Original article

Annals of Oncology 12: 1115-1120, 2001.
© 2001 Kluwer Academic Publishers Printed in the Netherlands.

Second-line carboplatin and gemcitabine in platinum sensitive ovarian
cancer — a dose-finding study by the Arbeitsgemeinschaft Gynikologische
Onkologie (AGO) Ovarian Cancer Study Group

A. du Bois,"? H. J. Liick,? J. Pfisterer,* W. Schroeder,® J. U. Blohmer,® R. Kimmig,’

V. Moebus® & J. Quaas®

' Departments of Gynecology & Gynecologic Oncology, Dr.-Horst-Schmid-Kliniken Wieshaden: 2 Department of Gynecology. St. Vincentius
Krankenhaus Karlsruhe, >Medizimsche Hochschule Hannover, * University Kiel, * University Aachen. ®University Charité Berlin,
"University Miinchen Grosshadern, ®University Ulm, °Klinikum Stralsund, Germany

Summary

Background: Despite the progress that has been achieved 1n
the last years, recurrence rates in ovarian cancer patients are
still considerably high and the majority of patients ultimately
become candidates for second-line treatment. Carboplatin re-
induction is a broadly adopted regimen in patients with recur-
rences occurring six months or later after first-line treatment.
Gemcitabine is among the candidates as combination partner
in second-line regimens.

Patients and methods: We performed a study with escalating
doses of gemcitabine combined with carboplatin in 26 plati-
num-pretreated patients with recurrent ovarian cancer and a
treatment-free interval of 6+ months. Dose-limiting toxicity
(DLT) and a maximum tolerable dose (MTD) recommendable
for further trials was evaluated.

Introduction

Despite the progress which has been achieved by intro-
ducing platinum-paclitaxel combination chemotherapy
into first-line treatment of advanced ovarian cancer, the
majority of patients still develop recurrent disease [1-4].
Nevertheless, recurrence does not inevitably mean im-
mediate fatal outcome. Some patients with recurrent
disease can survive for several months and even years
after responding to second-line chemotherapy. Thus,
there is a need for the evaluation and development of
effective second-line chemotherapy regimens.
Retrospective evaluation of several series with plati-
num-based second-line chemotherapy has led to an
empirical definition of at least two subgroups of patients
with recurrent ovarian cancer: those with platinum
refractory and those with platinum sensitive ovarian
cancer. Platinum sensitivity is generally defined accord-
ing to a progression-free interval of more or less than
6-12 months after platinum containing first-line chemo-
therapy [5]. Patients with refractory disease usually have
a poor prognosis and even the most active drugs achieve

Results' The DLT was myelosuppression, mainly thrombo-
cytopenia. No dose limiting non-hematological toxicities were
observed. The MTD of gemcitabine was 1,000 mg/m? given on
days 1 + 8 of a three-week schedule combined with carboplatin
AUC 4 given on day 1. The majority of evaluable patients
showed an objective response (62.5%), and median progression-
free and overall survival were 10 and 18+ months, respectively.

Conclusion: Gemcitabine—carboplatin given according to
the MTD is well tolerated and active against recurrent platinum-
sensitive disease. A randomized trial comparing carboplatin
with or without gemcitabine in platinum-sensitive ovarian
cancer has already been initiated.

Key words: carboplatin, gemcitabine, ovarian cancer. second-
line treatment

only short lasting responses in about 15%-20% of pa-
tients [6]. Results in patients with platinum sensitive
tumors are superior, second-line single agent platinum
chemotherapy being among the most active regimens in
patients with platinum-sensitive disease [7-12]. Several
phase Il studies have reported promising results with
platinum-based combination therapy, including response
rates of about 50%-60% gained by combining platinum
with etoposid [13, 14], paclitaxel [15-17], or alkylating
agents [18-22). Retrospective analysis of the data gained
by platinum-based combination regimens suggest an
improved efficacy [6], but this has not been confirmed
by randomized trials. A randomized comparison between
carboplatin single agent and a carboplatin—anthracyline
combination revealed a higher response rate and more
toxicity in the combination arm [23]. However, this did
not translate in statistically significant superior overall
or progression-free survival. Unfortunately, the statisti-
cal power of this trial was not sufficiently large enough
to draw definitive conclusions. Another randomized
trial run by our group (AGO Study Group Ovarian
Cancer) to answer this question compared carboplatin
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single agent vs. a carboplatin—paclitaxel combination.
The trial had to be terminated early, due to an unexpected
high level of neurotoxicity seen with the combination
regimen. This applied especially to patients who suffered
from persistent neurotoxicity induced by first-line cis-
platin—paclitaxel. Therefore, the question of whether
platinum combination is more effective than single
agent platinum as a second-line treatment for patients
with recurrent ovarian cancer remains to be answered.

The unexpected neurotoxicity with the re-induction
carboplatin—paclitaxel regimen showed the need to
choose a platinum combination more carefully before
testing in a randomized study. Screening published re-
sults of phase II studies suggested that gemcitabine with
carboplatin might be a potentially useful combination.
Phase 11 studies with gemcitabine have shown activity in
ovarian cancer, including patients with prior platinum
or paclitaxel exposure [24-27]. Furthermore, the non-
hematologic toxicity profiles of both agents, including
neurotoxicity, do not overlap. Therefore, our group de-
cided to further evaluate a carboplatin—gemcitabine
combination. The primary aim of this study was the
development of a feasible regimen of this combination
which could be recommended for future phase 111 test-
ing. The evaluation of the activity of this combination in
a cohort similar to those for whom a phase I1I study was
planned (i.e., patients with platinum sensitive relapsed
ovarian cancer) was the secondary aim.

Patients and methods

This dose-finding study was conducted according to GCP guidelines.
Approval from ethics commutiees was obtained and each patient gave
written informed consent A stepwise recruitment of patient in cohorts
of six patients per dose level with escalating gemcitabine doses was
planned. thus defining the maximum tolerated dose (MTD) Inclusion
criteria included histologically confirmed epithelial ovarian cancer or
primary peritoneal adenocarcinoma recurring after a minimum of a
six-month treatment free interval following one prior platinum-con-
taining chemotherapy. Other inclusion criteria were standard for phase
[-11 studies and included Eastern Cooperative Oncology Group per-
formance status of 0-2, an adequate bone-marrow function (absolute
neutrophil count > 1.49 x 10%/1 and platelet count > 99 x 10%1), and
an adequate renal and hepatic function (creatinine and bilirubin
< 1.51 x upper limit of normal). Patients were nehgible if they had
prior malignancies (excluding non-melanomatous skin cancer). more
than one prior chemotherapy, prior gemcitabine exposure, active
infection, bowel obstruction, or mental disorder.

Gemcitabine dose was started at 800 mg/m? in dose level I, with
planned escalation of 200 mg/m? in each dose level. Gemcitabine was
infused over 30' on days | and 8 of a 21 day cycle Carboplatin was
given as a one hour infusion following gemcitabine on day 1 only.
Carboplatun doses were calculated according to the Calvert formula
[28] with a target area under the concentration curve (AUC) of 5.
The glomerular filtration rate was estimated according to the Jeliffe
formula [29]). This protocol was amended to reduce the carboplatin
dose to an AUC of 4 after observation of considerable myelosuppres-
sion at dose levels | and Il. respectively. The recommended pre-
medication regimen consisted of single-dose 20 mg dexamethasone
and single-dose 5-HT; antagonist given before chemotherapy on day |I.
No premedication was recommended before gemcitabine on day 8.
Primary prophylaxis with granulocyte colony stimulaung factors
(G-CSF) was not allowed.

Blood counts were monitored weekly, or twice a week if patients
had an ANC < 0.5 x 10%1. Non-hematological toxicities were moni-
tored before each course and for three weeks following the last course.
Toxicity was graded according to the Natuonal Cancer Institute Com-
mon Toxicity Critena [30].

Dose-limiting toxicity (DLT) was defined as (1) ANC < 0.5 x 101
lasting for more than 7 days, (2) febrile ncutropema, (3) grade 4
thrombocytopenia, (4) clinically relevant non hematological toxicity
grade 3 or higher. (5) treatment delays of more than 14 days due to
myelosuppression. Re-treatment was delayed untit platelet counts had
reached 100 x 10%1 and ANC was > 149 x 10%1. Patients were
evaluated for DLT in all of the first three courses. The next higher dose
level was opened for enrollment if no DLT occurred 1n the first course
in at least five of six patients at a dose level Depending on the observed
toxicity an additional cohort of six patients could be enrolled into each
dose level. Maximum tolerated dose (MTD) was only defined after
analysis of the first three consecutive courses in each patient at a dose
level. MTD, as recommendation for further trials, was defined as the
dose level with less than three of six patients having had a toxicity
defined as DLT within the first three consecutive courses.

Bidimensionally measurable tumors were not strictly mandatory
for inclusion, but patients who presented with measurable tumors were
evaluated for response. Pelvic examinations were performed by an
experienced gynecologist before each course. Imaging techniques ap-
propriate for tumor measurement were performed every other course.
Transvaginal and transcutaneous ultrasound as well as conventional
radiologic techniques and computer tomography were accepted. The
same diagnostic tool which was used primarily for tumor measure-
ment before study entry was used to evaluate response during the
course of therapy and after completion of treatment. Response was
defined according to the UICC criteria [31]. Disease-free and overall
survival was calculated from the date of study entry and analysed
according to the Kaplan—Meier method. Follow-up visits were per-
formed every three months. Disease-free survival, overall survival, and
objective responses were descriptively analysed to give an impression
of the activity of this regimen.

Results

From July 1997 to June 1998, twenty-six patients were
enrolled. One patient was found ineligible because she
had received more than one prior chemotherapy regimen.
The remaining 25 patients received 123 chemotherapy
courses. Patient characteristics were well balanced in all
dose levels and are described in Table 1. All but one
patient had ovarian cancer, one patient had primary
peritoneal cancer. The mean age was 59.8 years, and
13 patients had an Eastern Collaborative Oncology
Group (ECOG) performance status of 0. Performance
status 1 and 2 were reported for 10 and 2 patients,
respectively. Seventeen tumors were of serous histology,
six were undifferentiated epithelial tumors, and mucinous
and endometroid histology occurred one each. All of
the patients had received one prior platinum containing
regimen. Platinum was combined with a taxan in 21
patients (paclitaxel 20; docetaxel 1) and with an alkylat-
ing agent in four patients. Sixteen of the twenty-four
patients with ovarian cancer had measurable disease and
were evaluable for response; all courses were evaluable
for toxicity, and all patients could be included in pro-
gression-free and overall survival analysis.
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Level 1

(800 mg/m*, AUC 5)

Level 2 Level 2A
(1,000 mg/m*. AUC 5) (1.000 mg/m?, AUC 4)

Patients 12

Courses 58

Median age (years) 62 (44-76)
Median GFR (ml/min) 76 (45-109)

Diagnosis
Ovarian cancer 11
Peritoneal cancer 1
Measurable disease 9
First-line treatment
Carboplatin — Taxol 5
Cisplatin ~ Taxol 3
Carboplatin — Taxol - epirubicin 2
Carboplatin — Taxotere — doxil -
Carboplatin — cyclophosphamide 2
Cisplatin - treosulfan -
Interval since last course
6-12 months 2
> 12 months 10

6 7

32 33

54 (47-66) 59 (46-78)

73 (60-85) 65 (51-167)
7

5 2

1 4

2 |

- 2

1 _

1 -

1 -

3 5

3 2

Table 2 Hematological toxicity

Level | Level 2 Level 2A
% of: 58 courses 32 courses 33 courses
NCI CTC grade 3 4 3 4 3 4
Anemia 7 - 3 - 3 -
Thrombocytopenia 16 10 13 16 15 6
Neutropenia 16 I 26 7 34 6
Secondary G-CSF 10 3 9
Platelet transfusion 2 2 -

Dose escalation — dose limiting toxicity (DLT)

The first six patients were entered into dose level |
(gemcitabine 800 mg/m?, carboplatin AUC 5). One
patient developed DLT during the first course with
thrombocytopenia grade 4. One further patient had a
pulmonary embolism which was not considered a treat-
ment related toxicity, but attributed to her underlying
disease. However, it led to enrollment of six more
patients at dose level 1. No further DLT in the first
course of level 1 was observed, thus allowing further
dose escalation. A third cohort of six patients were
entered at dose level 2 (gemcitabine 1,000 mg/m?, carbo-
platin AUC 5). No DLT was observed during course 1 of
dose level 2.

However, at this time DLT was observed in courses 2
and 3 of dose level 1 and thus further dose escalation was
held until completion of at least three courses in all
patients in dose levels | and 2. Four out of the twelve
patients in dose level | developed grade 4 thrombocyto-
penia during courses 2 and 3. In addition three of six
patients in dose level 2 had developed thrombocytopenia
grade 4 within the first three courses.

This resulted in an amendment and dose level 2A
was added, carboplatin AUC 4 with gemcitabine 1,000
mg/m?. Seven patients were enrolled in this dose level.
None developed DLT in course 1. Only two patients
had thrombocytopenia grade 4 in subsequent courses.
According to our definition, dose level 2A was regarded
as MTD, consisting of gemcitabine 1,000 mg/m? days |
+ 8, followed by carboplatin AUC 4 on day 1.

Toxicity

Hematological toxicity consisted mainly of grade 34
thrombocytopenia which occurred in 26%, 39% and
21% of courses at dose level 1, level 2 and level 2A,
respectively (Table 2). The maximum grade 4 thrombo-
cytopenia seen in any course at levels 1, 2, and 2A were
25%, 67%, and 14% respectively. Platelet transfusion
were given to one patient each at dose level | and 2.
Grade 4 neutropenia was quite common and was ob-
served in 42%, 33%, and 29% of patients at the three
dose levels, respectively. However, only one patient de-
veloped neutropenic fever. This was probably due to
the short lasting neutropenia which rarely exceeded
five days. G-CSF was used in some patients, although
not prophylactically. Anemia was not of major clinical
relevance.

Dose-limiting treatment related non-hematological
toxicities were not observed at any dose level. Non-hema-
tological toxicity was rarely observed higher than grade
2 and occured equally in each level. Therefore, non-
hematological toxicity are reported for all dose levels,
patients and courses (Table 3). No treatment related
death occurred. Three patients each reported constipa-
tion and abdominal pain/cramps which the investigator
classified as probably disease related. Only one patient
reported edema which resolved spontaneously. One pa-
tient experienced transient grade 3 hypersensitivity with
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Table 3 Non-hematological toxicity of carboplatin—gemcitabine 25
patients with 123 courses.

NCI CTC grade 1 2 3 4
Emesis 20 16 - -
Nausea 60 16 - n.a
Diarrhea 12 8

Constipation 36 16 12 -
Mucositis 48 - - -
Infection 32 20 - l
Myalgia 24 4 - -
Pain 52 4 12 -
Neurotoxicity (PNS) 44 8 - -~
Ototoxicity 4 4 - -
Alopecta 64 16 na na
Edema 32 8 4 -
Hypersensitivity 24 - 4 -
Arrhytmia 8 - - -

Abbreviation n a. — not applicable.
Numbers ure % of 25 patients, the worst course per patient 1s counted

1004

¥ 8 4

Proportion event-free (%)

0 T
0 365

1
730 days
=== PD-free survival, median 10.0 months, 23 / 25 pts. progressed
= = = gverall survival, median > 18 months, 12/ 25 pts. deceased

Figure | Survival and progression-free survival after a median follow-
up of 23 months (range 19-30 months; Kaplan-Meier curves).

bronchial obstruction, which resolved on discontinuation
of carboplatin infusion and administration of anti-aller-
gic medication. This patient continued treatment with
single-agent gemcitabine without any further hypersen-
sitivity reaction.

Actual dose

At dose level 1, nine out of twelve patients completed five
or more courses; two patients received four courses and
treatment was discontinued due to progressive disease;
one patient refused treatment after two courses. Treat-
ment delay of more than one week was observed in
15.4% (9 of 58) of the courses at dose level 1. At dose
level 2, four out of six patients received five or more
treatment courses. The remaining two patients discon-
tinued treatment after course 2 and 3 due to progressive
disease. Treatment delay of more than one week was
observed in 13% (4 of 32) of the courses at dose level 2.

At dose level 2A, five out of seven patients received 5 or
more treatment courses, and two patients stopped treat-
ment after course 3 because of disease progression.
Treatment delays beyond seven days were reported in 2
of 33 courses at dose level 2A.

Efficacy

Sixteen patients with epithelial ovarian cancer had bi-
dimensionally measurable disease and were evaluable
for objective response. Four patients achieved a com-
plete response and six patients showed partial responses
resulting in an overall reponse rate of 62.5 % (10 of 16
patients). Two patients each had stable disease or tumor
progression. The remaining nine patients were not in-
cluded into response analysis because they did not show
measurable disease at study entry. Four of these nine
patients experienced progression during the treatment
period. All patients could be included in the analysis of
progression-free and overall survival. Survival and pro-
gression-free survival data after a median observation
period of 23 months (range 19-30 months) are presented
in Figure 1. The median progression-free and overall
survival for all patients were 10 and 18+ months, respec-
tively.

Discussion

Despite the progress that had been achieved by the
incorporation of paclitaxel into first-line platinum-
based treatment of advanced ovarian cancer, survival
rates are still disappointing and eventually the majority
of patients will develop recurrences. Patients with treat-
ment-free intervals exceeding 6—12 months may respond
to second-line treatment. No standard treatment has
been established, but re-challenge with platinum is a
reasonable option in these patients [32]. Several phase
II studies have reported promising results with platinum-
based combination therapy with response rates of about
50%~60%. However, no combination has proven superior
to single agent platinum. Furthermore, an ideal combi-
nation partner for platinum has not been defined. A com-
bination partner for platinum should have both proven
activity after platinum and paclitaxel and a toxicity profile
that should allow re-treatment in patients with at least
subclinical neurotoxicity following platinum-paclitaxel.

Gemcitabine is one of the new drugs with promising
activity and a toxicity profile not containing neuro-
toxicity, thus being a candidate for further development.
Gemcitabine single agent has been evaluated within four
phase II studies in platinum-pretreated [24-26] and in
one study even platinum- and paclitaxel-pretreated pa-
tients [27] with relapsed ovarian cancer. These studies
have utilized a 28 days schedule with gemcitabine given
at doses of 800-1,250 mg/m? on days 1, 8, and 15. No
relevant neurotoxicity attributable to gemcitabine was
observed and responses occurred in each trial. The first
clinical developement of a carboplatin—-gemcitabine
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combination was done in lung cancer patients. Again,
these studies used a 28-day schedule with gemcitabine
1,000 mg/m? administered on days 1, 8, and 15. Carbo-
platin was given at doses of AUC 4-5.2. The major
toxicity in these trials was thrombocytopenia grade 4
occurring in 20%-80% of patients [33, 34]. As in our
trial, no dose-limiting non-hematologic toxicites were
reported. Concerning myelosuppression, we made similar
observations when we combined carboplatin AUC 5
with gemcitabine 800—1,000 mg/m? in levels I and 2. At
these levels, severe thrombocytopenia occurred in more
than 25% of patients. However, the carboplatin dose-
intensity used in our trial was 20%-25% higher than in
the above mentioned lung cancer trials. Therefore, we
decided to reduce the carboplatin dose to AUC 4 result-
ing in a dose-intensity of AUC 1.33 per week. We felt this
was a safe approach, because a carboplatin dose of
AUC 4 had previously been evaluated in a randomized
trial proving equivalence for carboplatin AUC 4 and
AUC 8 when combined with cyclophosphamide 600
mg/m? in the treatment of advanced ovarian cancer
[35]. After carboplatin dose reduction, the gemcitabine
dose could be maintained at 1,000 mg/mz. At this dose,
myelosuppression rates were less excessive. Even more,
no relevant drug-related non-hematologic toxicity was
observed (esp. no neurotoxicity). Overall, toxicity at the
MTD was generally mild and did not cause dose reduc-
tion in subsequent courses.

We observed objective responses in the majority
of patients with measurable disease, including some
clinical complete responses. The median progression-
free survival of 10 months compared well with other
published trials evaluating carboplatinum-based combi-
nations in similar patient cohorts with relapsed plati-
num sensitive ovarian cancer. Furthermore, median
survival was not reached yet after a median observation
period of almost two years when only 12 of 25 patients
have deceased. Again, results from published trials in
similar cohorts did not report superior results. Two
studies evaluating carboplatin—paclitaxel in 39 and
104 platinum-sensitive patients reported median pro-
gression-free survival of 9—11 months, and median sur-
vival of 10-20.5 months, respectively [36, 37]. Another
trial evaluating carboplatin-cyclophosphamide in 28
platinum-sensitive patients reported 8 and 12 months,
median progression-free and overall survival, respec-
tively [19].

The promising results of our study led to the initia-
tion of a randomized phase 111 AGO — NCIC (National
Cancer Institute of Canada) - EORTC (European Or-
ganisation for the Research and Treatment of Cancer)
Intergroup trial comparing carboplatin AUC 5 single
agent with gemcitabine 1,000 mg/m? administered on
days 1 and 8 plus carboplatin AUC 4 given on day I,
both treatment arms repeated every three weeks. Since
December 1999, patients with recurrent ovarian cancer
and a treatment interval of at least six months following
one platinum-based first-line therapy are enrolled into
this currently open trial (AGO protocol # 2.5).

HI19

Acknowledgements

The authors thank Gabriele Elser for data management.
The study drugs and financial support for data manage-
ment, monitoring, and documentation was kindly pro-
vided by Eli Lilly, Germany. Dr Sheila DeLiz helped
with the language.

References

1. McGuire WP, Hoskins WI. Brady MF et al. Cyclophosphamide
and cisplatin compared with paclitaxel and cisplatin in patients
with stage 111 and stage IV ovanan cancer. N Engl J Med 1996:
334:1-6

2 Stuart G, Bertelsen K. Mangioni C et al. Updated analysis shows
highly significant improved overall survival (OS) for cisplatin—
paclitaxel as first-line treatment of advanced ovarian cancer:
Mature results of the EORTC-GCCG. NOCOVA. NCIC-CTG
and Scotush intergroup trial. Proc Am Soc Clin Oncol 1998; 17
(Abstr 1394).

3. du Bois A, Liack HJ. Meier W et al. Cisplatin/paclitaxel vs.
carboplatin/paclitaxel in ovanan cancer: Update of an Arbeits-
gemeinschaft Gynaekologische Onkologie (AGO) Study Group
trial. Proc Am Soc Chin Oncol 1999: 18: 356 A (Abstr 1374)

4. Ozols, RF, Bundy BN, Fowler D et al. Randomized phase I1!
study of cisplatin (CIS)/paclitaxel (PAC) vs carboplatin
(CARBO)/PAC in optimal stage Il epithelial ovarian cancer
(OC). A Gynecologic Oncology Group trial (GOG 158). Proc
Am Soc Clin Oncol 1999: 18: 356A (Abstr 1373).

5. Markman M. Hoskins W. Responses to salvage chemotherapy in
ovarian cancer: A critical need for precise definitions of the
treated population J Clin Oncol 1992; 10: 5134

6. du Bois A, Liack HJ. Bauknecht Tet al. 2nd-line Chemotherapie
nach Platin- oder Platin-Paclitaxel-haltiger Primértherapie beim
Ovarialkarzinom: Eine systematische Ubersicht der publizierten
Daten bis 1998. [2nd-line chemotherapy for ovarian cancer failing
platinum or platinum-paclitaxel containing first-line chemother-
apy: A systematic review of published data until 1998.] Geburtsh.
u Frauenheilkd. 2000; 60: 41-58

7. Eisenhauer EA. Swenerton KD. Sturgeon FG et al Phase 11 study
of carboplatin in patients with ovarian carcinoma: A National
Cancer Institute of Canada Trials Group study. Cancer Treat Rep
1986, 70. 1195-8.

8. Gore ME. Fryatt |. Wiltshaw E, Dawson T. Treatment of relapsed
carcinoma of the ovary with cisplauin or carboplatin following
initial treatment with these compounds. Gynecol Oncol 1990: 36
207-11

9. Hoskins PJ. O’Reilly SE. Swenerton KD. The "failure free interval®
defines the likelihood of resistance to carboplatin in patients with
advanced epithelial ovarian cancer previously treated with cis-
platin: Relevance to therapy and new drug testing. Int J Gynecol
Cancer 1991; 1: 205-8.

10 Markman M, Rothman R, Hakes T et al. Second-line platinum
therapy in patients with ovarian cancer previously treated with
cisplatin. J Clin Oncol 1991: 9: 389-93.

1t. Williams LL, Fudge M, Burnett LS. Jones HW. Salvage carbo-
platin therapy for advanced ovarian cancer after first-line treat-
ment with cisplatin. Am J Clin Oncol 1992; 15: 331-6.

12. Kavanagh JJ, Tresukosol D, Edwards C et al. Carboplatin reinduc-
tion after taxane in patients with platinum-refractory epithelial
ovarian cancer. J Clin Oncol 1995; 13- 1584-8.

13. Lele SB, Piver MS, Malfetano J. Cisplatin plus VP16-213 in
refractory ovarian carcinoma. Am J Clin Oncol 1987: 10: 21-2.

14. Menczer J, Ben-Baruch G. Rizel S, Brenner H. Cisplatin in com-
bination with continuous VP16 infusion as second line chemo-
therapy 1n ovarian carcinoma. Eur J Gynaecol Oncol 1992: 13:
316-8

810z Jaqwieldag /| uo1senb Aq 828981/S 1 | 1/8/Z L 1oBliSqe-ajoie/ououue/woo dno olwapeoe//:sdiy Woll papeojumo(]



1120

20.

21,

(3]
(98]

24.

25.

27.

Rose PG. Fusco N, Fluellen L, Rodriguez M. Second-lne therapy
with paclitaxel and carboplatin for recurrent disease following
first-line therapy with paclitaxel and platinum in ovarian or
peritoneal carcinoma. J Chn Oncol 1998; 16: 1494-7.

Goldberg JM, Piver MS, Hempling RH., Recio FO. Paclitaxel
and cisplatin combination chemotherapy in recurrent epithelial
ovarian cancer. Gynecol Oncol 1996; 63: 312-7.

Guastalla JP. Pujade-Lauraine E, Weber B et al. Efficacy and
safety of the paclitaxel and carboplatin combination in patients
with previously treated advanced ovarian carcinoma. Ann Oncol
1998; 9 37-43.

Lorusso V. Catino A Leone B et al. Carboplatin plus ifosfamide
as salvage treatment of epithehal ovarian cancer: A pilot study.
J Clin Oncol 1993: 11: 1952-6

van der Burg MEL. Hoff AM, van Lent M et al. Carboplatin and
cyclophosphamide salvage therapy for ovarian cancer patients
relapsing after cisplatin combination chemotherapy. Eur J Cancer
1991, 27: 248-50

Selizer V, Vogl S, Kaplan B. Recurrent ovarian carcinoma
Retreatment utilizing combination chemotherapy including cis-
diamminedichloroplatinum in patients previously responding to
this agent. Gynecol Oncol 1985; 21: 167-76.

Martoni A, Panetta A, Angelelll B et al. A phase Il study of
carboplatin and cyclophosphamide in advanced ovarian carci-
noma. J Chemother 1993: 5: 47-51.

Gershenson DM. Kavanagh JJ. Copeland LJ et al. Retreatment
of patients with recurrent epithelial ovarian cancer with cisplatin-
based chemotherapy. Obstet Gynecol 1089; 73- 798-802.

Bolis G. Brusati M. Ferraris A et al. Carboplatin alone (C) vs.
carboplatin + high-dose epirubicin (HDCE) + growth-factors
{GF) 1n late recurrences ovanan cancer patients (PTS). Proc Am
Soc Clin Oncol 1994; 13. 271 (Abstr 869).

Lund B. Hangen OP, Theilade K et al. Phase 11 study of gemcita-
bine (2'.2'-difluorodeoxycytidine) in previously treated ovarian
cancer patients. J Natl Cancer Inst 1994; 86: 1530-3.

Shapiro JD. Millward MJ, Rischin D et al. Activity of gemcitabine
in patients with advanced ovarian cancer: Responses seen follow-
ing platinum and pachitaxel Gynecol Oncol 1996; 63: 89-93

Neijt JP. Kaufmann M, Bauknecht T et al. Gemcitabine in pre-
treated ovarian cancer Ann Oncol 1996; 7 (Suppl 5): 70 (Abstr
329).

Friedlander M, De Gramont A, Millward MJ et al. Activity of
gemcitabine 1n stage 3 or 4 ovarian cancer: Patients previously
treated with cisplatin (CP)-containing regimens Eur J Cancer
1997: 33 (Suppl 8): S121-2 (Abstr 538).

29.

30.

31

32.

33.

35.

36.

37.

. Calvert AH, Newell DR. Gumbrell LA. Carboplatin dosage:

Prospective evaluation of a simple formula based on renal func-
tion. J Clin Oncol 1989; 17. 1748-56

Jeliffe RW Creatinine clearance: Bedside estimate. Ann Intern
Med 1973; 79: 604 (Letter)

National Cancer Institute Common Toxicity Criteria. In Perry
MC (ed): The Chemotherapy Source Book Baltimore: Williams
and Willkins 1990; 113340

Miller AB, Hoogstraten B, Staquet M, Winkler A. Reporting
results of cancer treatment Cancer 1981; 47: 207-14.

Berek JS, Bertelsen K, du Bois A et al. Advanced epithelial
ovarian cancer: 1998 consensus statements Ann Oncol 1999; 10
(Suppl 1): S87-S92.

Carmichael J, Allerheiligen S, Walling J. A phase | study of
gemcitabine and carboplatin in non-small-cell lung cancer. Semin
Oncol 1996; 23 (Suppt 10): 55-9.

Ng EW, Sandler AB, Einhorn LH. A phase 11 study of carboplatin
plus gemcitabine in non-small-cell lung cancer (NSCL) Proc Am
Soc Clin Oncol 1998; 17 (Abstr 1801).

Jakobsen A, Bertelsen K, Andersen J et al. Dose-effect study of
carboplatin in ovarian cancer: Aa Danish Ovarian Cancer Group
study. J Chin Oncol 1997; 15: 193-8.

Vincent P, Guastalla JP, Piedbos P et al. Taxol (T) + carboplatin
(Cb) combination in pretreated ovarian cancer (OC): A random-
1zed comparison of 2 carboplatin dose calculations (AUC vs.
BSA). Proc Am Soc Clin Oncol 1998; 17. 377A (Abstr 1435).

Rose PG, Fusco N, Fluellen L, Rodriguez M Second-line therapy
with pachitaxel and carboplatin for recurrent disease following
first-ine therapy with paclitaxel and plaunum in ovarian or
peritoneal carcinoma. J Clin Oncol 1998; 16: 1494-7.

Received 28 November 2000; accepted 30 March 2001.

Correspondence to

A. du Bois, MD, PhD

AGO study secretary

Department Gynecology

Gynecologic Oncology
Dr.-Horst-Schmidt-Khiniken
Ludwig-Erhard-Str 100

65199 Wiesbaden

Germany

E-mail. dubois.hsk-wiesbaden@uumail.de

810z Jaqwadeg /| uo1senb Aq 828981 /S | 1/8/Z L 1oBliSqe-ajoie/ououue/woo dno olwapeoe//:sdiy Wwoll papeojumo(]



