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Phase III study of radiotherapy alone versus combination of
mitomycin-C and 5-FU plus radiation in locally advanced
cervical cancer : Preliminary results.
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Between November 1988 and September 1990, 52 cases of advanced stage IIB and
HIB cancer of the uterine cervix at the Radiotherapy Unit, Department of Radiology, Chulalongkorn
University Hospital were divided into 2 treatment groups;25 patients were treated by
conventional irradiation alone; while another 27 patients were treated by combination of mitomycin-
C and 5-FU concomittently with conventional irradiation. There were no obvious benefits
in locoregional control, but there were decreased  in distant metastases in the chemotherapy arm.
Median disease-free survival rate (31.3 mo) was 32% for control group as compared to 51.9% (28.3
mo) for chemotherapy group. There were more immediate adverse events in the chemotherapy
arm than the radiotherapy arm.
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Carcinoma of the uterine cervix is the

most common malignancy in Thailand. " It is

also the leading cancer in females in Chulalongkorn
Hospital. *'  The majority of cases present in the
advanced stages IIB and IIIB.'** By conventional
radiotherapy alone, about 30-50% of cases failed in the
pelvis and another 20-35% failed distantly. ** Recently,
systemic chemotherapy was used inthese patients
inorder to improve the response rate and overall
survival. ‘“'" So, we conducted a clinical trial using
concomittent chemoradiotherapy for  patients  with
locally advanced stage IIB and IIIB cervical carcinoma.
The aims of this study were to compare the response rate,
the  survival rate and adverse events between conven-
tional radiotherapy and combination chemoradiotherapy
groups.

Materials and methods

Between  November 1988 and September
1990, 52 cases of FIGO stage 11B and IIIB uterine cervical
cancer were simply randomized into 2 groups. There were
25 cases in the first group which were treated  with
conventional radiotherapy; and 27 cases in the
second group treated with combination of
conventional radiotherapy and mitomycin C plus oral 5-
FU (Kyowa Hakko).

Criteria for patient eligibility
1. Histological proof of uterine cervical carci-
noma
2. Previously untreated cases
3. Age < 70 years

4. Hemoglobin > 10 gm%, white blood cell count
>4,000/cumm plateletcount> 100,000/cumm

5. Normal liver and renal functions

6. No evidence of cardiovascular and/or pulmo-
nary diseases

7. No other malignancies

8. Karnofsky performance status > 70%

Criteria for response and adverse events

CR (complete response) : the disappearance of all
measurable or evaluable disease for at least 4 weeks

PR (partial response) reduction of > 50%
in sum of the products of two perpendicular diameters of
all measurable lesions with no new lesions and persists for
at least 4 weeks

Nc (No change) : a < 50% reduction and , 25%
increase inthe sum of the products of two
perpendicular diameters of all measurable lesions with

PD (progressive disease) a25% or more
increase in the products of two perpendicular diameters of
any measured lesion or the appearance of new lesions.

During treatment tumour response was
assessed by periodic pelvic and general physical
examinations, routine laboratory tests, chest x-rays and
CT scans as indicated, and biopsy in some cases.  The
response was determined immediately after completion of
treatment and again two months later at a
time of full radiation effects.

Adverse events criteria was graded accouding
to ECOG adverse events criteria for acute and
subacute adverse events, and kottmeier criteria for
late gastrointestinal (GI) and genitourinary (GU)
adverse events.

Definition of survival

Disease- Free Survival (DFS) was defined as
the time from complete response to the first locoregional
or distant recurrence.

Survival was calculated from the date
of initiation of treatment until the date of death or last
foltow up.

Schedule of treatment

Conventional radiotherapy schedule consisted of
whole pelvis irradiation, using Co-60 teletherapy
or Linac 6-10 MV, midline tumour dose 3,000-5,000
cGy, with daily dose of200cGy,5 fractions per
week. After 10-14 days rest, the patients were treated
with brachytherapy Ra-226 or Cs-137 remote after loading
system (Selectron), one to two applications (two
weeks apart) with a point A dose of 3,000-4,000 cGy.

For the combination group, mitomycin-
C 10 mg/m2 were administered intravenously
on day 1 andday?29andoral 5-FU (kyowa) 100
mg  twice a day for 28 days simultaneously with the
conventional radiotherapy schedule.

Results

The clinical characteristics of patients studied

are showed in Table 1. The majority ofthe
patients had squamous cell carcinoma and were in
stage 1IIB, Theaverage TDF '*'* at point A was

148 (range from 141 to 174) for the radiation alone group,
and was 146 (range form 139 to 174) for the combination

group.
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Table 1. Clinical characteristics of patients.

Chula Med J

Radiation alone Combination group

25 cases 27 cases

Mean age (range) 52 (36-69) 47.3 (30-62)
Mean Karnofsky performance stutus (range) 84% (70-90) 87.7% (70-90)
stage 1IB ‘ 5 5

11IB 20 22
Tumour size <5 cm 13 15

> 5cm 12 12

average (cm) 5.2 (3-8 cm) 4.4 (2-8 cm)
Type of lesion

Exophytic 18 13

Ulcerative + infiltrative 7 14
Pathology
large cell keratinizing squamous cell carcinoma 4 7
large cell non-keratinizing squamous cell carcinoma 12 9
small cell non-keratinizing squamous cell carcinoma 5 7
adenocarcinoma 4 4
TDF at point A 148(141-174) 146(139-174)
Median follow up in month (range) 31.3(20-41) 28.3(18-41)

The median follow-up time in the radiation
alone group was 31.3 (range 20-41) months, and 28.3
(range 18-41) months in the combination group.

Response according to treatment modalities
are showed in Table 2. There were two cases in the
combination group excluded from the response
evaluation due to earlytreatmentrelated deaths. The

response rate immediately after completion of
treatment were 28% CR, 68% PR, 4% NC and 0% PD in
radiation alone group as compared to 28% CR,
64% PR, 8% NC and0% PDin combination group.
While at twomonths follow-up the response rate were
64% CR, 16% PR,0% NC and 20% PD in radiation
alone group as compared to 84% CR, 4%
PR, 0% NC and 12% PD in combination group.
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Table 2. Response According to Treatment Modalities.

Response Radiation alone Combination group *
Immediate (a) 2 months (b) Immediate (a) 2 months (b)

CR 7/25 (28%) 16/25 (64%) 21/25 (84%)

PR 17/25 (68%) 4/25 (16%) 16/05 (64%) 1/25 (4%)

NC 1/25 (4%) - -

PD - 5/25 (20%) 3/25 (12%)

* Two cases in combination group were excluded due to early treatment related deaths.

a = immediately after completion of treatment

b = 2 months follow-up

The overall survival in radiation alone The disease-free survivalin the radiation alone

and combination groups were 40% and 59.3% respec- group was 32%
tively. group. Failure rate was

in contrast to 51.9% in the combination
more common in the radiation

alone group, especially distant failure (Table 3.).

Table 3. Treatment results (18-41 month of follow up).

Radiation alone

Combination group

(N=25) (N=27)

Cases (%) Cases (%)
Overall survival 10 (40%) 16 (59.3%)
Disease-free survival 8 (32%) 14 (51.9%)
Loss to follow up 3 (12%) 3(11%)
Locoregional failure alone 5 (20%) 5 (18.5%)
Locoregional with distant 2 (8%) -
failure
Distant failure alone 7 28%) 1(3.7%)
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Table 4 shows the results of acute and subacute adverse
event, according to ECOG toxicity criteria.

majority of acute hematotoxicity

hematotoxicity were in grade I-II and
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Table 4. Acute and subacute adverse events (ECOG criteria).
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common in the combination group. There were also two

treatment related deaaths - (septic  shock)
the combination group.

Radiation alone

(25 cases)
cases (%)

Combination groups
(27 cases)

cases (%)

Acute Hematotoxicity
Anemia grade I-11
grade III
grade IV
Neutropenia grade I-1I
grade II1
grade 1V
Thrombocytopenia grade I-11
grade II1
grade IV
Acute non-hematotoxicity
Nausea/vomiting grade I-I1
grade 111
grade IV
Diarrhea grade I-11
grade 111
grade IV
Hematuria grade I-1I
grade III
grade [V

10/25 (40%)

5/25 (20%)

6/25 (24%)

9/25 (36%)
1/25 (4%)

17/27 (63%)

17/27 (63%)
2/27 (7.4%)
2/27 (7.4%)

-

12/27 (44.4%)

17/27 (63%)




’ ar < <
Vol. 37 No. 7 mifnwuisuifisuszwivnsinsazinhnuagnizesn 2 1, 3 i 467

July 1993 TaunlgfoRadraidsanumilslaladudu 8 uaz 5 - MgealsysBa Swiuiedsne

Table 5. showed the results of late adverse events, accord- cystitis which were equal in both groups. There was one
ingto the Kottmeier criteria. "  The majority of severe late complication (rectovagina fistula which re-
late complications were grades I-lI proctitis and/or quired a colostomy) in the combination group.

Table 5. Late adverse events (kottmeier criteria).

Late toxicity Radiation alone Combination group
Cases (%) Cases (%)
Proctitis grade I 5/25 (20%) 6/27 (22.2%)
grade II 2/25 (8%) 1/27 (37%)
grade IIT - 1727 (3.7%)
Cystitis grade I 4/25 (10%) 5/27 (18.5%)
grade II - -
grade 111 - -
Discussion acolostomy. The authours found that the wuse of

mitomycin-C intravenously and oral 5-FU tablets given
concurrently with conventional irradiation improved the
disease-free  survival. Nevertheless, there were more
acute and late adverse events in the combination group.
Currently, we are developing appropriate doses and sched-
ules of chemotherapy in order to improve the treat-
ment outcome and minimize acute and late adverse
events in treating patients with locally advanced carci-
noma of the uterine cervix.

There were many reports about the use of
chemotherapeutic agents in patients with carcinoma
of the cervix. ¢!  Some reports showed improve-
ment in the survival rate. ©'%'¥ In our study we
used mitomycin C and 5-FU concurrently with
conventional radiotherapy in locally advanced cervical
carcinoma. For the treatment results,the combination
group showed better disease-free survival as
compared to the radiation alone group (51.9% VS 32%).
This may be due to the decrease in locoregional recurrence
(18.5% VS 28%) and especially distant metastases (3.7% Summary
VS 36%). However, this studyshowedmore frequent
and severe immediate bone marrow suppression in
the combination group. There were also 2 early
treatmentrelated deaths from acute septic shock during the
third and fourth week of treatment in the combination
group. The  majority of late gastro-intestinal and
genitourinary tractsystems adverse events were tolerable
(Grade I-II). Only one patient in the combination
group developed rectovaginal fistula which required

Mitomycin C and 5-FU in combination with
radiotherapy showed advantages in locally advanced
stage IIB and I1IB cancer of the uterine cervix.  The
disease freesurvivalinthe combination group was51.9%
as compared to 32% in the radiation alone group. There
were  more frequent acute hematotoxicity and slightly
more late  gastrointestinal  and genitourinary tract
adverse events in the chemotherapy arm.
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