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=Abstract=

Combination Chemotherapy with High Dose Cisplatin-Cyclophosphamide
in Primary Epithelial Ovarian Cancer

Jeong Sup Yun, M.D., Ha Jeong Kim, M.D., Sung Kyoo Jang, M.D.,
Ki Hyung Kim, M.D., Man Soo Yoon, M.D.
Department of Obstetrics & Gynecology, College of Medicine, Pusan National University, Pusan, Korea

Objective : The purpose of this study was to evaluate the therapeutic efficacy and toxicity of
high dose cisplatin-cyclophosphamide combination chemotherapy on patients with primary epithelial
ovarian cancer.

Methods : A review of 63 patients previously diagnosed as primary epithelial ovarian cancer
after initial operation and histology at Pusan National University Hospital from Jul. 1993 to Jun.
1997 was performed. Patients were received the combination chemotherapy including cisplatin
100mg/m2/day and cyclophosphamide 750mg/m2/day, repeated 6 cycles every 4 weeks. The mean
age was 48 years old, and previous surgical procedures were total abdominal hysterectomy and
bilateral salpingo-oophorectomy with omentectomy. The patients were classified into FIGO stage and
pathologic results.

Results : The clinical response rate was 100% in the FIGO stage Ic patients with PC
combination chemotherapy, 100% in stage II, 53.5% in stage III, and 25% in stage IV. The overall
response rate was 69.8%. The 3-year survival rate according to the treatment groups was 93.3% in
stage Ic group, 60% in stage II, 50% in stage IIl and 0% in stage IV. The mean survival duration
was 34.6 months. Hematologic toxicities in cisplatin-cyclophosphamide chemotherapy were
neutropenia and anemia. Nausea and vomiting were the most common side effects and occurred in
96.8%. Most of the toxicities were grade 1 and 2.

Conclusion : The combination chemotherapy with cisplatin-cyclophosphamide is relatively safe
and effective method in the treatment of primary epithelial ovarian cancer.
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Table 1. Patient charactenstics according to the treatment group

Characteristics No. of patients Percent(%)
Age(yr)
<20 5 79
20-29 5 79
30-39 10 15.9
40-49 14 222
50-59 23 36.5
60-69 6 95
FIGO Stage
Ic 12 19.0
I 15 238
I 28 444
| \Y 8 127
Histologic Type
Serous 33 524
Mucinous 21 333
Endometrioid 7 11.1
Clear 2 32
Operation
Optimal surgery
(residual tumor < 2cm) 40 635
Suboptimal surgery 7 365

{residual tumor = 2cm)

Table 2. Definition of clinical response

Complete Response (CR) was defined as the disappearance of all signs of tumor for at least 4 weeks.

Partial Response (PR) was defined as >50% decrease in the sum of the products of perpendicular diameters of
measurable tumor masses, with no increase of any tumor or appearance of new tumor lesion.

Stable Disease (SD) was defined as a steady disease state or response less than PR, and no appearance of new tumor

lesion or worsening of symptoms.

Progressive Disease (PD) was defined as an unequivocal increase of at least 25% in the size of any measurable

disease, or the appearance of new tumor lesion.

100% & Yetdou Zdlzt gol $AH onig
2 £@dn wmgieh FIGO #rle gg Jd3A
9842 Ic7) 7} 100%, 117] 7} 100%, 117) 7} 53.5%,
IV7]7} 25%9 ¥H-3&& e TH(Table 3)

0E 3d 4Eg 9 HF AEVE 3F 177t
93.3%, 45.5704, 117]7} 60%, 34.871 4, 1177} 50%,
314784, IV7] 7} 0%, 107]golgon, Wal 2 &
A FYe w39 HES F HF AENE F
B FAago] 65%, 341 FoiAz, HAA Gt
o] 54.5%, 363Nl on, AFHAYF ALY
60%, 37.670 € o)A FHMH LS 50.2%, 29.170€¥
oAtk T w39 A& & Fd A&7
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of W 3d YE&3 FF YEIINE gAwe

Table 3. Clinical response according to the treatment group

Characteristics No. of patients CR(%) PR(%) SD(%) PD(%)
FIGO Stage

I 12 10(83.3) 2(16.7)

I 15 9(60.0) 6(40)

m 28 6(21.4) 9(32.1) 7(25.0) 6(21.4)
v 8 2(25.0 2(25.0) 4(50.0)
Histologic Type

Serous 33 9(26.5) 14(41.2) 5(15.1) 5(15.1)
Mucinous 21 10(50.0) 4(20.0) 4(20.0) 2(10.0)
Endometrioid 7 5(71.4) 1(14.3) 1(14.3)

Clear 2 1(50.0 1(50.0)
Surgical Technique

Optimal Surgery 40 20(50.0) 11(27.5) 6(15.0) 3(7.5)
Suboptimal Surgery 23 521.7) 8(34.8) 3(13.0) 7(30.5)
Overall 63 25(39.7) 19(30.1) 9(14.3) 10(15.9)

Table 4. Median survival length and 3 year survival rate according to the treatment group

Characteristics Median survival (months) 3 yrs. survival (%)
FIGO Stage
I 455 933
I 348 60
i 314 50
I\ 10 0
Histologic Type
Serous 34.1 65
Mucinous 36.3 54.5
Endometrioid 376 60
Clear 29.1 50.2
Operation Technique
Optimal Surgery 40 739
Suboptimal Surgery 276 57.1
Clinical response
Complete response 42.7 70.6
Partial response 36.5 545
Stable disease 215 25
Progressive disease 9.6 0
Overall 63 578
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Thromioeyispenia

176.2%

Fig. 1. Hematologic toxicity in cisplatin-
cyclophosphamide chemotherapy
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Fig. 2. Renal and other toxicities in cisplatin-
cyclophosphamide chemotherapy

Table 5. Hematologic toxicities in cisplatin-cyclophosphamide chemotherapy

Grade*(No. of patients/%)

Toxicity 1 2 3 4 Overall
Neutropenia 31(64.6) 9(18.8) 3(6.3) 5(10.4) 48(100)
Thrombocytopenia 7(36.8) 6(31.6) 3(15.8) 3(15.8) 19(100)
Anemia 29(60.4) 10(20.8) 7(14.6) 2(42) 48(100)

* Toxicities are graded according to the “Common Toxicity Criteria Cancer Therapy Evaluation Program”,
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Table 6. Renal and other toxicities in cisplatin-cyclophosphamide chemotherapy

Grade*(No. of patients/%)

Toxicity 1 3 4 Overall
Renal insufficiency 4(100) 0 0 4(100)
Diarrhea 22(88.0) 3(12.0) 0 0 25(100)
Nausea 29(50.0) 24(41.4) 5(8.6) 0 58(100)
Vomiting "10(16.4) 31(50.8) 20(32.8) 0 61(100)
Peripheral neuropathy 1(100) 0 0 1(100)
Ototoxicity 1(100) 0 0 1(100)
Elevated transaminase 19(86.4) 3(13.6) ] 0 22(100)
Alopecia 39(73.6) 8(15.1) 6(11.3) 0 53(100)

* Toxicities are graded according to the “Common Toxicity Criteria Cancer Therapy Evaluation Program®.
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