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Abstract

Radiotherapy is the sandard trestment for localy advanced (Internationd
Federation of Gynecology and Obgtetrics Stage 11B-1V) cervicd carcinoma. Although
a good trestment outcome is often obtained, irradiation causes obvious acute and
chronic symptoms. Acute symptoms occur during trestment including abdomind
cramping and diarhea, whereas chronic symptoms occur dfter tretment ae
abdomind pain, occasond cramping, and impaired nutritionad absorption for an
extended period. Current management induding symptomatic trestment by usng
loperamide and kaopectate does not prevent the occurrence of radiaioninduced
change by irradiation, and aso does not achieve a adequate control of abdomind
cramping and diarrhea.

The purpose of this sudy is to evduae the efficacy of glutamine and
cholestyramine versus (Sun Lin Ba Chu San) in the prevention of
irradiation induced intestind toxicity, which includes abdomind cramping and
diarhea, and in the prevention of body weight loss after radiotherapy resulting from
theintestind symptoms. We schedule to enroll petients receiving pelvic irradiation for
cavicd carcinoma for this sudy. Petients are randomized to three trestment groups
with different trestment protocols, incuding (Sun Lin Ba Chu San),
glutamine and cholestyramine, and control group with savage thergpy by using
Loperamide and kaopectate. The anti-cramping and anti-diarrhea efficacies of these
three regimens are compared to each other. The vitamin By, absorption, as an
indicator of iled function, and body weight change before and &fter trestment are dso
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compared between each group asthe indicator of chronic toxicity of pevic/abdomind
irradiation. We hope this investigation may edtablish the efficacy of

(Sun Lin Ba Chu San)in the prevention of radiaion-induced intestind toxicity thet
can be applied for clinical practice.
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@ Complete Remission

(b) Partial Remission
(c) Stable Disease
(d Progressive Disease

Clinicdly, complete response (CR) was defined as complete disgppearance of
cavicd tumor by pelvic examination and/or image sudy a hyderectomy,
negative serum squamous cdl carcinoma (SCC) antigen, and  without
gopearance of a new leson. Partid response (PR) required more than 50%
decrease of the product of the greatest length and the perpendicular width of
the carvicd tumor without appearance of a new leson. Progressive disease
(PD) was a more than 25% increase in the product of the greatest length and
the perpendicular width of the cervicd tumor or gopearance of a new leson.
Sable disease (SD) was defined as the dtate of response which was less than
PR or PD.
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Randomization is carried out by the Biogaistics Conaulting Center of Chang
Gung Memoarid Hospitd. The design for this Sudy is based on the assumption of a
26% decrease in diarhea of grade 2 or more severe for atwo-talled a = 0.05 and 1-b
= 0.8. Given that the rate of diarrhea 3 grade 2 among the study groups is 0.60, and
that of the placebo group is 0.85, which is based on our pilot study, the minima
patient number required for each group is 64. Patients who do not receive scheduled
trestment are grouped by randomized trestment in an indluded in the andyss for
toxiaty, but exduded form efficacy evauation. They are induded in the analyss for
efficacy, but exdude from toxicity evauaion. Andyss of variance (ANOVA) and
unpaired Student’ st test is used to determine the Sgnificance of difference in rate of
diarhea® grade 2 and body weght change among groups. Varigbles found to be
ggnificant were put into a linear regresson modd to disclose any independent
prognogtic factor. The ¢ test was used to test the associdion between discrete
variables.
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Flow chart of Randomized Phase Il Study for the Efficacy of Oral Glutamine versus

in Patients with Carcinoma of the Uterine Cervix

during Radiotherapy

No major history of gastrointestinal disease

No history of chronic diarrhea or habitual constipation

Patients with carcinoma of the uterine cervix scheduled for pelvic radiotherapy

Randomization; Stratification factors:
1. Irradiation field (whole pelvis or extended field);
2. Radiotherapy type (primary or post-operation);
3. Concurrent therapy (with or without chemotherapy)

Study Regimen (1)

69 daily starting from radiotherapy

Study Regimen (1)
Glutamine
10 g/day add in drinking water daily
Cholestyramine 2g / time g4h prn once diarrhea

Control Regimen: Observation
Once diarrhea (Gr 1 for 2 days or Gr 2
for one day), shift to study regimen
(1) or (I1) by randomization

Record daily bowel movement and
Time to diarrhea
Once diarrhea (Gr 1 for 2 days or Gr 2
for one day), shift to salvage regimen

Record daily bowel movement and
Time to diarrhea
Once diarrhea (Gr 1 for 2 days or Gr 2
for one day), shift to salvage regimen

3.

Randomization; Stratification factors:
1. Irradiation field (whole pelvis or extended field);
2. Radiotherapy type (primary or post-operation);
Concurrent therapy (with or without chemotherapy)

Comparative objective:
Time to diarrhea
Degree of abdominal cramping
Degree of nausea and times of vomiting

Comparative objective:
Time to diarrhea
Degree of abdominal cramping
Degree of nausea and times of vomiting

Grade | diarrhea: increase of < 4 stools/day over pre-treatment
Grade Il diarrhea: increase of 4-6 stools/day, or nocturnal stools
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Record daily bowel movement and
Time to diarrhea
Once diarrhea (Gr 1 for 2 days or Gr 2
for one day), shift to salvage regimen

Comparative objective:
Time to diarrhea
Degree of abdominal cramping
Degree of nausea and times of vomiting
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