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Pathogenesis of fever related to ibandronate administration.

P. Heras'?, A. Hatzopoulos'?, D. Mitsibounas®. ? General Hospital of

Nafplio, Internal Medicine, Ano Kypseli Athens, Greece; 2G, .General
Hospital of Nafplion. Department of Internal Medicine

Introduction: The most common adverse event typically associated with
bisphosphonate therapy is transient fever. The present study has been
performed to clarify the role of the main cytokines involved in acute phaze
reaction (IL-6 AND TNF-alpha) in the pathogenesis of ibandronate-induced
fever.

Patients and methods: 18 consecutive cancer patients with bone
metastases treated, for the first time, with a single dose of ibandronate
4mg by infusion were prospectively evaluated for circulating TNF-alpha,
gamma-IFN and IL-6 levels at different time points: just before and after
1, 2, 7 and 21 days following ibandronate infusion. Clinical and standard
laboratory parameters were recorded at the same time points.

Results: Circulating TNF-alpha levels significantly increased 1 and 2 days
after ibandronate infusion (respectively, p=0.002 and p<0.001) and then
returned to levels similar to basal ones. IL-6 levels significantly increased
1 day after infusion (p=0.007), but they returned to values similar to the
median basal values just 2 days after ibandronate administration. Moreover,
in patients who experienced fever, TNF-alpha and IL-6 increase was greater
than those in patients who did not. Futhermore, in patients with fever
who recorded a higher decrease of total plasma calcium levels 21 days
after ibandronate infusion (p = 0.02). No statistically significant differences
in gamma-IFN were identified at the different time points, either in patients
with fever or in those without.

Conclusion: Our results suggested that ibandronate induces a transient
TNF-alpha and IL-6 increase and that this increase is higher in patients
who developed fever, suggesting that these cytokines could be responsible
for fever pathogenesis.
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Return to work after pimary treatment for cancer; occupational
stress in the job situation.

S.B. Gudbergsson1, S.D. Fosséz, AA. Dahla, B. Sanne®.
'Rikshospitalet — Radiumhospitalet Trust, Psychosocial Oncology and
Rehabilitation, Oslo, Norway; 2Rikshospitalet — Radiumhospitalet Trust,
Long Term Studies, Oslo, Norway; 3University of Bergen, Center of
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Introduction: As more cancer patients survive after primary treatment their
job situation and occupational stress has increasingly become a focus for
clinical research, but few studies have been done so far. We explored job
situation and occupational stress in Norwegian cancer survivors aged 25
to 57 years.

Methods: Our main sample consisted of 269 women with breast cancer,
173 men with testicular cancer and 71 men with prostate cancer who had
finished primary treatment one to five years prior to the survey and were
without signs of disease. They were compared to 700 gender- and age-
matched controls drawn from the general population (382 women and 318
men). Among the survivors 80% of the women and 88% of the men were
in full time or part time work. 417 survivors (208 and 209 men) and 579
controls (308 women and 262 men) filled in the Job Demands-Control-
Support questionnaire (DCSQ); which contains three subscales: demands,
control, and support.

Results: The cancer survivors did not differ significantly from controls as to
job situation, and they generally had no more occupational stress than the
controls on any of the DSCQ sub-scales. However, breast cancer survivors
reported significantly more support compared to their controls.
Conclusions: In general tumour-free cancer survivors, who have finished
their primary treatment, have the same job situation and level of
occupational stress as matched controls from the general population.
These findings can give raise to optimism concerning cancer survivors’
return to their workplaces after primary treatment. However, survivors on
long-term sick leave and those who show occupational stress should be
identified for closer follow-up.
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Side effects associated with the use of dexamethasone for
prophylaxis of delayed emesis after moderately emetogenic
chemotherapy

J. Vardy, K. Chiew, J. Galica, G. Pond, I. Tannock. Princess Margaret
Hospital, Department of Medical Oncology, Toronto, Canada

Background: The role of dexamethasone to reduce delayed emesis
following highly emetogenic chemotherapy is proven, but there is less
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evidence of benefit after mild-moderately emetogenic regimens. Here, we
develop and evaluate a Dexamethasone Symptom Questionnaire (DSQ)
to assess the side effects of dexamethasone in the week after patients
receive moderately emetogenic chemotherapy.

Methods: After optimization with a focus group, 60 patients receiving
oral dexamethasone for delayed prophylaxis of emesis after chemotherapy
completed and then evaluated the DSQ.

Results: Patients reported that the DSQ was worded clearly and
addressed items important to them. Patients receiving dexametha-
sone reported moderate-severe problems with insomnia (45%), indiges-
tion/epigastric discomfort (27%), agitation (256%), increased appetite (18%),
weight gain (17%) and acne (15%) in the week following chemotherapy.
(See table).

Moderate-severe symptoms/signs reported during the week after chemo-
therapy in patients receiving oral dexamethasone (n = 60)

Symptom Moderate-severe symptoms (%)
Insomnia 45
Anorexia 32
Nausea 28
Indigestion/reflux/epigastric discomfort 27
Agitation 25
Increased appetite 18
Weight gain 17
Facial rash/acne 15
Vomiting 8
Depression on ceasing 7
dexamethasone

Hiccups 7
Oral candida 3

Conclusions: The side effects of dexamethasone may outweigh its
benefits when used with moderately emetogenic chemotherapy for
prophylaxis for delayed nausea and vomiting. A randomized, double-blind
crossover trial is underway to determine the effect of dexamethasone on
nausea and vomiting, and the impact of side-effects of dexamethasone and
of nausea and vomiting, on quality of life.
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Long-term health-related quality of life in men treated with 125|
prostate brachytherapy for clinically localized prostate cancer
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Purpose: Prostate brachytherapy has been reported to have less morbidity
for patients than radical prostatectomy or external beam irradiation.
However, information regarding long-term treatment-specific quality-of-
life (Qol) is scant. We evaluated the impact of permanent implant
brachytherapy on general, cancer specific and symptom domains of
QoL for up to 6 years using validated patient-administered quality-of-life
instruments.

Methods and materials: A total of 295 men consecutively treated in a single
academic medical center between June 1998 and Dezember 2003 were
mailed two standarized questionnaires (the EORTC prostate cancer quality
of life questionnaire QLQ-PR25 and the ICS-male questionnaire) to assess
health-related QolL. We subclassified two groups of patients: group 1 with
patients younger than 65 years of age (n=45, median age 62, range
45-64), group 2 with patients 65 years of age or older (n= 186, median
age 73, range 65-85). The minimal follow up was 12 month (mean 50.3
months; range 12-78 months). 106 (45.9%) men have also been treated
with hormonal therapy.

Results: A total of 231 questionnaires were returned (78.3% response
rate), 221 were suitable for analysis, 12.9% of the patient had died.
76.7% of group 1 and 73.2% of group 2 reported that they were in good,
very good or excellent health. 563.5% (group 1) and 70.7% (group 2)
refered strong or moderate pollakisuria, 39.2% reported nocturia, without
relevant differences between both groups and 5.5% of patients suffered
from strong or moderate dysuria (p >0.05). 2.3% patients reported strong
stress incontinence; 24.7% reported moderate and 22.0% strong urge
incontinence. A total of 13% used pads. There was no evidence of severe
rectal dysfunction. 75.6% (group 1) and 60.9% (group 2) had sex during
the last four weeks. The most common problems were erectile dysfunction
(48.6% vs. 75%, p <0.001) and decrease in ejaculation (39.4% vs. 59.6%,



