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Absiract - Breast cowpservafion  suepery  conbined  with

verddfadion therapy Bs now an aceepled oplisn for e froaieent of

errly breast cancer, Soowe deeided fo evalnate e reaalis of seah
treetiment in ove fTest grop of pefients teeated by this srethod.
Fram 1992 to 1995, ene beomidred parbiends with Stoge T oond I
heeast  cancer  freated  with o breast comservalive  SUrgery
{Tumgrectomy ar guadrantectomy) were fericliated af Telran
Cancer Tnstitate awd Marie Courde Clinic. In stige I e wheole
Breeest aed e draining mplesode aveas, and o stage §oenly
the Breast were irmdisted fe 50 Gray (Gey in § wirks wstng
cohelt S0 A Fester dove of 0 Oy way given o fhe primeary
frmeor site by phelons in 1 week. Phisty-eight peecens of poiienis
veceived adgrovant chemetherapy, Tamaorifer was piven o 96 %,
With w mean and sredian follovap time of more than 3 pears,
theee focad recnrresces and cight distiont meetastiies ocowerod
Thee estimted S-veur recnrrencesfeee suevival rafe was 92 %
ared the melasticsds-free seevival rale wirs 81 5 Sevenfy-seven
percenl were disease=free with |r.'."4'.'.'4'."I-'-e'4." Breest. Yoweg petienls
and thove with pesitive maegins feed o Jigler eisk S deer!
Jailure, Nedal  metastasis aed the omission el adinvant
frmporifin ecreased e distent fuilure e, Complicalinm weve
T

covaretie el wits cxecllont or gl fn W0 G af patients and i

ravy, cxeept for wild pelanglectasie I Joar o peifiends,

anly ficior with o statistieally significast offiet on cosmelic
Feserlt wew e teeatmeent of botl fengestial Telils por day,
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INTRODUCTION

Hreast conscervalion is o e prefecable ireaiment
tor the mgorily of women with early breast caneer. I s
deelined as local excision of 1w primany tamor with an
v and axiblary dissection (level T and 113
followed by radictherapy. By using rradiation,
treatment nob enly provides loeal control and survival
cquivarlent e masteetomy, but also improves e gquality
af life by preserving the breast, [n Western counlries, o
birge number of prospective  randomized  rials o or
FetTOspestive have

acleguare mar

this

watihlisled
SUTEery |‘|'.'.|.H raciarion as an alternative maEtcclony

i_i_:'li:ll‘_.'!-'\.li't CUMTREMVATIVE

m lerms af loeoregionul recurrence and overall survivil
far the treatment el early breast cancer {1-5). Also the

Leud)

Institute of  Mealth  Consensus Panel
(UsA, 1990y concluded  that - breast
preservation was 1he hest treatment for appropriately

Mativmal
Conlerence

selected  patients (3). Nonetheless, o significant
propodion of - women who o are candidates [
conservalive  therapy conlinue 1o be o treated  wih

MisteC 1Oy,

In the present siedy, we have evaluated the resuli
al such tretment in our frst group of paticnts treatad
Py this nethod,

MATERIALS AND METHODS

Files of all patients with curly breast cancer whi
: b

were reated by conservative  surgery plus radizion
Uherapy during 1992 1w 1996 gt Tehran Cancer Institole
and Marie Curie Clinie wore retrospectively reviewed, A
foormal mguiry form wiss mailed o oall patients wheo bad
i comwe back for follow-up.

Lol relapse was defined as the appesrance of
curcinomia i the sear and the remaming breast fissoe,
Regional relapse was defined  as the appearins of
corcinoma in lymph node areas. Al other relapse
leciitivns wiere asswmed 10 he distan) melastases,

The breast size, shape, consistency [lexture) on
palpation, vdente and any discoloranon of skin were
evatlunted and assigned o seore of L2200 (wotal 1003 The
averall cosmetic resalt was classificd as "excellen” when
the treated breast was virlually indistinguishable rom
e cppuesite ame (score 100, "good” when (here were
s, "t ol
Gy and
puor i therse were severe sequelae [secore < Gl
mustectomy would hetter  aptien in
retrospect o The cosmetic awtcome was evaluaed by
wer pliysiclitns.

sl hut potieeable changes (soore ==

there were significant waraiions (svore > =

have  been o

Acre of 35 vears has heen chosen as o age cutedd for
the young patienls in many repocs {1LROE we did w0
1o in this stady. The pericd of ollow-up was caloalated
Crom the veser of deliniiive rodiotherapy o the date of
last folliwe-up The inlluence of

characlerstics number ol lecal and
with chi-square  1est
(Fsber  exact for small sehgroupsy o and
owistic-regression. The latter wis o for e
cvaluation of Gctors influencing the cosmetic resull,

visil. WIS

o e imtant

rocurrenoes  was  ovaluated the

st

Ty used

Proporions of palicns surviving varions periods al time



free of recurrence wnd { ar metastasis were computed
the  lile-tafles, The  mean survval  Lme was
calculated by Kaplan-Meier muethod. The anivariate and
mulivariate  analysis o [cwors influencing the
recurrence- and metastusis-free survival was performed
b the log-rank test and  Cox- regression analysis,

by

respectively.
RESULTS

Actotal of LD parienis with early breast cancer hid
been treated By irradiation after conservative surgery al
Tehran Cancer Institute and Marie Corge Chinie in the
study periodd.

The median age at dingnosis was 44 years (range:
2875wy siay-four percent ol patients were
premenopausal  and  36% were postmenapausaloal
dizgnosis, Primary patient  characteristics are shown
(Table 17,

Table 1. Fatienl charactersics

Caractersin n

Menapausal status

e ik
Tl An
Mureab diagnosis

< =3 14
T A
Laterality

right SR
lef 4z
Tumor s

*TO 1
Tis {in-sit) L
Tl 55
T2 a7
ikl fx
Mol status

nagative ol
positive 3
unkicesn 4
EFatrogen receplor (Er) status
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[ 11
I 24
11 3
unknosym 32
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unknosn Lo
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The extent of primary sorgery, consisting of o
lumpectomy or a quadrantectomy, depended on the
preference of the referring surgeon, Treated patients
hid @ single lesion not exceeding 5 om clinically with an
adequate omoer-to-breast ralio that produoeed
acceptable cosmetic resull and did mor hosve any other
palpable or mamographically suspicious areas and no

N

evidence of metastatic disease, Axillary dissection had
heen performed in Y6%. The primary Temor was
Wecated 0 upper outer quadeant in 639 clghly-six
percent were masive ductal carcinonsa. In paithologic
examination, @ teal of 35 % of patents had o T
2emy tumaor, 37 % bad o 12 (=2, == jcm)
nemor and & 9% had g multifocal tumoe (defined as 4
separate  aggrogate ol tumor 111
altogether). The median intervil hetween surgery and
the beginning of radiation was 1.5 monthss {range:
03-11 m.y and the median duration ef irradiaion wis
A7 days (remger 3357 ) AN patients receved
postoperative breast irradiation oo cobalt uni Two
ppposed tafgential portals were vsed (o defiver o dose
of 45 or 300 Giy in 25 fractions during 5 weeks 1o Lhe

(=

cells, not = &

whole breast and one reduced portal was osed 10 hocs
the primury wwmor site (100 Gy 0 5 fractions). Ten
JiET T 1he

free  at Tollew-tips,

[rittienls received honwter  and wers

UL the
patients had heen treated with one tangential field per

least

Tracey-six

day Pecouse of e overloaded conditions o the
depurtment. IF the asillary nodes were The
polal  arens received 00 Gy, onsing ano anterior

supricclaviculer Gekd and o posterior axillary one, The
mlernal - mammary nodes  were included o the
sartals, Adjuvam chemotherupy was groen e
nede-positive patients and those with high-grade Tumars
(otal 35 %, Minety six pereent of patiens received
adjuvant  wmmoxifen. Usually  the  patienls
Followed-up st 223 moenthly astervals T the st 2
years, 3-4 monthly inlervals for o further 3 vears and
cwery 012 muonths thereafter.

The follow-up study polwey consisted o o chinical
cxaminaiion and annual mammaography o the tirst 3
vears afler trearment. The mean and med
time was more Lhan 3 years, Three percent developed
loeal recurrence either alome (2 patents) or with a
metiachronous  distant  metastasis {1 mwent), The
median time e recurrence wias 30 months {ranges
27-34 M. The mean recurrence-ree survival tine was
1 months (Kaplan- Meier), The estimated S-vear Locul
recurrence-free survival rate was 92 5 [lile-tahles). All
pertients who developed recurrent breast cancer did so
in the region ol the origingd primary site, Mastectomy
was performed in oall of them as salvage.

tangenlial

WL

Foctors likely o predict breast cancer recarmence
wore st evaluated by the  chissguare  1estYoung
paticnts (< 3% yeurs of diggnosis)  had
slanificantly more breast recurrences {143%: than did

age ol



Badiotherapentic management and breast canceer

Fig. 1 (A B). Telangicetasia 18 years alter conscrvative
surgery plus cadiotherapy, right hrease, This is one of our
uliesl cases in conservative therapy, not included in this
stualy.

patients who were older than 34 years (1.2%,; P=0.03),
Chpe patient oul of e with positive marging had a
breast recurrence (P= 006, nearly significant ). When
the mflucnce of the temor size and margio statos was
evaluined by logistic-regression, only the margin status

was significant (o= 002) In univarite  anazlysis
[log-rank test), voung patients {(F=003) and those with
invehed margms (Po= 00001 had  lower  local

recurrence- [ree servival; bul these indings were ol
confirmed by multivariate Cox- regression. None of the
ather  Lactors examined, including age, tumor  siee,
grade,  vmph-nodes  involvement and  the  number
imvalved, significantly influenced the local recurrence
rate.

Eight paticnts developed distant metastasis with
median ime of 27 mooths (range: 15-50 m). The mean
metastasis-tree survival  lme was 76 months
(Raplm-Maeier), The estimated S-vear metastasis-free
survival  rate was KL% (life-tables). Seventy-seven
percent  were disease-free with preserved  breast
(recurrence- and moetastasis-free; life-tables),

The factors influencing the occurrence of distant
metastasis {ehi-square 1est) were nodal statos (P= 0,03
and  adpesant amexifen (Po= 003) Tamewifen
(P=0025) and lymph-nodes involement (Po= (0003
remained statisticully significant when the impact of
young ool grouping,  chemotherapy,  tamoxifen,
lymph-nodes  ivolvement and  the number  involved
were  assessed by logisliceregression. Ino univariale
anabvas (log-  rank  test), tamoxifen (FPo= (L2,
ymph-nedes ipvolvement (P o= 0,047 and the number
of involved nodes (P o= 0L0015) sigmificantly influenced
the metastasis-free survival. When  the  impact of
tamoxifen,  chemotherapy, young [ old  grouping,
Iymph-nodes prvalbvement and  the opumber  volved
were cvaluated by muallivariate Cox-regression analysis,
lvmph-nodes invelbvement (Po= 0002y and tamoxifen
(P= 001y remained significant. Nane of the other
factors  significantly  influenced  the  moetastasis-free
survivill (P=0003). Mone of the patiens  developed
regional refapse, Complicutions were inlrequent. Four
paticnts developed mild  welangicetasin (Figo 1 Five
paticnts develaped mild breast parenchymal induration
o pailpation (treated with one feld per day) and 3
patients {treated with axillary dissection and regional
irradiation ) deweloped  wrme emphedema, Cosmetic
results (g 2-4) were excellent or good in 90 % (soore:
S0-100) and fair in 10 % (score o 60-79). Nope of
patients had poor cosmetic result. When the impact of
tamaoxifen, chemotherapy, tmor size, age, vouny [ old
grouping and treatment of one field  per day on
cosmetic result were assessed, only the last factor was
associaled  with & worse  cosmelic outeome
(logstic-regression, Po=0003),



Acta Medica Tranica, Yol 38, No & (20000

Fig, 2 (A Conscovanve surgery plus radiotheea py. Fig. 30A.8) Lumpectomy plus radiotherapy. nocmal

W

lavgs brepst {ledt), tumer locared i Lail. sized breast, pizhe
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Radiothe rapentic managenment and hreast canceer

Fig. 4 AR Lumpectomy plus sadistherapy, large brepst, lefr

Jiad

DISCUSSION

In pecent wears, the combimation of conservative
surgery and radiation has sained aeoeplanoe asoan
allermive 1o masteclomy with reconstruction, Women
generilly prefer their own breast with inkact sensaiion
and temd 1o seore their cosmetic results more Lvorahly
than ko their phvsielans. Many  patients wilh breast
caneer Pive problems with self-csteem and hody i

The  potential - psychological,  sexual  and  physical
dysfunction caused by both the diagnoss and tresiment
can deferiorate the  guality of @ woman's  life.

Conservation ol the breast s associated with improved
pavchocmotional adjustment of e patient to her own
life and secial functening. in addition e
tamer comtrol. The local recerrence and
survivad rale moour petients s cormparible o those
abtained in other series treaned by simalar wechnigues
PE-50 I Gact, the surveeal of women treated with breast
comserviation is o comparable b that obtained  when
masteclony s ‘This noorelited 1o the
preventiom of loeal recurrence by systenuatic rradsion
of the breast, Most local recurrences develop at or near
the prmary site (1-5) The incidenee s higher during
the lrst 5 years alfer treaiment, Surgical salvige s
pewssibile i most patients. Farly local relapses (within 3
years from inial treatment ) and invasive pathology (in
comirast 1o m-sing pathologyy adversely affect supvival
(10 In ocor stody, potients aged 34 years or younger
wore found 1o Bave o hugher oumber o breast
recurrence. There is comsideruble controversy i the
literature regarding the importance of young age as g
risk Fwtar for local recorrenee, probably doe o the
sl numbser ol vouny patients (under 35 yeurs) and
conlounding influene: ol unfvorahle
histopathologicul risk Factors, These paticnts have 3
higher incidence of extensree imtraducial component
and fugh- gricde temors (1-4, 63, The status of nwrgios
ol resection bas proven o be oo signilicant indicaror Gl
fcal tumar comtrel. In addition 1o the present repart,
seversl other imvestigators have shown that in those
[itients wiho microscopic  inmvolvement  there is ouan
increased Tisk for Jocal recurrence (7H). One Iy
speculate that af local tumoer progression ocewrs, then it

exeellent

disease-lree

used, trend

the

contld - prowide a0 seource for o distanl melastases,
Radiotherapy oo reduce the  incidence ol local
recurrence, butocannol compensale for o inadeguae

surgere, T ensure adequate tumor control, a negative

margin i essential o breast conservation  therapy.
Distame failare @s the first sign of relapse i relaied o

nodal status, and this was o siatistcnlly sjgnilicant
finding in our study e, Patients with lymph-noedes
invalvement hove o decreased survival tate and warrant
the use of adjuvanl chemotherapy (1) Beciose of
limited use af chemetherapy inearly years, we have not
fowmd any significant influence of such trestmen o



survival of our patients. Broasl cancer 18 eslrogen
dependent und adjuvant hormonal manipekinion scems
ter be bepeficial inall patients, even in those with
eslropen-receptar negative tumors. Tumosifen has been
shown b decrease not only the local and  distant
recurrence rale, bul o oalsa the de novo cancer in
contralateral breast {1 This s confirmed in part by our
study too. o our patients, Lhe cosmetic resull was
generally good  and was  influenced  only by the
treatment of hoth tangential fields per day. Delivering a
homogencous dose s essential in radiotherapy, This is
accomplished by treating both tangential fields in each
radiotherapy  session and s accompanied with better
consistency of breast parenchwma and cosmetic resull
[specially in large breasts),

In conclusion, the results of the present report offer
a safe hasis for conservative management of carly
briast cancers with imited surgery and irradiation in
our centers. We  recommend  such frearment for
appropriately selected women with carly hreast cuncer
and an aoceplable lumor-to-breast ratie, and emphasize
again the standard practice of reating all radiation
fields per diy. '

REFERENCES

1 Peren O, Taylor M. Breast: Stage Tis, Tiand T2 tumiors,
ln: Perez er al, Principles and practice of Radiation
Oncolegy, 3rd cdition. Lippincoli-Baven; TS 1209414,

l65

Acta Medica Iranics, Vol 38, No 3 (200}

2 5chmolling ¢ al. Breast proservation versus masteclomy.
Recurrence and survival rates of primary breast cancer
paticnts treated at the UFK Bonne Tue 1 Gynaec Oneol, 18
JU-3F; 1997

A, Fissindis o al. Hreast preservation: Long-term results from
Westinesd Hospital, Auwst NAT Surg. &7 3139 1997,

4, Arriagada of al, Uonscpeation Ireatmenl versus masleclomy
in carly breast cancer: Patterns of fatlure with 15 years of
follow-up data. ] Clin Oneol. 14 135804 19940,

5 Jacabson e al, Ten-year results of a comparison ol
conservation with mastectomy in the treatment of stage [ & [0
breast cancer. New Tingl J Med. 332 907-11; 1995,

i, Kini

treatment-related factors associated with local recurrence in

et oal. Mammographic, pathologic and
patients with early breast cancer treated with breast
conservation, [nn ] Radiation Oncalogy Biel Phys, 43 34 1=,

1954,

7. Dikiaze 21 al, The number of positive margins intlucnces
the cuteome of women treated with breast preservation [or

carly stage breast carcinoma. Cancer. 82: 2212- 20 1998,

S, Henton et al. The importance of the resection margin in
conseretive sirgery for breast cancer. Bur J Surg Oneol, 22
17-22; 19,



