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if we consider only pts treated with the API-AI protocol in AD. The results 
observed with this non containing MTX regimen have lo be validated by a 
large multicenter study and consecutively tested in teenegers. 
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Gender plays an important role In prognostlc power of tumor 
dlstributlon pattern in b-chronic lymphocytic leukemia 
(B-CLL). 

B. Jaksic’, 0. Jaksk?, F. Morabiio3, M. Bnrgiatelli3. lUniversityH~pital 
“Merkuf, Medicine, Zagreb, Croatis University Hospital ‘Dubmva”, 
Medicine, Zagreb, Croatia3 Azienda Ospedaliera 
~Bienchi-Me/acrino-Morelli: Hematology, Reggio Cakbria, ltaty 

Purpose: B-cell chronic lymphocytic leukaemia (B-CLL) has highly variable 
clinical presentation, course and prognosis. In order lo evaluate the impact 
of tumor cell distribution pattern on clinical course, the prognosilic analysis 
was performed on 341 B-CLL patients. 

Design and Methods: we introduced the model for tumor distribution (TO) 
assesmant based on Total Tumor Mass (lTM) scoring system, where TD 
value represents percentage of total tumor mass infiltrating peripheral blood 
and bone marrow (TD=TMl/lTM). TD can be categorized into 3 subgroups: 
‘pure leukemia’ if TD=iOO%, ‘predominantly leukemia’ if TD=50%-99% and 
“predominantly lymphoma’ TD&I%. 

Results: We found following distribution pattern among 341 B-CLL pa- 
tients: 22.6% were ‘pure leukemia’, 56.0% ‘predominantly leukemia” and, 
21.4%, “predominantly lymphoma” cases, with a median overall survival 
of.95, 61 and 36 months respectively (pc0.0001). TD parameter signifi- 
cantly correlates with lTM size, Rai and Bioet stages, spleen size, beta-2 
microglobulin, bui failed to correlate with age, lymphooyte count, soluble 
CD23, and bcl-2ibax ratio. Highly significant association of DT with pmgno- 
sis was found in overall population of B-CLL patients (p-zO.0001~). However, 
to our surprise, both in univariate prognostic analyses and in multivariate 
Cox analysis this effect is much stronger in female patients, while virtually 
failing in male patients. In female patients DT is the strongest independent 
predictor of prognosis (p=O.OOO) followed by bge (p&.056), and Binet stage 
(p=O.O26). 

Conclusions: Tumor mass distribution pattern, a quantitative &simple 
clinical parameter is independent and strong prognostic parameter in &CLL. 
Unexpected finding of substantial difference in prognostic’ power of DT 
between genders points out to ‘an interesting, yet unexplained biological 
impact of gender in pathogen&s of B-CLL. 
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Cardiopulmonary response to exercise in patlents cured 
with chemo-radiotherapy for Hodgkln’s disease 

F. Villani’, V. Bonfante’, A. Fede Catania’ , C. Materazzo3. ‘Istituto 
Nazionale Tumori, Pneumology; Milan, Italy; * lstituto Nazionale Tumori, 
Medical Oncology: Milan, Italy; 3 lstituto Nazionale Tumori, Cardiolog): 
Milan, Italy 

Purpose: Combined CT and FIT, including the mediastinum, can produce 
subclinical and cardiac toxic effects. From 1996 we evaluated cardiopul- 
monary response to exercise in pts with HD treated with this combined 
mddalii and in complete remission after 25 year follow-up. 

Methods: The study was performed in 94 pts, M/F 40/54, mean age 36 yr 
(range 21-65). Initial stage was I in 7 pts, II in 73 pts, Ill in 3 pts and IV in 11 
pts. CT regimens induded ABVD in 56 pts. MOPP/ABVD in 10 pts, VEBEP 
(Vepesid, Epirubicin, Bleomycin, Cyclophosfamide, Prednisone) in 26 pts. 
The median cumulative dose administered was 77 mg/sqm for Bleomycin, 
160 mg/sqm for Doxorubicin and 313 m&qm for Epidoxotubicin. The 
median RT dose delivered to the mediastinum was 34.4 Gy, range 27-44. 
Before exercise test pts were divided into 3 groups according to lung 
function parameters: group 1 (52 pts) with normal values; group 2 (33 pts) 
with total lung capacity (TLC) normal. but transfer lung factor for CO.(DLCO) 
< 60% of predicted; group 3 (9 pts) with,both spirometty and DLCO ~60% 
of predicted. The median drugs and RT doses received by these 3 groups 
of pts were similar. pts were submitted to respiratory and arterial blood 

gasses analysis, determination of cardiac output (acethylene rebreathing 
method) before and during a symptom limited exercise on cycloergometer 
using an incremental protocol. Expiratory gasses were analyzed by a mass 
spectrometer. 

Results: Pts of groups 2 and 3 in comparison with those of group 1 
showed a lower oxygen consumption (V02 max: group 1 vs group 2 and 
vs group 3: 59.3%. vs 56% vs 52.5 of predicted) and a significant lower 
cardiac output per oxygen uptake. 

Significant correlations were observed between basal TLC, stroke index 
and V02 max. 

Conclusions: These data show a reduction of the physiological response 
to exercise in pts with pulmonary impairment after CT-RT, in particular 
when the reduction of DLCO is associated with modification of spirometric 
parameters. 

This lower capacity to exercise seems to be due to a combination of lung 
impairment for gasses diiusion and lo a reduction of myocardial function 
with decrease of stroke volumes. 
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Eap Hodgkin’s dlsease: treatment wlthout radlotherapy, 

P. Provencio’, P. Esparia’, I. Millan’, A. Sanchez’, B. Cantos’, 
M. Yebra2, J. Vargas2, F. Roniana, C. Miralles’, B. Bonilla’. 7C/inica 
Puerta De Hiertq-Medical Odcolog~ Madrid, Spain; 2 Clinica Puerta De 
H&m, lntemal Medicine, Madrid, Spain 

The treatment of choice for patients with early-stage Hodgkin’s disease (HD) 
has been extended field or subtotal nodal irradiation. ‘Remission rates of 
over 95% have been obtained, however, about 5% of stage I and II patients 
will suffer from progressive disease while on therapy and an additional 15% 
- 20% will relapse. Chemotherapy (CT) alone has not been adequately 
teStad in early-stage HD., 

Patients, methodsandresults: All HDstage I and II patients treated with 
CT aldne between 1960 and 1997 were reviewed. Thirty-five patients were 
treated between 0480 and 12/97. All patients achievedcomplete remission., 
The median follow-up was 119 months (range 21-240 months), no patients 
were lost at follow-up. Overall surviyal was 97% (IC 95%. 92-100) at 5 years 
and 66% (C 95%, 75-100) at 10 years. Failure free survival was 93% (IC 
95%, 63-160) at 5 years and 66%.(IC 95%, 47-66) at 10 years.,Three (6.5%), 
patients died: 2 due to a second turnour (non-Hodgkin’s lynphoma and 
myeloid ar;ute leukaemia) and the oiher due lo sepsis post-Ch. Univariate 
and multivariate analysis only associated histology subtype relative risks 
4.0. nodular sclerosis (95%‘IC, 1 .O - 5.5; p:O.O2) tih’higher relapse. Other, 
pmghostic factors did not reveal significant differences with respect to failure, 
free or overall survival. 

Concltqions: We believe than death from HD ,in ‘early-stage patients 
is unusual and mortality from causes other than HD occurs many years 
later. Outside clinical trials due to the lack,of clear prognostio factors, 
with the exception of specific situations, patients should be informed of all 
the possible attematives as well as the consequences of the treatments 
employedl In our experience it appears that using CT alone in the initial 
stages doqs not j,yardise overall pii’ien’,~~~ivz$ with$mila(,resultq being 
achieved!’ 
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Feasibillty of the Integration of Stanford V ct reglmen wlth 
highly active antiretroviral therapy (HAART) and G-CSF In 
patlents (pts) with HD and HIV infection (HPHIV) 

M. Soina’, J. Gabarre2, E. Vaccher’, A. Re3, A. Palmas4, A. Antinori5, 
M. Cleric&, U. Tiielli’. ‘National Cancer Institute, Medical Oncology A, 
Aviano, @a/y; 2Piti&Sa/petti&e, Hematology; Parts, France; 3 Civil Hospital. 
Oncology; Brescia, h&/v; 4 Civil Hospital, Oncology: Nuoro, Italy; 
5Spallanzani Hospital, Oncology Rome, /ta/y 

The outcome of pts with HD-HIV is still poor, mainly because,the duration 
of complete remission (CR) is quite short. In order to try to improve the 
prognosis. of HD-HIV, a feasibility study with the intensive 12-week CT 
regimen with adiuvant radiotheraoy, Stanford V and concomftant HAART 
w& started in previously untreaieb’ HD-HIV pts with bulky limited stage 
or stage Ill-IV. Pts were treated with CT(mg/mq) including doxorubicin 25 
and vinblastine 6 on wks 1, 3, 5, 7, 9, 11; nitrogen mustard 6 wks 1, 5, 
9; etoposide 60 x 2 wks 3, 7. 11; vincristine 1.4 (max 2) and bleomycin 5 
wks 2,4,6,8, IO, 12 and prednisone 40 qod. Since April 1997, out of 49 pts 
entered, 46 are now evaluable for toxicity and respbnse. The median age 
was 36 yrs (range 26-63). All pts but 5 were males, 20 were IVDUs, 14 
homosexuals and 12 heterosexuals. The median CD4+ cell count at entry 
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was 225/mmc (range 32-1008) and 27 pts had a detectable HIV viral load 
(median 3600 cop&s/mmc (range 60- 455000). Stage III and IV disease 
was present in 33/46 (72%) pts. Histologic subtypes were: MC 43%, NS 
24%, LD 6%, not determined 26%. As far as toxicity, no toxic death was 
observed, while an absolute neutrophil count &OO was observed in 37 out 
of 46 pts (80%). Grade 4 anemia was observed in 20146 pts (43%) and 
severe thrombocitopenia in 8/46 (17%) pts. Thirteen pts (28%) had febrile 
neutropenia with 3 documented bacterial sepsis. A grade 2-3 peripheral 
neuropathy was observed in 15/46 pts (33%). CR was obtained in 37145 
pts (62%) and PR in 4f45 pts (9%). Seven CR pts relapsed (19%). The 
actuarial overall survival and disease free survival at 2 years are 57% and 
66%, respectively. Our preliminary data demonstrated that the abbreviated 
CT regimen, Stanford V, in combination with HAART is feasible and active 
in pts with HD-HIV. Supported by AIRC and ISS grants. 
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Outcome of very la+? r@apse of Hodgkin’s disease (HD) at 
the National Caticer Institute of Mllan 

S Viviani’, V. Bonfante’ , F. Lussana3. A. Di Russo4, P. Valagussa’ , - 
G. Bonadonna6, A.M. Gianni7. ’ IsUtufo Nazionale Tumori, Medical 
Oncology, Milan, Italy: 21stituto Mazionale Tumori, Medical Onwtosv; 
Milan, Itaty; 3 kfituto Nazionale Tumori, Medical Ornwtog~ Milan, ItalK 
4 tstituto Nazionale Tumori, Radiotherapy. Milan, Italy; 51stituto Mazionale 
Tumort, Medical Oncology Milan, ttaiy 

Purpose: HD is a highly curable neoplasm,however very late relapse, 
occurring more than 10 years after achieving CR with first line therapy,is 
rare but not uncommon.We report the outcome of 13 pts relapsing more 
than 10 years after CR. 

Methods: Among 523 pts enrolled at our instiiutiin in prospective 
studies and in CR after first line treatment 13 pts(2.5%)relapsed after 
a median of 179 months (range 123-216).Main pt characteristics al re- 
laose were as follows:median aoe 40 vears(ranae 2466);males/females 
9;4;stage I+ll/lII+IV W;B sympto& 2.+eatn&tat relap& was:RT alone 
in 1 .ABVD in P,MOPP/ABVD in 8,MOPP in I and Vinorelbin+Prednisone 
in 1 &se?Zons&dation FIT on nodal involved and not previously irradiated 
sites was delivered ‘at the end of chemotherapy(CT) in 6 pts. 

Results: Eleven pte (85%) achieved a 2nd CR,while 2 pts failed.Eight 
pts (64%) are alive and disease-free after a median of 84 months (range 
26-180) from start of salvage CT,one pt relapsed subsequently and was 
salvaged by high-dose CT+PBSC reinfusion.for a total of 9 pts (69%) alive 
at 61 months (range 26-18O).Two pts died in CR from HD:one for heart 
failure and one for me&static gastric cancer.One pt,aged 66 years and 
in continuous CR,developed a myelodisplasia 26 months after the end of 
second line therapy. 

Conclusion: This study confirms that the percentage of pts relaps- 
ing more than 10 years from the end of first line treatment is very low 
(2.5%).Taking into account the long event-free survival experienced by 61% 
of our pts,we suggest that conventional&se salvage CT should be the 
treatment of choice in this favorable subset of HD pts with very late relapse. 
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Analysis of second cancers followlng Hodgkin’s disease 
treatment 

H. Eahbali’, S. Mathoulln-PBlissier’, V. Picot2, R. Tabtizi’, P. Soubeyran’ , 
8. Hoem?. 1 InstiM Berpnie, Hem&o/w, Bordeaux, France; ‘Institut 
Eergonie, 13iostatisks, Bordeaux, France 

Introduction: Cardiovascular complications and secondary cancers after 
Hodgkin’s disease (HD), con&m more than any other side-effect because 
of their direct impact on the survivat. Both are linked to radiotherapy and 
limiting its role in the cure of HD is under investfgation. But however 
the role of other fadofs has to be underlined such as smoking, alcohol, 
thyroid impairment. female hormonal status and occupational exposition or 
immunosuppression. 

MeMd: We cartied out a retrospective study of all second cancers in 
a cohort of I-ID treated in our institution and analysed factors favouring 
s-d cancers, ,assuming that in our centre we never performed staging 
laparotomy, but combined modality treatment 

Results: Among 920 patiehts treated since 1960 and with a median 
follow up of 11.5 years (min 2- me% 38) 76 cases of second cancers were 
detected. 

Most of them occwed in irradiated areas wnfiiing the role of radio- 
therapy. Slit some were far from radiotherapy fields in urinary tract (kidney, 
bladder, ureter, gall bladder, colon and lymphomas) suggesting the role of 

Cancer type 
Non Hodgkin’s iymphomas 

Number (%) 
13 (17.1) 

Lung or throat cancers 
Renal or urothdiil carcinomas 
Digestive carcinomas 
Thyroid carcinoma 
Breast oarser (among 338 females) 
Skin carcinoma 8 melanoma 
SWXtll43S 
Acute leukaemia 
Undetermined otigln 
MiscaUaneous (brain, ovary) 

10 (13.2) 
6 (‘4 

7 (9.2) 
4 (5.2) 
9 (12) 

4 (5.2) 
4 (5.2) 

12 (15.8) 
4 (5.2) 

3 (4) 

either chemotherapy or some other factors. The median time to second 
cancer is 141 months and the sutvtval since its occurrence shows a 5-year 
overall survival of 25% indicating that this complication ,remains highly life 
threatening and deserves prevention by a more adapted treatment for initial 
HD. 
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Hodgkln’s disease among patients older than 60 
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H. Eohbali’ , V. Pic&, S. Mathoulin-Pelissier”. R. Tab&i’, P. Soubeyran ‘, 
8. Hoemi I. ’ lnstitut Bergonie. Hematology Bordeaux, France; itnstitut 
Bergonie, Biostatistics, Bordeaux, France 

Introduction: Old patients (pts) with Hodgkin’;s disease (HD) are usually 
excluded from trials and lnfmtion for such pts are rare, Many @&atiins 
stressed that HD of the eklerly may be a different entity, which explains 
the poorer prognosis. OM patients have usually a lot of cornorbidity, limiting 
curative chemoiherapy. 

Method: We analysed clinical characteristics of old pts with two limits 
to define the elderly: over 60 and over 70 years dispatr;hed in three 
cohorts of ~60, 60 to 70 and ~70. Initial chara&erk@s oonceming sex, 
stage, mediastinum, pathology, biological data, treatment and results were 
reviewed. 

Results: Among 912 pts with more than 3 years foliew up, 128 were 
over 60. 70 between 60-70 and 58 over 70. Sax ratiof was similar to 
that of the young (ns). Histoiogy type 3 was si@ficantly more frequent 
(50% vs 30%, P=O.OOOi) and niediastinum involveinent was less fr&uent 
&ith a linear association with age (p value~O&OOO1). St&$ disease, 
percentage of limited or extended stages, systemicsymptdma, E-extension 
or compressive behaviow were in the same peicentage than arlmng young 
pts (ns in all comparisons). Treatment strategy was similar to that of 
the young HD with combined modality treatmerlt for stages 1 & II and 
chemotherapy alone for extended stages, lO%of p$tk?ntshad r&diiherapy 
alone. Analysis of wsponse failed to’show a diffemnoe.l@weeri: the young 
and the old in term of complete remission. Forrelapke,‘there isno difference 
between group 60-70 year and the yoong (19.4%vs 18%), but there are 
more relapses for the very old (38% vs 19.4%. p=Oo.0D07):when. compared 
to the younger groups. 5 year overall survival is not,very good (40%, 60% 
and 90?/0 according to age) the specific survival including only HD and 
treatment toxicity related deaths diiplays a belter sutvival(63% vs 75% vs 
89% respectively). 

Conclusion: According to this study there is not’majof difference between 
young and old HD excepting histology and medisttnom involv&nent. The 
brim& treatment response;s rough& the same: Hotiev&qe :higheX rate 
of relapse and a worse cause spedfic survival may reffect:@e fact that 
these patients has not the necessary amount of cbmotherapy and justify 
a specific and adapted regimen for these pts. 
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Prospectjve randomized trial .in 
hodgkin’s dbsease~(FB~D) being 
therapy. (IFRYi’) w.~ibtj~l hodal 
short chemotherapy (CT) c&se 
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A. Di Russo’, V. Bonfante2, S. Viviani’. L. Devizz?, A. SarItom*, 
M. Zanini’ , F.,Soncini’ , F. Villani3, P. Valagussa2. 0. 6onadonnaz. 
’ Is&to N&o&e Tumori, Radiotherapy, Mitano, /tarv; 2 lstituto Nazionale 
Tumoti, Medical Oncology; Milano, Italy; 3 lstituto Nazionale Tumori, 
Cardiology, Milano, ttaty 

Purpose: The aims of this prospective, monoinstitutional trial are to evalu- 
ate: a)whether or not short course CT (ABVD 4 cycles) plus RT improves 
the freedom from progression (FFP) and the overall survival (OS) rates in 


