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A randomlsed phase II trial of pm-operative 
navelbineleplrubicln (NE) versus navelbinelmitozantrone 
(NM) versus adrlamycinlcyclophosphamlde (AC) for early 
breast cancer 

A. Webb, I. Smith, R. A’Hem. For TOPIC2 Group; Royal Marsden Test, 
Medicine, London,’ U.K 

Purpose: Pm-operative chemotherapy in early breast cancer enables novel 
chdmotherapy regimes to be tested using clinical response as a surrogate 
marker for longer-term activity. Navelblne is active and well tolerated in ad- 
vanced breast cancer but has not been formally tested in early disease. We 
therefore performed a randomised trial comparing navelbine in combination 
with epirubicln or mitozantrone with standard AC chemotherapy. 

Methods:147 patients (117 accessible for response) with operable breast 
oancers -3cms were randomised on a 2:2:1 (NE:NM:AC) basis. This 
randomisation was chosen to maximise the experience with the navelbine 
containing combinations. Chemotherapy regimens were as follows: AC - 
adtiamycln 6Omg/m2, cyclophosphamlde 609mg/m2. q21; NE - navelbine 
25mg/m2/dI+8, epirubicln 6Omg/m2, q21; NM - navelbine 25mg/m2/d1+8, 
mitozantrone 12mg/m2, q21. Response was assessed clinically prlor to 
each of the six cycles of treatment. 

Reaulta:Response rates were as follows: NE 86%, NM 73% and AC 65% 
(NS). The NM arm resulted in more grade 3/4 neutropenia: 57% vs. 35% 
(NE) vs. 32% (AC), netrtmpenic sepsis: 21% (NM) v. 12% (NE) v. 9% (AC). 
In addition treatment modifications were more common with NM, 70% v. 
53% (AC) v. 50% (NE), as was the need for GCSF support, 42% (NM) v. 
13% (NE) v. 9% (AC). The incidence of grade 3/4 alopecia however was 
lower with the NM arm, 19% v. 75p/ (AC) v. 51% (NE). 

Conduaion:The navelbine combinations demonstrate good pre-opeta- 
tlve clinical activity. The NM arm has been dropped because of increased 
haematological toxicities. This trial has now been expanded into a phase Ill 
comparing NE with AC. 
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Exemestane combined wlth epirubicine, qlw x (B-12), as 
preoperative chemoendocrine treatment for patients wlth 
primary breast kancer: a phase I study 

C.I, W. Hack12, S. Kuemper’, T Schewe2, W. Eiermann’ 
’ Frauenklinik vom Roten Kreuz; Onkokqisch-Gebuttshilfliche 
Hauptabteilung, Miinchen, Germany; ‘Pharmacia Corp., Medical Affairs 
Oncology, Erlangen, Gennany 

Introduction: Recent preclinical studies on rats with DMBA induced mam- 
mary tumors provided first evidence that the aromatase inaclfvator EXE 
infers high cyto-toxic potential to subtoxic doses of EPI when given con- 
comitantly, suggesting that chemo-endocrine treatment with EXE and EPI 
migM be a treatment form for breast cancer both highly active and well tol- 
erated. The phase I study summarized here has been designed to test this 
hypothesis by evaluating the dose-limiting toxicity of preoperative EPI, qlwx 
(8-12) given at 3different dose levels (DL) (DLl= 25mg/m2, DL2= 3Omg/m2, 
DL3= 35mg/m2) together with continuous EXE 25 mg/d. A standard two 
steo model for dose escalation was applied with 4- 8 oatienta at each dose 
level. Endpoints: PE was the frequency’of 3” and 4” hematological and non- 
hematological toxicities (NCI-CTC). SP were extent and rate of cCR + cPR. 
Patients: N=I4, amenable to statistical analysis; Median age: 64,5y(54-79); 
TNM: T2, N=I2/14; T3, N=1/14; T4b, N=IM4; NO, N= 8/14; Nl, N= 6114; 
MO, N= ‘M/14; ER pos, N-5/14; ER neg, N=8/14; ER n.d., N= 1114; HER2 
neg. or l+: N=14/14. Hematologic toxicity: N=2/14 (DLl,Di2) (Neutropenia 
NCI-CTC 2”). Most frequent non-hematologic toxicities (NCI-CTC- 1” and 
2”): Alopecia (N=10/14), Mucositfs (N=7/14), Nausea and Fatigue (N=4/14). 
Yet no dose-limiting toxicity (ind. pathologic LVEF decrease) has been ob- 
served. Withdrawals: Nr5: 1 x Neutmoenia 2” (DL11: lx DVT and oulmonal 
embolism (DLI); 1 x PD (dl-2); 1 x ‘d&sent wlthdrawal’(DL3); I x traumatic 
fRKtUre (DL3). Clinical best r&sponse: cCR, N&?/14; cPR, N=8/14; &.D, 
N=3/14; &‘D; N=1/14. 1404 patients obtained surgery, IO/14 had breast 
conserving surgery. Pathological response: Regression grade (Sinn): o”, 
N=3/14; l”, N=I0/14; 40, N=I/14. Post-treatment pathological tumor-size: 
ypT0 (pCR), N=l/I4; ypTIc, N=4/14; ypT2, N&14; ypT3, N=3/14. 

Conclusion: These phase I data support and extend the idea that the 
combination of EXE and EPI aiven weeklv IJD to doses of 35 mo/m2 fDL3i is 
a well tolerated preoperative&atment for PBC. In the current random&d 
multicenter Phase II tiial patients will receive EXE in combination with either 
weekly EPI 30 mghn2 or weekly EPI 20 mg/m2 to support the initial concept 
of the study (reduction of chemotherapy and therefore toxicity possible 
because of synergistic action of combination therapy with EPI and EXE). 
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Clinlcal management with dose-escalated and tailored fee; a 
feaslble therapy with G-CSF-support for fewer days 

8. Lindemolm, E. von Schoultz, E. Lidbrink, Y. Karlsson, B. Wallberg, 
A. Folin, J. Bjbhle, A.-M. Billgren, N. Wilking, J. Bergh. Kamlinska /nsfifutrI?, 
Dept of Onculog~ StocWrolm, Sweden; Departme& of Oncu/og)r 
Fladiumhemmdt, Kamiinska Hospital. Stockholm, Sweden 

Background: Dose-escalated and tailored fluorouracil, epirubidn and cy- 
clophosphamide therapy given for 9 courses with G-CSF support is a highty 
active therapy for patients with high-risk early breast cancer. However, the 
major drawback of this regime was ttie risk of therapy-related myelodysplas- 
tic syndrome (MDS) and acute myeloid leukemia (AML). Aim: The aim of the 
present study was to evaluate if 6 courses of tailored and dose-escalated 
FEC ((IFEC) is a feasible therapy when G-CSF is used from day 5-12, these 
modifications are aiming at reducing the risk of MDS/AML. 

Patients and therapy: From 1998 to 2090, sixty consecutive patients 
with high-risk early stage breast cancer (n=17) or locally advanced breast 
cancer (LABC) (n=43) were treated with dFEC. Adjuvant therapy was given 
for 8 cycles, patients with LABC received 4 preoperative cydes of dFEC, 
and responders (CR, PR) were treated with additional 2 courses. Patients 
with SD received taxanes postoperatively. G-CSF was given from day 2 to 
12 OF from dav 5 to 15 in 1998, and was further reduced and aiven from 
day 5 to 12 in 1,999-2000. All patients started on step +I (5-K (F) 600 
mg/m2, epirubicin (E) 75 mg/m2, cydophosphamide (Cl 909 m&‘m2. and 
dose modifiitions‘were made based on leukocyt and/or plate& toxicity. 
The patients were divided according to the G-CSF delivery; group 1 day 
5-12, group 2 day 2-11112, group 3 day 5-15, and comparisons between 
leukocyte/platelet counts at days 8, 11 or 12, and I5 were made. 

Results: A total of 238 courses of dFEC was delivered; 80 at step one, 
110 at step two, 94 at step three, 34 at step 4, and 12 at step .I (standard 
FEC): The median leukocyte count after the sixth course at day 15 were 5.7 
(group I), 13.8 (group 2) and33.7 (group 3). These data wasalsocompared 
to those from the dose-escalated arm within the randomisad Scandinavian 
trial. No dlerences were seen in number of infections, febrile neutropenia, 
transfusions or hospitalization. So far no dinical cardiac toxicity, secondary 
malignancies have been recorded. 

Conclusions: Dose-escalated and tailored FEC is a feasible therapy 
with use of G-CSF at day 5-12. Prolonged G-CSF use resutted in higher 
leukocyte-values, but did not allow higher chemotherapy-doses or reduced 
side effects. 
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Does Immediate. post mastectomy reconstruction delay 
adjuvant therapy? 

D. Landau’ S.L. Moms’ N. Sacks24, G. Gui2, R. A’Hern3, G. Ross’. 9-9 
’ Radiotherapy; ‘Surgeryr 3 Medical Computinb and Statistics, The Royal 
Matsden NHS Trust, London, England; 4 St Geo@es Hospital, Stirgey; 
London, England 

Introduction: Adjuvant chemotherapy, radiotherapy (RT) or both often 
follow mastectomy for breast cancer. The use of immediate postmastectomy 
reconstruction (IPMR) is increasing resulting in improved cosmesis, body 
image and quality of like. There is concern that delay in commencing 
adjuvant therapy may compromise efficacy. 

Methods: We retrospectively reviewed the case notes of women who 
underwent mastectomy in our unit from May I,998 to May 2000, to assess 
for any delay in commencing first adjuvant therapy. 

Reaulte: 379 women underwent ma&ctomy. 88 received chemotherapy 
and 54 received RTas first adjuvant therapy. In the chemotherapy group 59 
women,had IPMR and 29 had no reconstructive surgery. Their mean delays 
to chemotherapy of 32.9 days (95% Cl 23.9 - 41.9) and 29.4 days (95% Cl 
19.2 - 39.7) respeotlvefy:were not significantly different. Also no diierenoe 
was, found aomparlng type of reconstruction, history of prior RT, patient 
aoe and unilateral vs bilateral mastectomv. In the RT arouo I9 women had 
IPhnR and ,& had tib reconstmctive surgery. Their mean’ delays to RT of 
52.9 days (95% Cl 44.1-63.5) and 37.8 davs (95%CI 33.7-42.3) respectivelv 
was signlti&ntly longer with IPMR than without (pcO.0913). No differen& 
was found comparing type of reconstruction, patient age and unilateral vs 
bilateral mastectomy. 

Our data showed that Ihe time to RT post reconstruction was prolonged 
across the whole group and not justdue to a few patients wlth’a particularly 
long delay. in the women who had,lPMR 31% waited 31-45days 37% 
waited 46-59 days arid 32% waited 5Ver 60 days for their RT. 

This implies that the cause for the delay is likely to be in the referral 
system rather than duel to any reconstruction-related complications. 
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Conclusion: Immediate reconstruction in our experience has resulted in 
a delay to first.adjuvant FIT but not chemotherapy, It is unclear whether such 
a delay is sufficient to reduce the efficacy of RT. However, delays in starting 
RT that can be anticipated should be avoided. Breast units should ensure 
that all patients are ref& for post-mastectomy FtT as early as possible 
following surgery. 
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Late skin reections after different chemotherapy schemes in 
irradiated breast cancer patients 

A. Warszawski’, E.M. Roettinger2,,N. WarszawskP. ’ Hannover Medical 
lJntvers& Dept. .d Radi@hempy and Spectal OrlwW Hannover, 
Germani; * Untve&ty of ulrnj O&f. of%?adt&hem~ titm, Germany; 
3Radtobgtcat Centre Mtnden, Dept. of Radtoihempx Minden, Gerrnany 

Purpose: Assessment of late changes of irradiated skin after CMF and 
EC-chemotherapy compared to patients with hormone therapy or no addi- 
tional therapy. 

Patients and methods: In 63 patients, irradiated at University of Ulm for 
breast cancer, thickness and structure of irradiated and non- irradiated skin 
was measured by 20 MHZ-ultrasound. 

f?esu#s: 18/63’patients received either. 6xCMF (3 cycles before and 
3 cycles after radiotherapy) of 4xEC (before radiotherapy) in addition to 
breast irradiation. None of these patients received hormone therapy. 29/63 
Patients were on tamoxifen during and after radiotherapy. Ultrastructural 
changes of corium thickness and structure were measured quantitatively 
by high-frequency 20 MHz-ultrasound. Corium thickness of non-irradiated 
skin (contralateral breast) showed significant difference in patients treated 
with chemo- and hormone therapy comparing with those treated without 
chemotherapy (p=O.O3) or hormone therapy (p=O.O19). EC showed signifi- 
cant more increase in wrium thickness compared to CMF (p=O.O008). No 
changes in echogenity were observed. 

In in’adiatedskiq, reactions (according to wrium thiiess and echogenity 
of lower co&m) %e significwR increased in the chemotherapy (p=O.O01) 
and hormone therapy (p=O.O03) group. EC showed significalit more skin 
changes compared to CMF (0.0008) and to the hormone therapy group. 

Conclusion: Chemotherapy and tamoxifen induce changes of noH)rmal 
(non&radiated) skin, which ,increase significant after radiotherapy. Corium 
thickness and skin structure are more altered by EC-chemotherapy com- 
pared to CMF or tamoxifen. 
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A pilot study with navelbine NNWB) + fractionated 
doko&b@in (DYQas neo-adjuvant chemotherapy for locally 
advanced breastcancer 

R. Albuquerque’, J. Segalla2, M. Per&a&, G. Delgado4. ‘Cancer 
tnstitute of Ceam, Or&~ Portaleza, Bmzt~; *A. Carvalho Hospital, 
Onwtm Jau, Bmzt?; 3 Beneftcencta Portuguesa, Onwtogy Santos, 
Brazit 4 Clinical Onco/ogy Service-PUT, Oncology, Sorocaba, Bmzi/ 

A phase II study of i.v. fraotioned VNB and DX combination in previously 
untreated advanced breast carcinoma observed promising results with NVB 
25mg/m2 on days 1 and 8, and OX 50 mgAn2 on day 1 (q 21 days); with 
74% OR and 21% CR. mainly in visceral sites (JCO, 1994). 

Our gtoud observed the same responses with fractionated doses of DX 
(A. Anelli; et al) for advanced disease. In order to observe potential value 
of this association for neo-adjuvant chemotherapy (NA chemo) set, a pilot 
study was done in 25 patients, receiving 4 cycles of NA chemo (NVB 
25mgfm2 1.~. + DX 25mg/m2 i.v. D1 + D8 each drug; in cycles of 21, days), 
24 patients were available for response and 25 for toxicity. 

Stages llA=2(8%), llB=6(25%); lllA=16(67%); 450 years old=13; 250 
years old =12; hyetology - ductal infiltrative =17; others not me+llary =7. 

Clinkal rssp~nses: CR (i/24-4%); PR (23/24+6%); SD/PD;(0/24); OR 
100%. Tv& cycles were the minimal numt)er to observe objective clinical 
response in 19 patients. Surgery was performed in 23 patients after 4 cydes 
of NA chemo. ConServative breast surgery was performed in 7/23-30,5%. A 
oatholooic wrnolete remnse (&RI was observed in 5/23-22%for otimarv 
iur$or, $th 18&3-78% bf path&gi~al~ partial response (pPR). Fo; nod& 
pN0, 9&!3-39% and pN+, 1423-6156. At ‘this moment 18 patients went 
to wmplimentary radiotherapy, with 01 patient with recurrent ,di&ase on 
radiotherapy. 

Grade 3 toxicity was observed in 20 patients with alopecia, 13 &tents with 
neutmpenia, 3 patients with nausea and vomiting, 2 patients with p+biiis, 
2,patfents with mucositis, 1 patient with cutaneous, 1 patient with dianhoea, 
no patients with neurotoxicity and no grade 4 toxicity was obsetved. 

Conduslon: neo-adjuvant fractionated is an important neo-adjuvant 
scheme for breast cancer with low toxicity profile and similar results than 
schedules with taxanes and/or anthracyciines. 

639 POSTER 

Significant hlgw health-related quegi ofWe$f~qQL) 
level in women treaM.4 with adjtianthor&ohat ther+y 
veraus chemo*erapy: prospe&ive MeaiGtN~@& 
during/after postofkratlve radiiherapy f&We&t cancer 

R. Galalae’, J. Michel’ , J.U. Siebmann2, T. KOchler*, K. Eilf’, B. Kimmig’. 
’ Universjv Kiel, C/tnic for Radtothem~ Ktel, Germany; * Univemtty K&l, 
Reference Cen.tre for Qualify of LtWCtintc for Surgery Kid. Gebany 

Purpose: To repoct the results of a prospective HR-QoL asseassment in 
women with bres! cancer during/after postoperative radiotherapy. 

Materials and Methods: Hundred-nine consec&ive& treated patients 
were analysed. For quality of life measurement me EORTC mod&s 
QLQC30 and BR23 were used. The HR-QoL was asseassed at beginn 
(Tl), at end (T2) and 6 weeks after radiotherapy (T3). We segregated 
me patients in three prognostic groups: group I, n = 41 (radiitherapy and 
adjuvant chemotherapy), group II. n = 45 (radiotherapy and .edjuvam, hor- 
monal therapy) and group Ill, n = 23 (radiotherapy alone). The reliability 
was tested. ANQVA analyses were performed. 

Ergebnlsse: The reliability testing revealed good median Cmnbachs 
Alpha values of 0.77, 0.83, and 0.83 for the measurement points T1, 72 
and T3, respectivelly. Twenty-one quality of life dirnension~ ?om global 
health status to arm symptoms were asseassed. The ANOVA statistics 
revealed signifkant better HR-QoL for patients In prognostic group II varsus 
I. Patients treated with radidherapy. atone (groupillfshowed the best results 
in the quality of life analyses compared with groups I and II. 

Conduaions: Measurement of HR-QoL using the ,tsORTC core proto- 
col QLQ-C30 and the breast module BR23 durfng/a$er radk#terapy is 
reliable (median Cronbachs Alpha values r0.7). Adjutant chemotherapy 
lowered statistically significant the HR-QoL compared with &ijuvant hor- 
monal therapy orradiotherapy alone. The results sug@ that the uSe of 
adjuvant hormonal therapy is more favorable in terns of quality of life versus 
chemotherapy. 
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High frequency of mitochondrial DNA mutetiens in breast 
cancer: potential applicetlon for cancer dete&km 

P. Parrella’, Y. Xiao’, M. Fliss’, M. Sanchez-Cespedesl, P. Mazzarelli2, 
M. Rinaldi2, T. Nico13, C. Rabitti4, V. Fazio2,5, D. Sidrdnskv’. ‘Ilohns 
Hopktns Untverstt~ Ototaryngotqy Head and Neck Surge& Baltimore, 
USA; 2 Untvemtta’ Campus BtoMedticq Labomtor).j for M&cub- Me&ne 
and t3oiechnotoa~ Rome, Iiatv: %hna Hopkins fJnRitirs& #‘#&j/o& 
Baltimore, lJ~A;%Jntvet&a’ &mpos Stotiefftcu, Pat&& f&ne,%ty; 
5 IRCCS H. “Casa Solltevo delta Soffemnza’, Motecutar A&dictn& San 
Gtovannt Rokmdo, tfaty 

The human mitochondtial DNA (mtDNA) has a mutation rate at least IO 
times higherthan the nuclear DNA. Somatic mutations in,the mfDNA,have 
been recently observed in several tumor types -and have been used to 
detect cancer cells in bodily Ruids.To determine the frequenc$ and &tri- 
bution of mitochondrial DNA mutations in breast cancer, 18 $rimaty breast 
tumors were analyzed by direct sequencing. Twefve somatic mutatkms 
were detected in 11 of the tumors screened (61%). Gfttrese mutations, 5 
(42%) were deletions or ins&ions in a homopolymeric C&strqtch ,between 
n-tide 303-315 (D310). within the D-loop. The remalhii 7 mutations 
(58%) wemsingle base substitutions in the codii (NDI, i&, ND5, and 
Cyl b genes) or ~x#l coding ragions (Moop) of the mtloch6rIdrial ~emome. 
In three cases (25%}, the mutations detected in coding regions.le&to amino 
add substitutions in the protein sequence. We then-screened h addltional 
46 primary breast tumors with a rapid PCR-based ass&y to:identify poly 
C alterations in D310 and found 7 more cancars wiff~ #er’ations. Using 
D310 mutations as donal marker, we detected identica?,c&ngas in 6 of 
5 matched fine ne&dle aspirates and in 4 of 4 mefa$tases positive lymph 
nodes. The high frequency of D310 alterations in primary breast Cancer 
combined with the high sensitivity of the PCR-based assays provide a new 
powerful molecular tool for cancer detection. 


