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Breast Cancer Screening

[ Toe. wA.ngy aafing  35ANWUE

o

v Ly
AREATATEAUN N1ARTNTIETINYY AMEUNNEANEATIIANENLNAIHNT LA

Ngj SamnuanTuny mewumﬂmm (@~ lutusaunz 5 aiomiTe) luamae Ay A1ANTTAI9N
ud 2007 @::W'LIQ?J'JEI Invasive cancer mﬂsl‘ﬂm 178,480 71¢l, In situ disease 62,030 71¢
mezﬁéﬂqmﬁﬂ%m 40,460 912" wananil LLunﬁumiLﬁmmﬁqLgﬁuuﬁqianﬁal,ﬁuzgﬁuiu
anfgauiniuazsangunugongeduain 82/100,000 seluil 1973 1Ty 118/100,000 el
1998 grnsulsvimalnauzifan umTunzifaluaniAnues T udufugedsaaanuis
dnuagn waduuslusmuiisdulaedieiAnisnl 13.5/100,000 seluil 1990 waziau 17.2/
100,000 T1e/luil 1996
uzifamun Wunilcunfafedufdssinnifusanianisnsadansesdaiay gelinen
Funismsadansaslsanaauun Ly ?Tuﬂuﬁﬂﬂm“m'ﬁmmm@mﬁmqmammqnimiﬁu
uwmmmw@Lmu@LLuqmqmmsfmmmmimu ERT-ORe RIS Lﬂuﬂiuimuiumsmmmmw

?Iﬂﬂﬂﬁ]‘i“l/]'ﬂﬂ mafamumﬂqm‘lﬁmu Lﬁ‘\‘iﬂflﬂfl“’ﬂu"“] Vliﬂi“i.lﬂ’]i“i‘ﬂﬂ’]LL@fJ A ﬁ]‘ﬂ\m’]ﬁ‘ﬁ]ﬁﬂ@ﬂﬁﬂi"ﬂ\?

mmmmm

naRsraRAnsaslsANIRLAUNAYE
wnaTuunsy ualu 3 nguie n. nquiiiaaiu
@evtlnd (Average risk) 1. ﬂ@'mm’?@lqmﬂ (older
women) LAY A. ﬂ@lmfmmﬁmm (Increased risk)
n. n@uwumwmmﬂﬂm (Average risk)
ANNNIANHTHILANLIN BRIIANEAN
mﬁqLmummmmmﬁmﬁﬁtylmmmq 40-
69 1 finmadansauzium eIl Uy
AN meta-analysis WAL INAARAIINIANE
anuzifanunle 24%" LL@“’FTIIQ@@@\?@EIINﬁ
uﬂmﬂm lun@mmmﬁmmm 50 11 1ilaifiew

ﬂUﬂZ\]N‘ﬂ’]EIu@EIﬂQ’] 50 ‘]j

v

@oqﬁi‘/ﬂigﬂgﬂqﬂluﬂq?mﬁ")@ﬁﬂﬂ?@\?ﬂ'}ﬂ
: = A Y oA«
LLNNINLLﬂ?N LLEIN S A T WUQWWimN@@WQ@ﬂ@W?Q@
(4,5)
yn 1-2
o ' (45)
ﬂ’]ﬁ‘ﬁ]?'ﬁ@ﬂﬂﬂﬁ‘@\ﬂ/‘]ﬂ 1 ﬂ HINNI1

nquasienguegazladszlaniann
lesannmy
Interval cancer (Nm%&ﬁwunwﬁwﬁm‘mﬂimw
Aangas) uannanlunguanienguan anaiduy
Lummnu”mLrﬁmuﬂumma?mﬂu@ﬂmmmmi
wingiAulafanan Sn1sdnmanuan sojourn

times (pre-clinical phase Vlm’J'Q‘WUTmlLLNNIN

W) e198uHeagNINTu Tne mean sojourn
time Tuasaang 40-49 1 =241, 50590 0=371,
606911 =421 uay 7079 §=41"




e
&%\ [\ MserssmensdsomuazuziSaineuvslsemdlneg Ui 13 atfu asngieu-5unau 2550

' £

UANANERNNIANENLIN PN3ZEILUN 93NN
AnamsauNalunsuAazAsedy (1 9 Weudy
2 ) flannawy tumor AFaLNAENUAZNY distant
metastasis ‘L:@EIMIWM'S)

Lmeqmamfmﬁmm@ﬂm‘lu@m?n@'uﬁﬁmm
Fuan® wsh nEvussduns u,mlmq 401
Taedszazmnalunisasa 1-2 4

a, nauammmﬂ > 65 1)

1NNMQL@°H@WELLuu‘ﬂu"J’m’]?[ﬁl?"Mﬂﬂﬂ?’m
N:Lg*qLmummaLLuquLmamummqmﬂm 9
ﬁﬁﬁqﬁmmmwéwmﬂimﬂﬁﬂﬂLL@Vﬂi”Lﬁumﬂ‘ﬁﬂ
1uLLm snentudnfoy m@ﬂmq@ﬂuwmimw
nTIN17M39AAANTBILAINLINZIEUATLY mﬂfm
seitanunsanunenisinelaniely
Lﬁu‘ﬁ'mmﬁ’u%ﬁqLLﬁN”L?‘M%WNﬁT@ﬂM
mmlummmmamnmmmmﬂu@ﬂ LANZIS
wwuumwmmmu@ﬂmﬂ MU WU poorly
differentiated (grade 3) u@ﬂm’] tumor & hormone
receptor H1NNA7, AIINNSLASTTBLTANZIES

v

fmrm ma‘mm distant metastasis u@am%ﬂumu
u‘ﬂﬂ@ﬁﬂu mwﬂ@lﬁfaﬂ?wguuz?aﬁmammmnmu
SOJOUI’n time @Vmu‘*ﬂumm@immwmwmrw
NS Lﬁ‘\'il,lﬁﬂuﬂﬂuﬂ@Nwﬂ‘)ﬂﬁ\‘i‘ﬂﬁﬂu‘ﬂﬁlﬂ'}’mﬂm
Nﬂ')ﬁ‘mﬂuﬂﬁl @mﬁ&nmmmma‘ﬁﬂmmwmﬁ
nnsmgaaunNinunsuyn 1 4 IuﬂQNQQQQWQWU
Anuu favorable tumor mﬂﬂfsl’m’]’a‘m"]'a‘vm 2 ‘ﬁw
‘mmzmsl@m@ WUQWN@LLNNTNLLﬂ?NV]NﬂﬂﬂM
LLZ%Q'TLA']LL biopsy www‘luﬂ@ummaw (N’]ﬂﬂ'ﬁ
‘Viﬁ‘ﬂL‘Vl’m‘LI 65 ‘]j L‘VI'T"| ﬂ‘].lﬂ@&l‘mf;luﬂilﬂ’]’] (50-
64 ‘ij LLE] positive predictive value, biopsy yield

UAARNINTNLITUATUN/NNTIATIRAANTAN 1 ,000 71¢!

v

Qamﬁﬂumﬁm%nma Lﬁmmﬂﬁ prevalence U89
uzdununganan®” wazuenanniiuaunluunsy
1umm’?‘mmﬂﬁmm1fa (sensitivity) mmlﬁﬂzvlmm?
RNEUREIBIANANALNLLTB A (density)
u‘ﬂﬂﬂ’]l’] 0

A. NAUNTANNLAE9GI (Increased risk)

aufunzifaniuy dadeidesnanAny

b

A a ! ! o K
Ngon A L‘]juLWﬁ‘VmNLL@”ﬂWF;INWﬂ unn luAnils

q

AaiTadafinan ﬂ@%mmﬂummwmmmﬁﬂ

Da

UseARmsaunTulzBamun uasvenziesla
Tnaawzluny1fanama (first-degree relative)
Taun 11397, AEN9 ViraLedd17 yana Nl
ﬂ@é”ﬂ@lmﬁluj 21 inelafunisanauseLsion
‘Vi{iﬁ‘ﬂﬂtﬂﬁlL@W’]SLﬁl‘ﬂ@ﬁqﬁ‘ﬂﬂﬂ"J"] 30 1 wu lu
195N Hodgkin disease (1% annual risk Tmﬂﬁl‘u
10 1 wdannsanauas), TsedAngifaniuly
IPUNENT14 (0.6-1.0% annual risk)m, mjawm
AsatAFATulsAT AN TR UNLISUATLY 1Ty
Li-Fraumeni %78 Cowdens Syndromes( ,Lﬁﬂim
$uns3fiasenuiy lobular carcinoma in situ
YER atypical ductal hyperplasia %78 lobular
hyperplasiam Iuﬂ@'w;ﬂfmﬁﬁmmﬁ'ngq@w
FANIUUUINNNIATIAAANT DI

_ Gumsaauasuunsy ileeny 30 1 videves

mlﬂuzm?‘ﬁlfl strong family history

- p9aunNTHLNINAT 1 113 NN 6 LADY

- Supmaunsluunadudszamnidonla
Fun13taseTunzEsliumua@Enang, lobular
carcinoma in situ, atypical ductal hyperplasia

o )
1198 lobular hyperplasia




Journal of Thai Society of Therapeutic Radiology and Oncology Vol. 13 No. July - December 2007 [\ g%\

- BumngaunnTuunsuynd ndslasunisans

o4 = ¥ 4 oA
LAINUTIUUUIBNATULNS 10 ﬁﬂ@u

| £

- A999 MRI $9uA9

- P399 ARINTIITINAE

MRI LﬂummqmmwLmuwumm%m
fig a4n LL@””LmuﬂumwumLLuummLmuu mjfm
ﬁﬁmwmmmmu “I5amIuaz Lﬂuﬂ@mm
mﬁu@ﬂ T T T TRy T ot T P
ga9uunlLUNTNAZaAas WU LKK LA
Aula 45% lu extremely dense breasts LLaZ
70% lu Heterogeneously dense breasts
u@ﬂmnuLm'mwammumuuum@umuumn
asfinnudeemenzBamunnnnty ma " Fes
Taem&nnsuas MRI Asfiumunnlunisidade
N:L?Wﬁymﬂuéﬂfmnémﬁ atndlsfimnn MR
Faflnasnialunisiunledweiesdlonsaa
ﬁmmmLﬁmmnmw'ﬁf]LWW&”L;J@@MWLLWTNLLMN
yinlniluauanaas (false-positive) g4, tesniin
lun13mI9any microcalcifications, IIANQN,
irasdlaflluunsvany wazaeen 9 F R uNNe L
Angeylunasudana Fahmumaes
MRI Ium?mq@ﬁmmm%ﬁma\mﬁ‘lf;‘luﬂ;ﬂfm
wusee 1

sansY MitueesieuuMuL Ny
UN13AIIAAANTBINLISIATLY W‘]_I']Iﬁﬂ’ﬂ%l,ﬂ?:m
34@mm@mqﬁéqmumw%mmm 96-97%"
wenaNG §ansmus el silanseai i
LL‘Wﬁ:‘VI@’WEI mm”Lu'LLwa ﬁﬂ?"Iﬂ%‘LﬁHﬂﬁ?ﬁl?’)@LLﬂﬂ
mm (Cyst) mﬂﬂﬂu (mass) LL@‘“T')HLLﬂﬂ Benign
AU malignant mass LABAAINTNILE T 0INTA
Tun19m99411 microcalcifications Tag@ 11190

v ®) v o - 1
AanUlALNed 23% , MAINII5SIAUNNe A A

ANTIUN Y TUNN IV LAZ LU ANAS AR T1E191

~ o o A o (4,5,8)
BNTEALINANEIguNana Ui LuN N TNwN g

nanalaeaglne MR uazdansanaudly

2 4 .

AN UNLNN TNLNIN 1N ATINRTIR AR

n3aaNzANUN waazlaluATeeilansnaLgs

AULNNTNLNTH LA B HT9A N kA z AN

AN IUNTATIAUINELTILA 1N

i = %3 < &

YAAITNIILLNDATIAAANTRINLLTILATUN
AEILLNNINLNSTN

. i )
1. HRAUAN (False-negative) wu'lp 4-34% ,

i (1) o o o i
wralneadalsznnn 20%  Tadad1Atyign
dl ' ! A =l ¥ dd‘d
NAILARINAALA AD AFTAYUDUUATAFIINS
WHALAN UMWY wanaINEneauy luuEnIg
1wanna HifadaRylunanasuand a9 1ATed

Lmuimmm”bfloﬁ”mmyu, NN94ANINBA"N
lugnmas, TesinannsadunmeRyinnisulana
A HAA LA AIHA NN ATAS IS AL
angneanll

2. HaUINA2 (False positive) wile 369%™
fsntauanasafideaceny 40-59 4 wulanan
nanguieny 60 J1ul esainzesainides
mmmmLLﬁummwﬁ”muLmzﬂ@:w;zgqmq%ﬁ
uunTuwng m'?qf{@u"] TnaFaniaunnnen
adeiganaisnauanaasuanidy 2 waae Ae
ﬂ.mﬂ&ﬁ’qt:;ﬂlqmm laun mqﬁ@ﬂmﬂ biopsy
umaNeA HsesAnzsanunlunseua
LL@"I‘IJEI@?INHL@@IM?L@‘LAWﬂLL‘VIu m@mﬂ@w
PUmMATALAE mmiummﬂmm sEEUN9AN
punTuunsuafsnaumin i uwludnisulFey
Weuruuunluunsuafane wazainagny

ANNNTNARDAAULITTALNITUIRITIA UNNE LB




e
&%\ [\ MserssmensdsomuazuziSaineuvslsemdlneg Ui 13 atfu asngieu-5unau 2550

1 Yy o - ~ ~
navanassasnaligiliendaiu @anailunng
v v 1
AAMNHATZEZAUYTaRad biopsy LAZEIAIHA
1 1 v v v
AagININaAn tau Nluaandaaaluniugy ln
a c o8 0 o ! ¥ ! &
uTnasies nvnluidanandaanlaananie
(4,10)
anlszanaulneluand
3. Overdiagnosis Lﬁuvmmﬁmﬁum@?\ij
v
a2 N19WU Ductal carcinoma in situ (DCIS)
TunsmIaAANTa LN INLNTNAINARENNTAR
gnmnaasasely Wewanlula DCIS ynaned
aznanaiily invasive cancer laadsnea1uINNL
i . (1,4)
DCIS finaawdu Invasive cancer 32-50%
! [~ o Idad o
agelsinngeluiadlaaunsarnunalagn
' ) ) (14) o © A
alaazlunanatiuinvasive cancer  Aaiiie
v
Asaany DCIS andumassneuuy Definite
treatment
4. HATRITIRANNNTINLMNWLNNINUNTH
(Radiation exposure)
o a A &Y Yo
Bunnufdmasnmiunlaiuainnisnsaa
v
AnnsasmleuNnluLnuAe 1-2 mGy (100-200
' < < a o A A
mrad) manilenin @ afudTunmsedines
v v 1
WWnueasAIlua MiuansaguInnen 40 1
P
Uszlarui lnannnismsrasansasuunluuns
aanannleauiudunafianalinainnis
Yo o alo o Al ¥ A 4 ' A
lafussdduiuaniiianguasnaiil vieangund
] 1 1 v
Wugnasudeananiaiiauziiauiala ionizing
radiation 1 MIATNENUNINLEUATIBANNTIAT

Yo )
VL@?U@’]ﬂﬂ’]ﬁ‘ﬁlﬁ‘Q@LLNNIN LbNTH

Clinical breast examination (CBE)
umammsmmmmuuimLmewa@mmm

oy ¥

PANTUNTIE 19 LN OLITUANUNIATIALAT U
LLu:ﬁﬂﬂmmmq 20-39 1 ms9a CBE aeneuag
yn 3 1 aauasieny 40 1 uaz 40 TTulUumsa
nn 1 4 TnaAasmsaaneaunsvinuusluunss
mazonfusnalagedeTufiasuaaluunsy
anagagtanlnandanufinUnfisnatwirely
m@m@mqw@@mmemfaﬁa*'fmmﬂ .
ANMNIANEN TN CBE Slmnally 40-
69%, ATTNANNIE 86-99% Lmu posmve pred|ct|ve
value 4- 50%
FihuzBamun 17-43% aanansansIanLan
(10)

CBE
@mq”l,fmmmmiumwmu‘lmwimq CBE

0)
u@ﬂmnuumwmmmm

ANANTNAASATIANEA NN AN LA T T
wuadlale CBE sanruusmluunsuazsaeiii
ﬁ",]’mll']LL@uﬁ']’mﬂﬂWﬂ\‘i (accuracy) Tunsatiady
uzifaAuy LLI?]ﬂ')’m@’WLWWVQV@ﬂ@QIﬂﬁN?’]EI
aziduameil” i alrunaluunsuestaiien
Awla 68% AANNAUNIT 75% ANRNABY
70%, CBE atnaifizn aawla 50% AMNANLHNZ
92% ANAGNABY 64%, wailuunTa s iu CBE
A wla 77% AU 72% AYTgNARS 76%
s CBE dupaiTugnunilszasnisamadansa
uzSamunludaqiiu drviuassinauuziitin

= ' 4 (1)
(33 CBE aang 40 Jauld wazmsann 14




Journal of Thai Society of Therapeutic Radiology and Oncology Vol. 13 No. July - December 2007 / \

C Breast self-examination (BSE)
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The Effect of Overall Treatment Time of Radiotherapy
to Local Control of Disease in Head and Neck Cancer

Rungarun Kittichest, Imjai Chitapanarux, Vicharn Lorvidhaya,
Pimkhuan Kamnerdsupaphon, Vimol Sukthomya

Faculty of Medicine, Chiang Mai University, Thailand

bstract

Backg round : Radiotherapy is commonly used in the management of patients with squamous
cell carcinoma of head and neck. Various studies showed the total treatment time effect tumor
control.

Purpose : To evaluate the effect of prolonged overall treatment time to the tumor control in
squamous cell carcinoma of head and neck.

Methods and materials : Data from 114 patients with histological confirmed squamous
cell carcinoma of head and neck (excluded nasopharyngeal cancer) were treated with
radiotherapy at Department of Radiation Oncology, Chiang mai University, since 2001 (2544) -
2003 (2546), attention in duration of response and overall survival.

Results : All 114 squamous cell carcinoma of head and neck patients were treated with
radiotherapy differentiated into two groups by total treatment time, group A:6-8 weeks and
group B: more than 8 weeks. Median overall treatment time was 55.8 days (range 42-88 days).
Overall 4-years locoregional progression rate were 47.7% for group A and 60.7% for group
B, respectively (p=0.3532). Four year overall survival was 98.7% for group A and 83.3% for
group B (p=0.4310).

Conclusion : The prolongation of overall treatment time trends to have poorer outcome in

locoregional control and overall survival.
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ntroduction

Squamous cell carcinoma of head and
neck can be successfully treated with
radiotherapy. But local tumor control can be
adversely affected by prolongation of overall
treatment time because head and neck
carcinoma is a heterogeneous group of cancer
radiation can induce accelerated

" This

and
proliferation of clonogenic tumor cells."
has been supported indirectly by past
experience which various fractionation
schedules of primary radiotherapy for
squamous cell carcinoma of head and neck.(w

A number of studies have highlighted that
tumor cell repopulation can produce losses in
local control which, particularly for squamous
cell carcinoma of the head and neck region
may amount to 1-2% per day of treatment. "
Similar in cervix and non small cell lung
cancer (NSCLC) which have indicated
respectively 1.6% and 0.8% loss of local
control per day of treatment extension.®”

In another prospective randomized study.(S)
compared conventionally fractionated radiotherapy
(63 Gy in 7 weeks) with accelerated radiotherapy
(63 Gy in 5 weeks) in the postoperative
setting with the rationale of reduction of the
overall treatment time reduces the risk of

tumor cell repopulation during treatment and

therefore improves the probability of
locoregional tumor control. In this study found
that postoperative accelerated radiotherapy
trend toward better locoregional control rate
and the prolongation of the interval time
between surgery and radiotherapy reduced
in the locoregional control.

| therefore conducted a retrospective
study to determine whether the overall
treatment time could relate to the local-
regional relapse or survival for squamous cell
carcinoma of head and neck. This thesis
information can use as data support for

further management in cases of this situation.

aterial and method
Type of study
This is a retrospective study.
Selection of study population
Patients with squamous cell carcinoma
of head and neck who received radiotherapy
in the Division of Therapeutic Radiology and
Oncology, Faculty of Medicine, Chiang Mai
University, Thailand between January 2001 to
December 2003.
Inclusion criteria
1. Histological documentation of squamous
cell carcinoma of head and neck.

2. Treated with radiotherapy.
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Exclusion criteria
1. Prior or concomitant malignancy.
2. Prior received radiotherapy at head
and neck area.
Metastasis disease.
4. Chemotherapy for treatment head
and neck cancer.
5. Nasopharyngeal carcinoma.
Treatment
All patients were divided into 1) operable
group who received primary surgery followed
by radiotherapy at tumor bed and regional
node area. And 2) inoperable group received
primary radiotherapy at the tumor and
regional node, this included locally advanced
stage disease and medical inoperable case.
Radiotherapy
All patients received radiotherapy at head
and neck region cover primary tumor or tumor
bed and regional lymph node by use three
fields technique, composed two laterals of
face and neck and one low anterior neck
irradiation and immobilization with plastic
mask. Total dose 6600-7000 cGy, over 6-7
weeks. Overall treatment time was divided into
two groups: (A) 6-8 weeks and (B) more than

8 weeks.

Follow up

The patients were evaluated the primary
tumor and regional lymph node response.
The most part of the patients followed at
one month; then two months; every three
months in the first two years; every four
month in the third year; every six months in
the fourth and fifth year then yearly. The follow
up was modified up to patients' condition
(performance status, economic problem and
distant from their home). This study was
stopped collection data on November 2005.

Response to treatment evaluated by clinical
examination and appropriate investigation on
the date of follow up.
Data collection and management

All data on cases of squamouss cell
carcinoma of head and neck were obtained
from ENT records and radiation oncology
medical records from January 2001 to
December 2003.
Statistical analysis

Locoregional control, disease free survival
and overall survival were calculated from the
day of start radiotherapy by Microsoft excel
program. Overall treatment time calculated day
by day from the date of start radiotherapy to
the last day of radiotherapy.
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The univariate analysis LRC and overall
survival were estimated with Kaplan-Meier
method. To test the statistic significant of

difference between curves uses logrank test.

esults
General information

From January 2001 to December 2003,
114 patients were included in this study. The
median age was 66.7 years. The most common
site of primary tumor was the oropharynx
(63.16%) followed by hypopharynx (33.33%)
and larynx (1.75%) respectively. Stage IV was
found predominantly in this study (67.5%)
(table 1). Thirty nine patients (34.2%) had
received surgery and post-operative
radiotherapy and seventy five patients
(65.8%) had received primary radiotherapy
alone. Mean radiation dose was 6282.56 cGy
in postoperative group and 6854.52 cGy in
radiotherapy alone groups. Mean overall
treatment time was 55.8 days (range 42-88 days)
(table 3). Mean follow up time was 726.62 days
(table 2).

Table 1 Patient characteristics

Characteristic Total (%)
(N=114)
Site of cancer
Hypopharynx 38 (33.3)
Oropharynx 72 (63.2)
Neck node unknown 1 (0.9)
Oral cavity 1 (0.9)
Larynx 2 (1.7)
Stage
I 3 (2.6)
Il 10 (8.8)
[l 24 (21.1)
v 76 (67.5)

Table 2 Treatment characteristics

Postoperative

radiotherapy

Radiotherapy

Number of 39 (34.2) 75(65.8)
patients (%)
Mean radiation 6282.56 6854.00

dose (cGy)

(5000-7170)

(5000-7400)

Table 3 Overall treatment time

Duration of treatment

Number of patients (%)

Group A (6-8 weeks)

72 63.2)

Group B (>8 weeks)

42 (36.8)
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Outcome
The corresponding at 48 months probability of progressive disease were about 47.7% in

group A and 60.7% in group B (p=0.3532). The probability curves of progressive disease are

shown in figure 1.

Figure 1 probability curves of progression of disease
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The four year overall survival was 98.7% in group A and 83.3% in group B (p=0.4310).

The probability of overall survival curves are shown in figure 2.

Figure 2 probability curves of overall survival
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iscussion

There were many studies that showed
prolonged overall treatment time effect to
tumor control.

A retrospective analysis conducted in
Japan, 52% local control achieved in oral
tongue cancer patients irradiated more than
35 days compared with 100% local control in
less than 35 days. This result indicated
prolonged overall treatment time associated
with loss of local control.”

Decreasing of overall treatment time of
radiotherapy is has been tried as a mean of
reducing the time available for accelerated
repopulation of clonogenic tumor cells."”
Data from DAHANCA study showing that a
moderate reduction in the overall treatment
time from 6.5 to 5.5 weeks of radiotherapy
increases the 5-years locoregional control
from 60 to 70% and accompanied with
acceptable increase in acute side effects. But
without any significant increase in late side
effects, commonly used in management of
patients with squamous cell carcinoma of the
head and neck. The treatment outcome is
differenced to total dose and overall treatment
time of radiation.

Study by Wang et al"” and Inoue et

(12

al."” and Quynh-Th XL. supported the result

that there was trend to improved tumor
control in T1 glottis cancer patients who

completed their radiotherapy within 43 days.

Wang et al.m), Overgaard et al.” reported
a higher failure rate in T2-3 laryngeal cancer
patients treated with longer overall time.

Review of 496 cases of T2-3 laryngeal
cancer treated with definite definitive
radiotherapy at the Christie Hospital, Slevin
et al.” showed that a time factor of 0.5-0.6
Gy/day was required to overcome the adverse
effect of accelerated tumor repopulation when
the overall was longer than 3 weeks. And for
optimal tumor control, higher total dose was
necessary when overall time was prolonged.
In Quynh-Thu's study,m no one failed when
the overall time was <50 days and the total
dose was >65 Gy. In contrast, 54% of the
patients failed when the overall time was >50
days and the total dose was <65 Gy. And in
high total dose group (>65 Gy) was more
local relapses when the overall time was
prolonged. Quynh-Thu recommened the
overall treatment time of radiotherapy for T2
glottis cancer should be less than 50 days.

In an important article published in
1993, Cox et al. analyzed the Radiation
Therapy Oncology Group (RTOG) database
of patients treated with radiotherapy alone for
stage Il NSCLC; they found that prolonged
treatment time was significantly associated
with worse local-regional control and survival,
0% 5-year survival in delay treatment, 15% who

did not have delay treatment.”"”
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Data from Fowler JF's review determining
the magnitude of time factor relating local
control to overall treatment time. In all but
only two of data sets, a significant loss of
local control was observed with prolongation
of radiotherapy. The median local control rate
was decrease 14% in only 1 week, 26% in 2
weeks. It is clear that modest prolongation of
radiation is associated with lower chance of
local control.”

This study shows the effect of the overall
treatment time to tumor control of squamous
cell carcinoma of head and neck at the Division
of Therapeutic Radiology and Oncology,
Faculty of Medicine, Chiang Mai University.

This retrospective study dose not confirms
the adverse effects of treatment prolongation

to tumor control.

However, the results of this study trend to
have poor outcome in prolongation of overall
treatment time, both probability of disease
progression and overall survival. Data from this
study is non statistically significant difference
because of small sample size and disproportion
number between group A (6-8 weeks, 72
patients) and group B (more than 8 weeks, 42
patients) and short time of follow up due to the
general poor health in this group of patients
(median time of follow up = 246 days). Longer
follow up time is needed to confirm the final

outcome of this study.

Conclusion
The prolongation of overall treatment
time trends to have poorer outcome in

locoregional control and overall survival
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Update Management of Hormonal
Therapy in Early Breast Cancer
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Femara, Uthai, 23 June 07
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Chairman Introduction
1. What we have known about adj. HT from the past
2. Problems in clinical practice of Al. Adj. Rx

3. What we have to consider for Al. adj. Rx

Management of Early Breast Cancer

In daily practice,
after completion of

primary therapy,

What shall we do next?

Which patients need adjuvant Rx

to reduce the recurrence ?

What type of adjuvant therapy ?
# adjuvant chemotherapy ?
# adjuvant endocrine therapy ?
# adjuvant TAM or Al. therapy ?

What Factors have we to consider ?




Journal of Thai Society of Therapeutic Radiology and Oncology Vol. 13 No. July - December 2007 [\ &%

Adjuvant therapy
1. What we have known from the past ?

1. TAM

—> reduces absolute risk of recurrence by 11.8% at 15 yrs.

(recurrence rate 33.2% of TAM& vs 45% of placebo) (EBCTCG- Lancet’2005)
—> & TAM > 5 yrs of NO BENEFIT

(Fisher B et al NSABP-B 14- J Natl Cancer Inst’2001)

TAM 5 yrs. = Standard Rx

TAM = SERMs — both anti-estrogenic & estrogenic activity

Advantage

Dis-advantage
: Partial agonist effect on bone

: Partial agonist effect On Endometrium
—> reduce bone effect

—> CA endometrium
: Partial agonist effect on estrogen

: Partial agonist effect on clotting mechanism
—> Cardio-protective effect —> thromboembolic risk

(Osborne CK et al-NEJM’1998: Fisher B et al- J Natl Cancer Inst’1998)

At 2007 : Does TAM 5 yrs. still be the Standard Rx?

At 2007: Could TAM be superior to Al in any condition?
Pts. without CYP-450 2D6 mutation : TAM may be > Al

( Endoxifen = Active TAM metabolite from mutant alleles of CYP 2D6 enz.)
(Punglia RS et al- ASCO’2007, Abstr 502)
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Adjuvant therapy
1. What we have known from the past ?
2. Aromatase Inhibitors
# Upfront :
a. ATAC : at 68m — Anast. sig reduction of recurrence 17%
(ATAC Trialist Group-Lancet’2005)
b. BIG 1-98 : at 51m.— Letr. Sig reduction of recurrence 18%
(BIG 1-98 Collaborative Group- NEJM’ 2005)
# Switching :
a. IES: at 56 m. with sig improved DFS 25%
with marginal sig (p=0.05) in OS (17% in ER+ & Unknown)
(Coombes RC et al- NEJM’2004)
b. ITA : at 52 m. with sig improved DFS 8%
(Boccardo F et al- J Clin Oncol’2005)
c. ARNO & ABCSG-8 : at 28m —>j, recurr 40% (Jakesz R et al- Lancet’2005)
d. Metasnalysis of ITA, ARNO, ABCSG-8
WithT recurrence 40%; T OS 30%; and TTime to distant
recurrence 39% (Walterdonat et al- SABCS’2004)

AI>TAM in adjuvant setting :Als.= the NEW Standard Adjuvant Rx ?
For all patients ?

1. What we have known from the past ?
Which patients gain from adjuvant Als ?
1. HER-2 status

# P24 trial of neoadjuvant TAM
—> good response in HER-2 neg
—> poor response in HER-2 positive
(Ellis MJ et al- J Clin Oncol’2001)

# Interl Letr Study Group :For HER-2+;
Letrozole > TAM (RR 88% vs 21% p=0.0004)
(Mouridsen H et al- J Clin Oncol’2001)

# IMPACT neoad trial: For HER-2+;

Anast > TAM (RR 58% vs 22%)
(Smith | et al- J Clin Oncol’2005)
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# BIG 1-98 : Letrozole > TAM
in DFS & more effective in HER-2+ > HER-2 neg
(Viale- SABCS’2005)

2. HR status

# BIG 1-98
Benefit for Letrozole better both ER+/PR-
(HR 0.84) and ER+/PR+ (HR0.83)
(BIG 1-98 Collaborative Group- NEJM’ 2005)

# ATAC 68m.
Time to recurrence was greater in ER+/PgR-
( HR 0.43) than in ER+/PgR+ (HR0.83)
(Dowsett M et al- J Clin Oncol’2005)

# IES — no related on PgR status !
Note: Pts with bad risk, early relapse already dropped out
(Coombes RC et al- NEJM’2004)

3. Nodal status

# ATAC 68m
Greater DFS benefit in N- > N+ (benefit both),
(Buzdar AU et al- Clin Cancer Res’2006)

# BIG 1-98 26m
Greater DFS benefit in N+ (HR 0.71) > N- (HR 0.96)
(BIG 1-98 Collaborative Group- NEJM’'2005)

# IES confirm BIG 1-98 in N+(>4) > N+(1-3)
(Coombes RC et al- NEJM’'2004)

# MA17 DFS benefit in N+ & Sig OS gain in N+
(Ingle JN et al- BC Res Treat’2006)

AI>TAM for Node+; HER-2+: but ER+/PR-still unresolved
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1. What we have known from the past ?

Does adjuvant Als increase Cardiotoxicity ? A little bit, compared w TAM

# BIG 1-98 — Cardiac event Letr : TAM = 4.1% : 3.8% (Grade 3-5 = 2.1%:1.1% p<0.001)
(BIG 1-98 Collaborative Group- NEJM’'2005)

# ATAC 68m. — Non-sig. increased of ischemic HD with Anast over TAM
(ATAC Trialists’” Group- Lancet’2005)

# IES 37.4m. —Incidence of myocardial infarction Exe : TAM = 0.7% : 0.3%
(Coombes RC et al- SABCS’2004)

Does adjuvant TAM decrease Cardiotoxicity ? A little bit, compared w Plac

# Swedish trial = TAM reduced incidence of cardiac dis. Compared with placebo
(Rutqvist LE et al- J Natl Cancer Inst'1993)

# Scottish trial = TAM had lower incidence of myocardial infarct (p=0.051)
(McDonald C et al-Brit Med J'1995)

# NSABP P-1 — No change of annual rate of ischemic HD
(Fisher B et al-J Natl Cancer Inst'1998)

# Metaanalysis of 12 trials (27,790 pts) = TAM reduced death from Ml (HR=0.62)
(Braithwaite RS et al- J Gen Intern Med’2003)

Whether Als actually increased myocardial ischemia ???

or explained by cardio-protective effect of TAM !!

Does the potential cardiac benefits of TAM outweigh its inferior

Cancer protective effect 2?7 .........
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Adjuvant therapy
2. Problems in Clinical practice;
1. Upfront or Switching/Sequential ?
Complete data will available from TEAM & crossover arm of BIG 1-98
But, in the meantime at 2007 : 3 evidences
a. Punglia computer model : (10yr DFS from sequential RX)
1. distinguished 2 diff subgroup : ER+/PR+ and ER+/PR-
2. Switching > Upfront esp ER+/PR+
(Punglia RS et al- J Clin Oncol’2005) (Long BJ et al-J Clin Oncol’2005) (Burstein E et
al-ASC0O’2005)
b. From ATAC, ARNO/ABCSG & IES
Sequential better — fore ER+/PR+
Upfront better — for ER+/PR-
c. Hilsenbeck & Osborne computer model :
Sequential a bit better — for ER+/PR+
Upfront more better — for ER+/PR-
(Hilsenbeck SG et al- Clin Cancer Res’2006)
Switching for ER+/PR+ : Upfront for ER+/PR- ???

Adjuvant therapy

2. Problems in Clinical practice;

2. Is Als longer the 5 yrs better ?
We know : Most recurrence occur in the 1st 2 year
& decreased markedly bet 2 & 5 years
& slowly decreased to year 12
(Saphner T et al- J Clin Oncol’1996)
: Risk of recurr beyond 5 yr is high for ER+ > ER-
(half of BC recurred & death after 5 years.)
(EBCTCG- Lancet’2005)
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# MA-17 : extended Letrozole at least 48 m after 5 yr of TAM
— improved DFS (HR 0.19)
—> sig improved OS in N+ subgroup (p=0.038)

— benefit slowly decreased after 48m

Extended Letrozole adj. Rx for at least 48m after TAM

—> Improve DFS

But at 2007, the optimal duration of extended therapy is still Unknown !!!

Adjuvant therapy

2. Problems in Clinical practice;

3. Should Pts.with CT-induced amenorrhea be treated with an Al ?
# The absence of menses— Not always mean postmenopause status
Ovulation could be occurred without menses
(Braverman AS et al- ASCO’2002)
# CT-induced amenorrhea- recovery depend on age & type of CT
# CMF — amenorrhea 40% in younger, 76% in older
re-appear of menses = 39-55% in younger, =0-11% in older
(Bines J et al- J Clin Oncol’1996)
# Anthracyclines-based— lower amenorrhea than CMF due to
lower cumulative cyclophosphamide
(Minton SE et al- Cancer Control’2002) (Goodwin PJ et al- J Clin Oncol’1999)
# Als. may promote recovery of ovarian Fx

(Smith IE et al- J Clin Oncol’2006)

At 2007, No clinical data on the use of Ovarian Ablation with adj. Als.
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Adjuvant therapy
3. What Factors have we to consider ?

2000—2005 2005— 2010

Risk Factors is the main Endocrine Responsive
factor for consideration Factors & Combining
of Adjuvant Therapy with Risk factors

(Saint Gallen’2005)

(Matine Piccart- SABCS’2005)

2010-2015
Molecular Signature
(Molecular fingerprint)
is the main factor
(to be tailoring therapy)

(Martine Piccart- St. Gallen’2007

-ASCO’2007
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A. Risk Factors :
(St. Gallen’05; 22 experts; Goldhirsch A et al-Ann Oncol, September’2005)

Low Risk
Node negative AND all of the following

# pT = or < 2cm. AND

# Grade 1 AND

# No peritumoural vascular invasion AND
# HER-2 neg AND

# Age > 35 yr

Intermediate
Risk

A. Node negative AND at least one of the following
# pT > 2cm, OR
# Grade 2-3, OR
# Peritumoural vascular invasion, OR
# HER-2 +, OR
# Age < 35
B. Node + (1-3) AND
# HER-2 neg.

High Risk
A. Node + (1-3 N) AND HER-2 +)

B. Node + (> 4 N)

Factors we have to considered
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B. Hormone Responsive Factors :
(St. Gallen’05; 22 experts; Goldhirsch A et al-Ann Oncol, September’2005)

Endocrine Responsive
“ABSENT”

NO need for endocrine therapy
Endocrine Responsive
“UNCERTAIN”

Endocrine responsiveness uncertain:-
ER & PR low and/or any of following:
# PgR absent

# High uPA/PAI-1

# HER-2 overexpressed

# Increased proliferation markers

Endocrine Responsive
“SURE”

ER &PR moderate or high:
# PR+

# Low UPA/PAI-1

# HER-2 neg

# Low proliferation markers

If we combined these 2 Factors

ENDOCRINE RESPONSIVENESS 1.Which patient still
_— need TAM only?
Absent Uncertain Sure
2.Which patient
RISK
Low 4 ! need Al switching ?
Intermediate >< 5 2
3.Which patient
High 6 3 need Al. upfront ?

———— Add chemotherapy ——=






