kedokteran, Universitas
Airlangga, RSUD Dr. Soetomo, Surabaya, Indonesia

3 Departemen Ilmu Kesehatan Masyarakat-Kedokteran Pencegahan, Fakultas
Kedokteran, Universitas Airlangga, Surabaya, Indonesia

Tujuan:

Untuk mengetahui hubungan antara faktor usia, stadium, histopatologi, grade,
ascites, residu tumor, nilai tumor marker CA-125, tipe pembedahan terhadap
rekurensi, progression-free survival, dan overall survival pasien kanker ovarium
epithelial. Untuk mengetahui karakteristik lokasi rekurensi pada kanker ovarium
epithelial rekuren

Metode:

Retrospektif analitik dengan menggunakan rekam medis dan wawancara dengan
kriteria inklusi seluruh pasien kanker ovarium epithelial di RSUD Dr. Soetomo
yang mengalami complete response dan rekuren. Lama pengamatan pada sampel
penelitian sebesar 60 bulan selama Januari 2016-Desember 2020

Hasil:

Seluruh pasien kanker ovarium epithelial yang mengalami complete response
selama tahun 2016-2020 berjumlah 358 pasien dan di antaranya didapatkan 153
pasien mengalami rekurensi. Faktor klinikopatologis yang memiliki hubungan
terhadap PFS yakni stadium, histopatologi, grade, ascites, residu tumor, CA-125,
dan tipe pembedahan (p < 0,05). Karakteristik klinis yang memiliki hubungan
dengan overall survival yakni stadium, histopatologi, grade, ascites, residu, dan
nilai CA-125 (p <0,05). Pada analisis cox regresi dan regresi logistik, faktor paling
signifikan terhadap rekurensi yakni stadium, grade, dan ascites. Pasien dengan
stadium II memiliki HR (Hazard Ratio) 1,9, stadium III HR 2,1, stadium IV tidak
ada yang complete response. Pasien grade 11 dan III memiliki masing-masing HR
2,1, dan 3.4. Pasien ascites (+) memiliki HR 1,5. Probabilitas terjadinya rekurensi
dari faktor dominan: stadium, grade, dan ascites berkisar antara 11% sampai 81%.

Kesimpulan:
Faktor stadium, grade, dan ascites merupakan faktor paling signifikan terhadap
kejadian rekurensi, progression free-survival, dan overall survival.

Kata kunci:
Kanker ovarium epithelial, rekuren, PFS
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ABSTRACT

Clinicopathological Factors, Recurrence Pattern, and Outcome on Epithelial
Ovarian Cancer in Dr. Soetomo Hospital 2016-2020

Adityo Prabowo!, Brahmana Askandar T2, Budi Utomo?

120bstetrics and Gynecology Department, Faculty of Medicine Airlangga
University Dr. Soetomo Hospital, Surabaya

3 Public Health and Preventive Medicine Department, Faculty of Medicine
Airlangga University Dr. Soetomo Hospital, Surabaya

Objectives:

To determine the correlation between age, stage, histopathology, grade, ascites,
tumor residual, tumor marker CA-125 value, type of surgery on recurrence,
progression-free survival, and overall survival of epithelial ovarian cancer patients.
To determine the characteristics of the recurrence site in recurrent epithelial ovarian
cancer

Methods:

Analytical retrospective using medical records and interviews with the inclusion
criteria of all epithelial ovarian cancer patients in Dr. Soetomo Hospital who
experienced complete response and recurrence. The length of observation in the
research sample is 60 months during January 2016-December 2020

Results:

Total epithelial ovarian cancer patients with complete response during 2016-2020
amounted to 358 patients and 153 of them experienced recurrence.
Clinicopathological factors that had a correlation with PFS were stage,
histopathology, grade, ascites, tumor residual, CA-125, and type of surgery (p <
0.05). The factors that had a correlation with overall survival were stage,
histopathology, grade, ascites, residual tumor, and CA-125 value (p < 0.05). In the
Cox regression analysis and logistic regression, the most significant factors for
recurrence were stage, grade, and ascites. Stage II have HR (Hazard Ratio) 1.9,
stage III HR 2.1, stage IV none experienced complete response. Grade II and III
patients had HRs of 2.1, and 3.4, respectively. Ascites (+) HR 1.5. The probability
of recurrence from the dominant factor, stage, grade, and ascites, ranged from 11%
to 81%.

Conclusion:
Stage, grade, and ascites factors were the most significant factors in the incidence

of recurrence, progression free-survival, and overall survival.

Key words:
Epithelial ovarian cancer, recurrence, PFS
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