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Materials andMethods: In the present study we sought a direct evidence 
of such an AF down-regulation in breast cancer’by studying immunehiste 
chemically the expression of Af (ZO27f PdyAb against the intestinal type 
of AF) in nom1 an cancerous breast: Differences in the AF activity between 
normal and tumo~al vaseulature was assessed by comparatively counting 
the microvessei density (MVD) of CD31 and AF positive vessels. 

Results: In the normal breast, the glandular epithelium, the fibroblasts 
and the vessels expressed persistentfy a strong mixed cyioplasmic/nudear 
reactivity for AF. The mean MVD using the panendotheliai cell marker 
CD31 was 2410. The MVD of AF positive vessels was 23+-g, which was 
not different, showing that all vessels in the normal breast express AF. 
The invasive cancar cells almost never expressed nuclear AF. Strong 
cytoplasmic AF expression was noted in II/41 (26%) cases examined. The 
strcjmal fibroblasts around the tumor invading front and within the tumor 
were persistently negative. In situ carcinoma lesions showed invariably 
loss of nuclear expression of AF. Tumoural vessels were’only occasionally 
stained for AF. The median percentage of vessels expressing AF in the 
invading front was 19% (range O-46%) and in inner areas 6% (range O-28%). 

Conclusions: Taking into account the striking difference of AF expression 
between normal and cancerous breast. as well as the fact that stromal 
fib&lasts consist the largest component of both the normal breast and 
cancer tissue, we suggest that stromai AF activity may be an important 
factor that regulates the selective dephosphoryiation of amifostine to the 
active cytoprotector WR-1065 in normal and not in cancerous breast tissues. 
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Doea time of day of radiation therapy affect treatment 
outcome? The bircadianlmelatonin hypothesis 

B. Quaranta, R. Clough, L. Marks. Duke University Medical Center, 
Department of Radiation Oncoiw Dutfmm, NC, USA 

Background: The pineal hormone melatonin has been suggested to be 
an effective anti-cancer therapeutic agent, and deficiency in melatonin has 
been implicated as a possible etlolcgic factor in the development of certain 
can&s. One small randomized trial suggests that melatonin is effective in 
treating lung cancer. Other ‘studies demonstrate that melatonin is effective 
at treating human breast cancer cell lines in vitro. Meiatonin levels follow a 
circadian rhythm in humans, with plasma levels remaining low throughout 
the day, rising slowly in the late afternoon and then rapidly increasing after 
darkness. We sought to determine if patients with breast and lung cancer 
treated later in the day - when meiatonin levels should be higher - had 
Improved outcomes. 

M&hods and materials: Information on time of day of treatment was 
available for 185 (106 breast, 79 lung) patients treated from 1997-1999: All 
patients had non-metastatic disease at the time of treatment. We used a 
cutoff time of 4 PM EST to split patients into an Early Group (EG), and Late 
Group (LG). We chose this cutoff to represent,a point at which the patients’ 
serum melatonin concentrations would be expected to begin to rise. 

Results: Mean FU was 29 months and 15 months for oatients with breast 
and lung cancer, respectively. For patients with breast &?Zr, 87 patients 
were in EG, 19 in LG. Overall Survival (OS) at 2 years was 97.5% for EG. 
100% for LG. Disease-Free Survival at‘2 years was 88.5% for EG, 86.2% 
for LG. These differences were not significant. Among patients with lung 
cancer, 67 patients were in EG and 17 in LG. For these patients, OS was 
36.4%. for EG, 47.1% For LG. Median OS was 12.1 months for, EG, 10.7 
months for LG. These difierencss were not signifkant. 2 year DFS was 
25.6% for EG, 41.3% foi LG (p=O.186). Median DFS was 8.4 months for 
EG and 14.8 months for LG. 

Conclusion: In this study, time of day of treatment did not affect treatment 
outcome. There was a Slight trend toward improved DFS in patients with lung 
cancer but this did not rgach statistical significance. These data therefore 
do not Support the meiatonin/circadian hypothesis. However, this study had 
a small number of patients, and a study with more patients and longer 
follow-up would be more powerful to detect subtle differences. Furthermore, 
the times at which these patients were treated may not have been late 
enough for melatonin concentrations to reach effective levels. 
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Are dose volume histograms a wluable t@ol3rpredicting 
clinically sigrGSicant-pneumonitis uqing conformal 
radidtheral)y’in’ loc~liy advarleed N!3CLC ? 

H. Paukischl, T. Weihrich’, U. Ruhnow’, W.R. GuschaH2, 1. DitMch2, 
J. Bahnsen’ ‘Johannfter Krankenhaus, Clinic for Radiation Oncology, 
Stendal, Germany; 2 Lunganklinik Lostau, Pneumonotogy I/, Losfau, 
Germany 

Purpose: The predictive value of cumulative and frequential dose volume 
histograms of planning target volume, boost, lung an&spinal cord in 50 
cases of locally advanced NSCLC St. IIIAKB was anaiysed regarding the 
incidence of dinicai relevant pneumonitis grade II in correlation with V20 
and Veff. 

Methods: Between 05/99 until 01/01 50 patients with locally advanced 
non small lung cancer were irradiated using 3 D co&n&J technics. Evalua- 
tion of 3 D treatment planes was done using dose volume histograms. In all 
patients V20 an Veff were calculated and groups of patients with planning 
target volumes for macro&opic tumor lesser man 300 can and groups 
with volumes larger than 300 ccm were randomized. The post,treatment 
incidence of pneumonitis grade II was wared with me estimated risk 
factors. 

Results: V20 as well as Veff were not helpful sgardiig the.prediive 
value of dinically relevant pneumonitis grade II. This compiieation had an 
incidence of 20% in our patients. Even ‘optimai’ planninvtarget ,wiumes of 
lesser than 300 ccm did not guarantee a good dihical’totersnce of 3 D - 
planned irradiation. Frequential dose vdume histograms can be n?garUed as 
a more differentiated tool but did not increase predlctability of pneumonitis 
grad il. 

Conclusion: The predictive value of dose volume hi&grains in 3 D tfeat- 
ment planning in locally advanced non smafl tW'IQ cancers iS of somewhat 
limited value regarding clinically relevant pneumonitis grade tl. 
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Hypothalami~pituitary dysfunction foltowlng exterrial 
cranial trriidiatlon 

A. EIGhandour’, A. Abd ElAziz2, M. EIBordk@. ‘Faculty OfMedicine, 
internal Ma&in&iemaP&gy Unit, Alexandria; E-t; 2 Faculty of 
Madlcine, Clinidal Oncology Alexandria, Egypt: 3 Faculty of Medicine, 
Clinical Pathology, Alexandria, Egypt 

Purpose: Deficiency of one or more anterior pituitaty hormones may follow 
treatment with external radiation when the hypothalamic-pituitary axis falls in 
the fields of radiation, The aim of this research was to studytlle r+mote effect 
of external cranial irradiation on the function of me hypomafamic-pituitarytuitary 
axis after 2 years of follow up. 

Patients and methods: Twenty eight patients, 12 children with a mean 
age of 6.92V2.78 years, and 16 adults with a mean age.of 38.66V13.36 
years were included in the study. The radiation doss recew ranged 
from 28 to 50 Gy in children and 45 to 60 in adults. Sew c~lcerltra- 
tkm of GH was measured wim insuiin, basai serum estima@n of thyroid 
stimulating hormone (TSH), adrenocorticotropic hormofie (ACTS), prolactin 
(PRL), luteinizing hormone (LH), follicle stimulating hormone (FSH) and 
tastosterone WWB estimated before and after inadi’aUon. 

ReeuHs: Eight patients in the pediatricgroup (88%) -2 patients in 
the adult group had GH deftciency. Fifty percent d th+ pediatric group and 
6.25% of theaduitgroup had low serum TSH. Three patients ifs the pediatric 
group had ACM deficiency. Twenty five percent of the pediatric group and 
6.25% of the adult group had low selilm LHIFSH:Four p$ents in both 
groups had’ elevated PRL. Testosterone ‘level was low .in thrbe patients 
in the pediatric group, and one patient in the adult grwp. There were 
significant negative correlation between serum peak GH, ACTH, LWFSH, 
testosterone and dose of Irradiation. 

Conclusion: patients exposed to high-dose r@iotherapy (>35 Gy) to 
the hypothalamic-pituitary axis, a variety of endocrine abnptlnauties may 
occur, indudlng deficiencies of GH, TSH, ACTH and LH/FSH as well as 
hypersecretion of ptolactin. 


