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Conclusions: The combination of CPT-11 with gemckabine is an active 
and well tolerated regimen in the treatment of metastatfc breast cancer 
patients pretreated with taxanes and anthracydines. 
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‘Faslodex’ (ICI 182,780) 250 mg shows consistent 
pharmacokinetic profile when given as either a one x Cml 
Ilitra-muscular (i.m) injectlon or two x 25ml injectlons In 
postmenopausal (PM) women wfth advanced breast cancer 
(ABC) 
J.F.R. Robertson l, M. Harrison2 ’ Nottingham Cify Hospital. Unit of 
Surgery; Noitingham, UK; 2 Astra Zeneca Phatrnaceuticais, Macclesfield, 
UK 

Faslodex (ICI 182,78O)(FAS), is a novel estmgen receptor downregulator 
that has nc estrogen agonist activity. FAS is administered as 250 mg i.m 
injection once monthly. In the North American based FAS trials, differences 
in clinical practice preferences led to FAS 250 mg being given as 2 x 2.5 ml 
injections as opposed to 1 x 5 ml dose in Europe/Rest of World based trials. 
Given the differences in dose administration wlthin the FAS breast cancer 
trial programme, it was therefore considered important to compare the PK 
of FAS when given as either 1 x 5 ml dose or 2 x 2.5 ml dose. 

Here we report the PK fmdings of an open, randomized multicentre, 
parallel-group .trial in PM women &th ABC. Patients (n=38) were randomly 
assigned to either a single dose of FAS, as 1 x 5ml injection (n = 20) or 2 
x 2.5-ml injections (n =18). Blood samples for PK analysis were taken at 
various time points up to 28 days after treatment. Tolerabitii assessments 
were also made. PK parameters induded AUCOQ8days C28 days, Cmax 
and trnax. Safety follow-up continued until 8 weeks after the injection was 
given. 

The geometric mean AUCC-Pldays blood levels were 106.8 ng.day,ml 
and 105.5 ng.day.ml for 1 x 5 ml and 2 x 2.5 ml respectively. The ratio 
of the geometric means of 1.01 (95% Cl 0.68’1.51) showed there was 
no significant difference in AUC between the two dose regimens (p=O.94). 
The geometrfc means of C28 days, and Cmax and the median of tmax 
were similar in both treatment groups. Both treatment regimens were well 
tolerated, with there being no major differences in adverse events. The 
data from this study were in line with AUCO-28 days data from an earlier 
study involving postmenopausal women with primary breast cancer, where 
based on 22 women receiving FAS 250 mg (1 x 5 ml), the geometric mean 
AUCO-28 day was 116.5 ng.day.ml. 

In conclusion, there was no significant difference in PK and adverse 
events between 1 x 5-ml injection and 2 x 2.5-ml injections of FAS. Based 
on these PK findings, the dosing regimen employed with FAS in the clinical 
setting would not be expected to impact on the clinical outcome indicating 
that the 259 mo dose of FAS may be administered as either 1 x 5-ml 
injection ‘or 2 x c5-ml injections. Additionally the singledose PK findings in 
two trials using FAS 250 mg (1 x 5 ml) demonstrate the consistency of FAS 
PK between trials. 
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Cardiac safety of herceptln(R) in combination with eplrubicln 
plus cyclophosphamlde: lnterfm results of a phase 8 study 
In patlents wlth metastatlc breast cancer 

M. Untch’, G. Schalle?, F. Jaenicke3, W. Jonat4, H.J. Luecks. ‘C/in 
Grosshadem, Muenchen, Germany; * Univ Hosp Benjamin Franklin, Berlin, 
Germany; 3 Univ Hosp Eppendorf. Hambug, Germany; 4 Univ Hosp of K/e/, 
Keel, Germany; 5 Med Univ Hannover, Hannwer, Germany 

The monodonal antibody Herceptin” (H) is indicated for treatment of 
HER2-positive metastatfc breast cancer (MBC), as monotherapy or in 
combination with Taxol. Previous trials have shown that the concomitant 
use of an anthracycline (A)-containing regimen (doxorubicin (D)) plus cy- 
clophosphamide (C)) together with H is associated wlth an increased risk 
of cardiotoxlcky as compared to DC alone. Epirubidn (E) is considered to 
have less cardiotoxic potential than D. This phase II study was designed 
to compare the in&fence of cardtotoxic events’in patients treated with EC 
plus H, versus patients treated with EC alone. Dose-limtting cardiotoxictty 
was defined as (a) a decrease of left ventricular ejectlon fraction (LVEF) of 
more than 10% points from the screening value and below 50%. or (b) acute 
coronary syndrome induding MI, cardiopulmonary resuscitation. congestive 
heart failure or severe rhvthm disturbances. Patients with HERP-oosftive 
disease would all receiveEC+H. A control arm of HERPnegative patients 
would receive EC alone. The dose of E for the Rrst 25 HER2oosittve patients 
was 60mg/m2. Providing dose-limiting cardiotoxicity was n’ot encountered, 

after completing 6 cycles of ECH, the dose of E would be escalated to 
9Omg/m2 for a second cohort. Subsequently, the number of patients in both 
active and control arms would increase to 100. All patients would have 
prospective cardiac monitoring using echocardiography and results would 
be reviewed by an independent cardiac review board. 

Here we report the results ,of cardiac assessments in the first cohort 
of HER2posttive patients treated with 60 mg/m2 E, dose of C plus H 
(2mg/kg/week maintenance). Data are available for 25 patients. Baseline 
values for LVEF were in the range 57 to 82%. Four patients discontinued 
before reaching the sixth cyde of ECH for non-cardiac reasons. Five 
patients experienced non-serious cardiac disorders which did not coincide 
with changes in LVEF. An asymptomatic decrease of LVEF of more than 
5% points was observed in 12 patients and 5 patients had an Increase 
of more than 5% points. 8 patients experienced asymptomatic decreases 
of more than 10% points, and for 5 patients the decrease was transient. 
No dose-limiting cardiotoxic event was observed and LVEF values did 
not fall below 50% in any patient. Therefore, the Steering Committee has 
recommended dose escalation to 9Omg/m2 E. 
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A&@-Based Costing In radlotherapy: the costs of 
activltles 

Y. Lievens’, K. Kesteloot”, W. Van den Bogaert’ ‘University Hospital, 
Radiothera~ Leuven, Belgium; ‘Catholic University; Centre for Health 
Services and Nursing Research, Lewen, Belgium 

Purpose: to analyse the costs of the different activities within the Leuven 
radiotherapy process. 

Materials and methods: an Activity-Based Costing model was devel- 
oped for the calculation of radiotherapy costs in the Leuven radiotherapy 
department. Resource costs (wage, equipment, space, material and over- 
head costs) were collected for the year 1999. as well as data on that 
year’s productivity. The resource costs were allocated to the final radio- 
therapy products based on the activky consumption necessary to produce 
the products. The activities of the radiotherapy department were defined 
as 30 treatment related activities and as care related and non-care related 
support activities, For this overview the treatment related activities were 
aggregated into 11 major activities and 4 activity groups (administration, 
treatment preparation and delivery and quality control). 

Results: In 1999 the global resource costs of treatment related activities 
of the Leuven radiotherapy department amounted to 3.253.986 Euro. Wage, 
equipment, space, material and overhead costs accounted for respectively 
45%. 25%, 23%, 4% and 3% of these global wsts. The costs incurred by 
the different activity groups were 210 240 Euro, 1 008 625 Euro, 1 761 580 
Euro and 283 540 Euro for administration, treatment preparation, treatment 
delivery and quality control respe&vely. Within treatment preparation simu- 
lation and planning roughly consumed the same amount of resource costs; 
i.e. 364 560 Euro and 324 760 Euro. 

Conclusion: Wage and equipment consume a large proportion of the 
treatment related radlotherapy costs. Activities within the radiotherapy pro- 
cess that intensively employ staff and equipment are therefore most expen- 
sive, as has beerrshown inour data where radiotherapy delivery, simulation 
and planning turn out to be the three biggest resource consumers in ra- 
diotherapy. Treatment delivery is by nature a repetitive process, which 
explains that its costs by far outweigh the costs of other activities, even of 
the very complex ones, provided they only occur once or twice wlthin the 
radiotherapy process. 

726 POSTER 

Radlotherapy compared to extracorporeal shockwave 
therapy for supraspinatus tendinitis - randomlsed 
prospective si’ngle:blktd triat with two-sample parallel group 
design 

M.W. Gross’, A. Saffler2, J. Schmitt*, Ft. Hildebrandt’, H.H. Mueller3, 
M. Haake*, R. Engenhan-Cabillic’ ‘Radiothempy and Radioonooloqy, 
University of Ma&g, Marbug, Germany; 20r&pedics, Universiiy 0; 
Martxlrg. Mar-bug, Germarrg 3 Epidemiology, University of Marbug, 
Marbug, Germany 

Alm: In the case of supraspinatus tendinitis conservative therapy delivering 
either antiinflammatotic drugs or tow-dose irradiation is the treatment of 
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choice. A novel approach is the using of Extracorporeal Shock Wave 
Therapy (ESWT) if the established treatment s@edules have failed. So 
far there has been- no controlled study comparing the effectiveness of 
ESWl with an estabtished conservative therapy such as X-ray stimulation 
irradiation. 

Method: Thirty patients with chronic supraspinatus tendinitis were admit- 
ted into this pmspe&e random&d study. After randomisation the patients 
were treated either with low dose radiotherapy or with ESWT. Irradiation 
was performed using a cobalt 60 unit. The applied was 6 times 0.5 Gy and 
was delivered to the ICRU reference point (1 fraction&y) with cobalt 60 
gamma rays. ESWT treatment occurred three times with 2000 pulses per 
session (energy flux density ED+ O.lmJ/mn@ in one week intervals using a 
Storz Minilith SLl. Primary endpoint was the age-corrected constant score. 

Results: In the radiotherapy group average the age-corrected constant 
score improved from 38.6 before radiotherapy through 63.9 points after 12 
weeks to 70.4 points after 52 weeks. In the ESWT group it rose from 41.5 
points to 76.4 points and 81.9 points, respectively. 

Conclusion: No s4atistica#y &gnificant differences were rjmven between 
radiotherapy and ESWT. ESWT appears to be equivalent but not superior 
to radiotherapy in treating chronic supraspinatus tendinitis syndrome. A 
comprehensive randomised study is however necessary to ensure the 
equivalence of ESWT. 
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Radlotherapy for age-related macula disease: a longitirdlnal 
single-arm study 

S.‘, J. Stammen’, C. Aithaus”, G. Schmitt’. 
’ Heinrich-tieine-UniversiQ Radiation Therapy Dept., Duesseldorf 
Germany; * Heir&h-Hein&Jniversi& Ophthalmolog)! Duesseldorf, 
Germeny 

Purpose: To study the bene6t from low dose fractionated radiotherapy in 
age-related macula disease (ARMD). 

Methods: From 1997 to 1998,72 patients with ARMD were enrolled. Pa- 
tients with advanced cataract or concurrent retinal disease were excluded. 
6 x 2Gy were administered to one eye in each patient. Fluorescein angiog- 
raphy and measurements of visual acuity were performed prior to, 3 mo., 6 
mo., and 12 months after therapy. From 69 patients (30 classic ARMD, 39 
occult ARMD) complete follow up data of at least 1 year were accessible to 
evaluation. The Wilcoxon rank test adjusted to serial tests (Bonferoni-Holm- 
method) was used to establish statistical significance. Acute and chronic 
potential side effects were also registered. 

Results: The visual acuity decreased during follow up in 43/69, was 
stable in 18, and improved in 8 cases. The mean visual acuity deteriorated 
significantly (p&02). This holds true of both subtypes of ARMD. The most 
pronounced decrease of visual acuity occurred within the first 3 weeks. 
Occult ARMD did significantly better than classic ARMD (p&03). Neither 
age (p=O.17) nqr sex (p&2) significantly influenced prognosis. 4 patients 
reported transitional complaints. Opacifaction of the ocular lens was not 
observed. 

Conduslon: Low dose fractionated radiotherapy with 16 Gy is well 
tolerated. However, visual acuity is not preserved in the majority of ARMD 
patients. Despite promising initial reports our disappointing findings are 
in accordance with an increasing number of negative randomized and 
non-randomized published trials. 
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Hyperbaric oxygen does not enhance tumour growth and 
metastatic potential of the rhabdomyosarcoma Rl H 

K.A. Hartmann’, A.J. Van der Kleije, M.C.C.M. Hulshof3, U.M. Carl’, 
P. Sminia4. ’ lh&eMty Clinic, Dept. Radiation Or&m Duessetdofl 
Gemany; *A!&, Dept. of Surgery Amsterdam, The Netherlands; 3AMC, 
Dept of Radiation Oncol~ Amsterdam, The Netherlands; 4 Free 
UniversiQ Dept. Radiation Oncology/Section RadioWobg~ Amsterdam, 
The Netherlands 

Purpose/ObJectfve: There is cOncem that hyperbaric oxygen therapy might 
have cancer-enhancing pmperties. This analysts was performed to inves- 
tigate whether hyperbaric oxygen affects tumour growth and’ influences 
metastatic potential in an experimental tumour system. 

Material and Methods: WAGIFtlj rats bearing the RIH rhabdomyosar- 
cOrna on the right f&k were locally irradiated with 250 kV X-rays. The 
radiation dose ranged between 60-9OGy given in 22-30 fractions in an 
overall treatment time of six weeks. For radiation enhancement, animals 
inhaled room air under ambient conditions (r&8), or normobaric carbogen 

(95% 02; 5% C02) (n=41), or hyperbaric oxygen at a pressure of 240kPa 
(n=41). The number of carbogen or oxygen exposures ranged betwean 
2-30 (median: 6). and the oxygen ‘exposure Imee were at feast 10 minutes 
at treatment pressure. Animals were followed up to 150 dayaafter the start 
of treatment. The incidence of local recurrence or metastatic lung diseaqe 
was scored: Pulmonary metastases were verified by post mortem 4ung 
dissection. The time interval between tumour transplantati~ arid first signs 
of lung metastases was anaiysed using Kaplan-M&r-statistics 

Reaub Fourteen animals in air, 13 in carbogen and IO in hyperbaric 
oxvDen develo$x?d lung metastases. The median time interval forthe occur- 
rence of pulmonary m&stases was 127days (95%-Cl: 101-153days), 132 
days (95%-CI: 118-148 days) and 137 davs (95%-C? 120-154 days) for air, 
c&o&n and hyperbadco&en, re.spec&e&. In the Kaplan-Meie&alysis 
there were no differences between the three groups (log-rqnk-test>O.5). 

Conclusion:’ Our data give no evidence that tumour growth and 
metastatic potential of the RIH rhabdomyosarcama is e&m&d by hy 
perbaric oxygen breathing. 
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The role of postoperative radiotherapy in the management of 
merkef cell carcinoma 

H.T. Eich’, D. Eich2, S. Staar’, C. Mau&, H. St6tzer3, T. K&g*, 
R.-P. Miiilerl. ‘University Of Cologne, Department of- 
Cologne, Germany; 2Ur&ersity of Cologne, Department of Deimafotogy 
Cologne, Germany; 3 University of Cofogne; Departmen of Medicat 
Statistics, Cologne, Germany 

Purpose: Merkel ceIi carcinoma (MCC) is.a rare, aggressive neuroen- 
docrine tumor of the skin with a high potential of loc&egio~al relapse 
after surgery alone. The value of radiotherapy (RT) for curative treatment 
strategies wasevaluated. 

Methods: From 111990 to 5/2000, 31 patients with MCC (13 men, 18 
women, age 34 - 92 years) were treated at the University of Cologne, 
Germany. Primary tumor sites were: head and neck region 13 pts., limbs 
13 pts., trunk 5 pts.. The tumors were stage I (primary tinnor alone) in 
26/31 pts., stage II (IoCoregionaI me&stases} in 4/31 and stage ltt (distant 
metastases) in l/31. Treatment consisted of surgery atone in lrU31 pts., 
adjuvant postoperative RT in 16i31 pts. (one with incornpletesurger+), and 
definitive RT in 1 patieht with a stage Ill tumor. Po@oper&ely, the median 
target dose was 55.5 Gy to fhe tumor region. Add$tional RT to,the tegional 
lymph nodes was applied in 7 pts. with a median target dose of54 Gy. 

Results: With a follow-up of 4 to 112 months (m&kin 22 months) the 
median overall survival (OS) after first diagnosis <as 3f? menthe @$&-Cl: 
O-75 months) with a ?&year OS rate of 47% (95%-CI::28-69%). 6/31 pts. 
relapsed loc&y after a median of 4 months, tti/31 pts. develo$d regidnal 
lymph node metastaaes, and 7/31 pts. distant metastasae. 9 pts. died as a 
direct result of MCC. Locoregional control ,and di$ease+ree qurvival were 
signifiiantly improved tor pts. with postoperative ,RT (p&023). U&and 
multivariate analysis rkvealed that tumor locations in the he@ and neck 
and me lack of postwratlve RT are unfavorable progilostic factors. 

Conclusion: Postoperative FiT to the primary tumor region and regional 
lymphattcs reduces si&ifkantly the risk for locoregional mcurrence, espe- 
cially for head and nec$ MCC. Prospective dinical trtals should be performed 
to confirm these obsetitions. 
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Osteoradionecrosis of pelvic bones - a single institution 
experience 

D.1*3, M. Vosmik’, M. Jirasek2, V. Sfahalova’ ’ Institutep~ Radktion 
Onwlm Faculty Hospital B&Ma, Department of.Ra&m P&t&e, 
Czech kpuWfc~* Fackty Hospftat t?&vka, Rad@~ostc &&t&nt, 
Prague, Czech Rep&k; 31nstitute of Haamabbgy and %icixf Tmnsk%n, 
Experimental Vimto~, Prague, Czech RepuWic 

Purpose: to assess the incidence and risk factors of pelvic fnactures as a 
result of radiation therapy in women with gynecol~qal cancer. 

Methods and materlsk We mtrospecUvely ~reviswed 4016 femab-pa- 
tients treated at our institute between 198a an& 1998 with ~meg&ttage 
radiation with or without brachytherapy for cancer @I the pelvicarea.;Eiiiibfe 
were patients with vulvar, vaginal, cervical, end&3+t,and&i~n tube 
cancer. Median follow-up was 68 montha(range O-2@. :Enip@sis was put 
on treatment-related and patient-related risk factors. 

Resulte: 15 patients developed symptomatic bon&fracture cause@ by 
osteoradiiecrosis, which makes an overall in&en@ of 0,37 per sent. 
The diagnosis was based on anamnesis. clinical course and,X-ray OT CT 


