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Prognostico do Carcinoma ductal in situ

 Estudo observacional com dados extraidos do SEER

Breast Cancer Mortality After a Diagnosis
of Ductal Carcinoma In Situ

* 108.196 mulheres com o diagndstico de CDIS entre 1988 a 2011

* Associacao entre CDIS e mortalidade cancer de mama especifica
em 10 e 20 anos

» Avaliacao de fatores de maior risco para recorréncia apos o
diagnostico de CDIS

Em 20 anos - Breast cancer—specific mortality = 3.3%
(95% Cl, 3.0%-3.6%)

Risco de Mortalidade padronizado=1.8

Copyright 2018 Amencan Wedical Avvocition Al nghes reserved
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Prognodstico do Carcinoma ductal in situ
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Potentially all cells can develop to DCIS Combination of molecular features of all cells within the duct
and IDC in parallel give rise to invasive properties with the same phenotype
Evolutionary bottleneck model Multiclonal invasion model
—>
Normal duct Normal duct
All individual cells in the DCIS duct accumulate Multiple clones have the ability to escape the duct and
different genetic features. Only a specific profile to become invasive

is able to invade
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Prognodstico do Carcinoma ductal in situ

oL\ Figure 1. Twenty-Year Breast Cancer-Specific Survival After Ductal Carcinoma In Situ (DCIS) by Race/Ethnicity Figure 2. Twenty-Year Breast Cancer-Speci fval After Ductal Carcinoma In Situ (DCIS)
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Prognéstico do CDIS?

Risco baixo de morte ~3%
Maior risco em jovens, negras e com ER negativo
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Objetivo do tratamento
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of
Surgical Adjuvant Breast and Bowel P'ojoct 524 randomised

controlled trial

Bemard Fisner. James Dignam. Norman Wokmars. D Lirwrence Wickerham. Ecwen R Fisher, Eleftheros Mamounas.
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Summary

Bockgound We have whown previously That Lumpectomy wh
raaton therapy sas more eflectve than Aempectomy aine

for the treatment of ductal carcinome i S8y (DCIS). We 0t &
Goutie bind randomysed controsed trad

lumpectomy, radation theragy, and
Deneft than tumpectomy and racaton

Moliods 1804 women wen OCIS, inckaing ose whose
o

Fadings Women in the tamoufen oup had Tewer breast
cancer events a1 5 years than G those on placebo (8.2 v
13-4%, p+0-0009). The cumulative incidence of ol Kwasive
besast cancer events in The tamoufen Poup wes 4-1% at 5

yeors: 2-1% in the ipsiateral breast, 1.8% in the contratateral
reast, and O-2% t regonal or distant stes. The sk of
DuANte breast Cancer was ower In the LamOuten Group
even when samole margns contamed tumou and ahen DCIS
w05 83800310 with Comedonecross

The combination of lumpectomy, radiation
theragy, and tamoxfen was effective in the prevention of
ereorne cancor
Lancet 1999; 383: 1993-2000
Sew Commentary page 1986

Introduction
Undl the mid-1980s, mastectomy followed by sxillary
dimection was the peeferred  trestmes wmany
invasive breaw cancer and ductal carcinoma i wite
DCIS). That therapeutic spproach was ¢
result of more widespread use of better
diagnowx cquipment and an increased effort to educate
women shout the value of carly detection of bresst
tumoun Invasve and pon-mvauve tumoun were found
more frequently and st carficr stages, often before they
became chinically evident. Before the avalability of
mammography, fewer than 3% of newly diagnosed breast
cancens were DCIS, and most peesented a
paipable masses, many with aress of microinvasion
Sixce the miroduction of mammography
mammographically detected cancers are DCIS.
The management of primary ivasve bresst cancer and
DCIS was influenced by 3 report which showed that the
outcome i women with mvasve breat cancer treated by
lumpectomy and raduanon therapy was wmsar o that of
women trested by radical or modified radical
mastectomy.* Mastectomy for the treatment of mvasve

discase therefore became more difficult w0 justify for
invasive discase, but was frequently advocated for the
muanagement of DCIS, 3 non-invasive cancer. Thus,
e removal of localised DCIS was commonly
more radical than that for removal of localived invasive
disease. Uncertainty therefore arose sbout the clinical
mansgement of women with small, localsed DCIS
detected by mammography, and prompted the National
Surpcal Adyuvant Breast and Bows
do the B-17 study, 3 randomised controlied trial 1o
investigate whether excuion of localised DCIS with

SABP) 10

radistion therapy was more effective than lumpectomy
akone in prevention of an ivasve fumour i the pulateral
brent

The first findings of B-17 reported » significantly better
overall Syear eventfiee survival becawse of lower
inodence of imvauve and pon-uvasve pedateral-bres
cancen among women who underwent humpectomy and
radiation therapy.' At 8 years, findings were confirmed of
lower cumulative incidence of both fypes of ipuilateral
breast cancer because of lumpectomy and radiation
therapy for localined mammographically detected DCIS.
The study conchaded that, because of the how recurrence

rate of urvasve spudateral-beeast cancer, mastectomy was
ot warrsnted in women who had DCIS senilar 10 that of
B-17 panicipants.

THE LANCIET « Vel 393 - Jose 13, 1998

Articles

Effect of tamoxifen and radiotherapy in women with locally
excised ductal carcinoma in situ: long-term results from the
UK/ANZ DCIS trial

ack Cunick, haana Sestk, Sarah £ Pinder lan O LA, Sharen Foreyth Neged) Bundred,joh

Hugh Bishop len S Fentum
Willam 0 Gearge

Summary

Background Initial results of the UK/ANZ DCIS (UK, Australia, and New Zealand ductal carcinoma in situ) trial
suggested that radiotherapy reduced new breast events of ipsilateral imvasive and ductal carcinoma in situ (DCIS)
compared with no radiotherapy. but no significant effects were noted with tamaxifen. Here, we report long-term
vesults of this trial.

Methods Women with mmpln-h locally excised DCIS were recruited into 3 undﬂnm-d 22 factorial trial of

radiotherapy ot bot
and tamoxifen), stratfied by screening assessment centre, and blocked in groups a four. The recommended dose for
radiation was 50 Gy in 25 fractions over 5 weeks (2 Gy per day on weekdays), and tamaxifien was prescribed at a dose of
20 mg daiy for 5 years. Electiv decision to withhold o drm-—nhhrm-xmllwnmm “The endpoints of
primary for new breast event,
induding contralateral disease and xxn for tamanifen. Amalysis of each of the two trestment comparieons was
restricted to patients who were 1 Analyses were by Al trial drugs
have been complesed and this study is in u..,.m follow-up. This study is registered, number ISRCTN99513870.

Findings Between May, 1990, and August, 1998, 1701 women were randomly assigned 10 radiotherapy and tamonifen,
radiotherapy alone, amonifen alone, of 10 no adjuvant treatment. Seven patients had protocol violations and thus
1694 patients were available for analysis. Afier 2 median follow-up of 12.7 years (IQR 10.9-14.7), 376 (163 invasive
122 ipsilateral vs 39 comtralaterall, 197 DCIS (174 ipsilateral vs 17 contralateral], and 16 of unknown invasiveness or
Laterality) breast cancers were Radiotherapy reduced the incidence of all new breast events (hazard ratio
[HR] 041, 95% C1 030-0-56; p<0-0001), reducing the incidence of ipsilateral invasive disease (0-32, 0.19-0. 56
<0-0001) as well as ipsilateral DCIS (0-38,0.22-0.63; p<0-0001), but havinyg no effect on contralateral breast cancer
(0-84, 0-45-1.58; e ), Tamanifen reduced the incidence of all new breast events (HR 0-71, 95% C1 0.58-0. 85

>@%

=0-002), reducing recurrent ipsilateral DCIS (0.70,0.51-0-86; p=0.03 44.0.25-0.77;
=0-005), but having no effect on ipsilateral invasive discase (095, 0.66-1.38; p=0.8). No data on adverse events
except cause of death were collected for this trial

Interpretation This updated analysis confirms the bong-derm beneficial effect of radiotherapy and reports a beneft for
tamonifen in reducing kacal and contralateral new breast events for women with DCIS treated by complete local excision

Funding Cancer Research UK and the Australian National Health and Medical Research Council

Introduction
Ductal carcinoma in situ (DCIS) s usually an
asymptomatic disorder that is characterised by  clonal fen in the management of DCIS has
proliferation of epithelial cells confined within the been investigated in the UK. Australia, and New Zealand
lumen of mammary ducts.* Screening has Jed 10 3 (UK/ANZ) DCIS trial* and also in the National Surgical
substantial increase in the incidence of DCIS over the  Adjuvant Breast and Bowel Project B-24 (NSABP B.24)
past two decades; the disorder represents 10% of all trial® In the NSABP trial, patients with DCIS seceived
breast carcinomas and around 20% of screen-detected  radiotherapy and were then randomised to tamo
cancers. (20 mig/day) or placebo. After just over 6 years of follow-up,
Management options for DCIS include sun
radiotherapy. and hormonal therapy” The effectiveness of  in the tamaxifen group compared with the placebo group
radiotherapy in reducing recurrences has been examined  (rate ratio 0.63, 95% C1 0.47-0-83; p=0-0009). The use of
in four clinical trials."* In all these studies, radiotherapy  other endocrine treatments for DCIS is under investigation
reduced insitu or invasive recurrences by about 50% International Beeast Cancer Intervention Study 11
Alhough. radictherapy s ssocisted with substantial (1BIS.1)and the NSABP B.35 trl

reductions in local recurrence, no differences have been
ctastatic discase or overall survival

asignificant seduction in all new breast events was reported

e Srlarcot coooncsiogs Vol 12 Jamary 2011
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Effect of tamoxifen and radiotherapy in women with locally 3 @ “&
excised ductal carcinoma in situ: long-term results from the
UK/ANZ DCIS trial
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Follow-up (vears)
No adjuvant Tamoxifen Radiotherapy Radiotherapyand Total
treatment (n=544) (n=567) (n=267) tamoxifen (n=316) (n=1694)
Breast cancer 11 (2%) 19 (3%) 4(1%) 5 (2%) 39 (2%)
Other cancer 14 (3%) 19 (3%) 10 (4%) 14 (4%) 57 (3%)
Cardiovascular 1(0%) 3(1%) 5(2%) 3 (1%) 12 (1%)
Cerebrovascular 3(1%) 1(0%) o] 2 (1%) 6 (0%)
Thromboembolic 3(1%) 1(0%) 0 2 (1%) 6 (0%)
Other 20 (4%) 15(3%) 7(3%) 17 (5%) 59 (3%)
Total 52 (10%) 58(10%)  26(10%) 43 (14%) 179 (11%)
Table 5: Causes of death
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Figure 3. Forest plot of comparison: Outcome: 1.1 DCIS ipsilateral.
Cochrane  Trustedevidence.
Library  phemryddsiie Cochrane Databaso of Systamatic Reviews Tamoxifen Control Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total _ Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
lintervention Review] NSABP B-24 Trial 2011 -0.17435 0174689 899 900  36.8% 0.84[0.60,1.18] —_-
Postoperative tamoxifen for ductal carcinoma in situ UK ANZ Trial 2011 -0.35667 0.133206 794 782 63.2% 0.70[0.54,091] .
Helen Staley?, lin McCallur, Julle Bruce? Total (95% CI) 1693 1682 100.0% 0.75[0.61,0.92] L 2
INorthumbria Healthcare NHS Foundation Trust, North Tyneside General Hospital, North shields, UK. 2Warwick Clinical Trials Unit, Heterogeneity: Chi*= 0.69, dr=1 (P = 0.41), F=0% =U 1 0'2 015 ﬁ % 1 D:
fWarwick, 7= = e :
gniverstyefaruic, Coventr, (¢ Testfor overall effect 2= 2.73 (P = 0.006) Favours Tamoxifen Favours control
Cn.nhct address: lain McCallum, Nm:lf}umbria Healthcare NHS Foundation Trust, North Tyneside General Hospital, Rake Lane, North
Selds Tyne & eor, NE2BHH, UK elnmecallum@ s et Figure 4. Forest plot of comparison: Outcome 1.2 DCIS contralateral
Editorial group: Cochrane Breast Cancer Group.
bl 2 It . - " . . N
Publication status and date: New, published in Issue 10, 2012. Tamoxﬂen placeho R]Sk Raho Rlsk RZ'IID
S e 0 Mo 0BT Do 10 nE 4GS CoboTa o - Cochane Datobaseofystematec Reiews Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Copyrght © 2012 The Cochrane Collaboration, Publishee by John Wiley & Sons, Ltd. NSABP B-24 Trial 2011 14 899 25 900 69.3%  0.56(0.29,1.07] —H
UK ANZ Trial 2011 4 794 11 782 30.7% 0.36[011,112] — &
Iotal (95% CI) L =
Background I I o
el - MOrtalidade geral (RR 1.11, 95/o CI 0.89-1.39) |
e o e o hurs Tamoxifen Favours contral
Obfectives ) ) ) Figure 5. Forest plot of comparison: Outcome: 1.3 Invasive, ipsilateral breast cancer
To assess the effects of postoperative tamoxifen in women having local surgical resection of DCIS.
Search methods = -
We searched the Cochrane Central Register of Controlled Trials (CENTRAL, The Cochrane Library), the Cochrane Breast Cancer Group’s ) ; Haz_ard Ratio Ha'zard Ratio
Specialised Register, and the World Health Organization's Intemnational Clinical Trials Registry Platform (WHO ICTRP) on 16 August 2011 A A A A
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
selectionarterla ) ) ) NSABP B-24 Trial 2011 -0.38566 0168892 554% 0.68([0.49, 0.55]
To DS rgarles of acrogesaptr S, wih 1wt sepvant scthrapy femoxfenaer gy UK ANZ Trial 2011 -0.05129 0188163 446% 0.95[0.66,1.37)
Data collection and analysls
Two authors independently assessed trial quality and extracted data. Statistical analyses were performed using the fixed-effect model and Total (95% CI) 100.0% 0.79[0.62, 1.01]
the results were expressed as relative risks (RRs) or hazard ratios (HRs) with 95% confidence intervals (Cls). H tE ro enelw Chli 1 ?5 df 1 (P D 1 g) Ii 43 % L N N N
=) . = ,df= =0. F= F T T 1 1
s Testfor overal efect 2= 1 56 (P = 0.06) e ! ot
We included two RCTs involving 3375 . Tz if fter for DCIS reduced f both ipsilateral (: ide) DCIS 3 = 1. = . it
(HR .15 553 C1 061 t00.52) o contilterl (apposte id) DS (AR 050; 5% €1 028 1 057 There was  rend towards decreased Favours Tamoxifen  Favours control
L) e 0T oy T Figure 6. Forest plot of comparison: Outcome 1.4 Invasive, contralateral breast cancer
detected in all cause mortality (RR 1.11; 95% CI 0.89 to 1.39). Only one study, involving 1799 participants followed-up for 163 months
(median) reported on adverse events (L. toxicity, mood changes, deep vein thrombosis, pulmonary embolism, endometrial cancer) with Tamoxifen Placebo Risk Ratio Risk Ratio
no significant di tamoxifen ips, but there was a non-significant trend towards more endometrial cancer Study or Subgroup Events Total Events Total Weight M.H,Fixed,95% CI M.H. Fixed. 95% CI
in the tamoxifen group. -H, | -H, ,
NSABP B-24 Trial 2011 30 899 43 900 B5.6%  0.63(0.40,0.98) -H
Postoperative tamoxdfen for ductal carcinoma in situ (Review) 1 UK ANZ Trial 2011 12 784 25 TB2 344% 0.47[0.24, 093] —
Copyright ©2012 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.
Total (95% CI) 1693 1682 100.0% 0.57 [0.39, 0.83] ’
Total events 42 73
Heterogeneity: Chi*= 0.46, df=1 (P = 0.50); F= 0% b 65 0:2 é 240
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Qual medicacao utilizar?
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Anastrozole versus tamoxifen in postmenopausal women
with ductal carcinoma in situ undergoing lumpectomy plus
radiotherapy (NSABP B-35): a randomised, double-blind,
phase 3 clinical trial

Summary

Background Ductal carcinoma in situ is currently managed with excision, radiotherapy, and adjuvant bormone
therapy, usually tamenifen. inhibi be safer and more effective. We therefore
undertook this trial to compare anastrozole versus amanifen in postmenopausal women with ductal carcinoma in
situ undergoing lumpectomy plus radiotherapy

Methods The double-blind, randomised, phase 3 National Surgical Adjuvant Breast and Bowel Project (NSABP) B-35

trial was done in 333 participating NSABP centres in the USA and Canada. Postmenopausal women with hormone-
positive ductal carcinoma in situ treated by lumpectomy with clear resection margins and whole-breast irradiation
were enrolled and randomly assigned (1:1) 1o receive either oral tamoxifen 20 mg per day (with matching placebo in
place of anastrozole) or oral anastrozole 1 mg per day (with matching placebo in place of tamoxifen) for 5 years.
Randomisation was stratified by age (<60 rs 260 years) and patients and investigators were masked to treatment
allocation. The primary outcome was breast cancer-free interval, defined as time from randomisation to any breast
cancer event (local, regional. or distant recurrence. or contralaeral breast cancer, invasive disease. or ductal
“linicalTrials.gov, aumber NCT00053895,

and is complete.

Findings Between Jan 1, 2003, and June 15, 2006, 3104 eligible patients were enrolled and randomly assigned to the
two treatment groups (1552 to amaifen and 1552 to anastrozole). As of Feb 28, 2015, follow-up information was |
available for 3083 patients for overall survival and 3077 for all other discase-free endpoints, with median follow-up of
9.0 years (IQR 8.2-10.0). In total, 212 breast cancerfree interval events occurred: 122 in the tamenifen group and
90 in the anastrozole group (HR 0-73 [95% C1 0.56-0-96], p=0-0234). A significant time-by-treatment interaction
(p=0-0410) became evident lLater in the study. There was also a significant interaction between treatment and age
group (p=0-0379). showing that anastrozole is superior only in women younger than 60 years of age. Adverse events
did not differ between the groups. except for thrombasis or embolism—a known side-effect of tamanifen—for which
there were 17 grade 4 o worse events in the tamaxifen group versus four in the anastrazole group.

Interpretation Compared with tamanifen. anastrozoke treatment provided a significant improvement in breast cancer-
free interval, mainly in women younger than 60 years of age. This finding means that women will benefit from
having a choice of effective agents for ductal carcinoma in situ

Funding US National Cancer Institute and AstraZeneca Pharmaceuticals LP.

Introduction
With continuous

‘management ha

in situ, followin

he chance for 3

self as another

of cancer ductal carcinoma in situ or as invasive recurrence.

= Published ombne December 10, 2015, bt/ .ol org/ 10 1016/50140 67361501168 X

D -NCIA BRASILEIRA DE

CANCER DE MAMA

LACOG - GBECAM 2023

Estudo duplo cego, randomizado

3104 pacientes

- Anastrozol Img/d versus Tamoxifeno 20mg/d
- EP1lario = Intervalo livre de cancer de mama
- EP 2ario > Sobrevida livre de doenca
- Estratificacao por idade (< 60 anos versus > 60 anos)
o, ., . ——— ——— mo*w\“\‘\.\f\‘\‘\
0 HR 0-73 (95% C1 0-56-0-96), p=0-023 = 8
3 g HR 0-89 (95% (1 0-75-1.07), p=0-21
297 Treatment Patients (n) Events(n) E 209 Treatment Patients (n) Events (n)
~®- Tamoxifen 1538 122 -@- Tamoxifen 1538 260
o —— Anastrozole 1539 90 —&— Anastrozole 1539 235
o 1 24 36 48 6 7 8 9 w08 1c 7 5 24 36 438 60 70 84 95 108 120
N Time since randomisation (months) il Time since randomisation (months)

HR 0.73 (IC95% 0.56-0.96)
p=0.023

HR 0.89 (IC95% 0.75-1.07)
p=0.21

- cUiFa.




Qual medicacao utilizar?

Kok I Tamnxisfen Anastrozole Hazardratio (95%Cl) pvalue Tamoxifen Anastrozole
icles (n=1538) (n=1539) (n=1535) (n=1535)
All breast cancers
Overalltoxicity
122 90 0.73(0.06-0-96) 0.02
" Grade 0f1 312 (20%) 318 (21%)
s + Invasive 69 43 0-62 (0-42-0-90) 00123
Anastrozole versus tamoxifen in postmenopausal women  =>@ " ® - d
- — Grade2 771(50%) 771(50%)
. N - o Ductal carcinoma in situ 53 47 088 (0-59-1.30) 0-52
with ductal carcinoma in situ undergoing lumpectomy plus Grade3 380 (25%) 384(25%)
radiotherapy (NSABP B-35): a randomised, double-blind, kpilateral recurrence
phase 3 clinical trial Total 55 46 083 (056-122) 034 Grade 4 59 (4%) 50(3%)
Invasive 2 17 076 (0-40-1-43) 039 Grade 5 (death) 13 (1%) 12(1%)
Ductal carcinoma in situ 33 29 0-87 (0-53-1-43) 0-59 Thromboembolic events
3.“2":1 Ductl carcinoms i st is currenthy managed with excision. radsotherapy, 3nd sduvant hormone Contralateral breast cancer Grade 0/1 (nonefsuperficial thrombosis) 1494 (97%) 1522 (99%)
therapy, usually tamoxifen. We post
..7.:;: i vl cmpre el s i i posmencpue v i ducl viaona i Total 60 39 0-64 (0-43-0-96) 0-0322 Grade 2 (deep-vein thrombosis) 4(<1%) 1(<1%)
B ' " Invasive 40 2n 0-52 (0-31-0-88) 0-0148 d licated pul g
Methods The double-blind, randomised, phase 3 National Surgical Adjuvant Breast and Bowel Project (NSABP) B35 oo Grade 3 (uncomplicated pulmonary 20 (1%) (1%)
trial was done in 333 participating NSABP centres in the USA and Canada. with hormone- Ductal carcinoma in situ 20 18 0-90 (0.47_1.69) 0-73 embalism]
positive ductal carcinoma in situ treated by lumpectomy with dear resection ins and e irradiation
‘were enrolled and randomly assiy 1:1) to receive either oral tamoxifen 20 day (with matchis cebo in P B
s e m"f'_:"‘* ) pmrupbem e Hx::ﬂx- s nmlm‘)’“‘:‘; e ™ | Breast cancer at distant sites. 7 4 0-57 (0-17-1-95) 037 I Grade 4 (life-threatening pulmonary 17 (1%) 3(<1%)
Randomisation was stratified by age (<60 5 260 years) and patients and investigators were masked 1o treatment .
allocation. The primary outcome was breast cancer-free interval, defined as time from randomisation 10 any breast 0 I e embolism)
cancer event (local, regional, or distant recurrence, or contralateral bm: cancer. invasive ::_ or sa;:;:l
and is complete. - *Angiosarcoma in the ipsilateral breast. Grade 5 (death) 0 1(<1%)
Findings Between Jan 1, 2003, and June 15, 2006, 3104 eligible patients were enrolled and randomly assigned 1o the Al‘thl‘algia
two treatment groups (1552 to tamexifen and 1552 1o anastrozole). As of Feb 28, 2015, follow-up information was . X
A Al ! Lo D ey "
s o E e S B et Patients Tamoxifen Anastrozole  Wamrdratio  pvalue Gradeft {pone/mik pai) K7 20367
e e T e e (n) (n=1538)  (n=1539) (95% C1) Grade 2 (moderate pain) 302(20%)  427(28%)
group (p=0-0379). showing that anastrozole is superior only in women younger than 60 years of age. Adverse events - .
did not differ between the groups. except for thrombosis or embolistm—s known side-cffec for which Breast cancer-free interval events Grade 3 (severe pain) 55 (4%) 77 (5%)
there were 17 grade 4 or worse events in the tamonifen group versus four in the anastrozole group.
reptaionCopared it e st st proided s - 3 - <60 years 1447 63 34 0.53 (0-35-0-80) 0.0026 Grade 4 (disabling) 1(<1%) 1]
ot y in women than 60 years of age. This findi e e s il e £
oviog  chie of etfecieeagenefr ductl cncotm e, e e = =60 years 1630 59 56 095(066-137) 078 Myalgia
Funding US National Cancer Institute and AstraZeneca Pharmaceuticals LP. Disease-free survival events Grade 0/1 (none/mild pain) 1367 (89%) 1317 (86%)
e i g e« R i <60years 1447 104 74 069(051-0.63)  0.0151 Grade 2 (moderate pain) 150(10%) 187 (12%)
mography zz'xd diagostic breast imaging during the past  breast irradiation provide the same longterm sunvival o 260 years 1630 156 161 1.03 (0-83-1.28 0 .
T S v =0y ? > 3083128 07 Grade3 (severe pain) 8% 300w
ome an increasingly challenging problem. Originally  in situ, following blication of National Surgical Adjuvant " . . 9 "
e o R e T et » |_Table 3: Breast cancer-free interval and disease-free survival eventsbvagearoup | Grade 4 (disabling) 0 1(<1%)
situ is now classified as stage 0 breast cancer and is Jumpectomy
iy oy sl s 5o peionty f,',:‘;:’ L:ﬁ:‘.f:; ‘;:f,‘;mu e i'f;'.’;'u:ftf’, Table 5: Adverse events by treatment group
in situ should be treated as 3 malignancy or as a precursor  local recurrence, which Gan manifest itself a5 another
of cancer. ductal carcinoma in situ or as invasive recurrence.
it s N

H = 0,
— Sobrevida global em 10 anos = 92% em ambos os bracos
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Atualizacdes sobre tratamento
adjuvante

Qual medicacgao utilizar?
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Tamoxifeno ou anastrozol
Alto risco ou pés menopausa com menos de
60 anos podem beneficiar-se de anastrozol
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Qual dose?

Aderéncia abaixo do desejado

- Cercade1em cada 3 pacientes em uso de TMX torna-se nao-aderente
- Nao aderéncia diretamente relacionada aos sintomas
- 1° e 2° anos crucial para aderéncia

= 12 1 = Placebo
= Placebo é Tamoxifen
_ 100 A Tamoxifen b
= < 10 -
= =
S 2
o 75 - T 8-
@ 5
5 = 6
< ©
50 2
T T T 1 I 1 1 T 1 é 4 |
6 12 18 24 30 36 42 43 54 T T T T T
. 0 1 2 3 4 5
Follow-Up Time (months) Follow-Up Time (years)
CONFERENCIA BRASILEIRA DE
0 o5 M =N P
CANCER DE MAMA B ST A—
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J Clin Oncol 35:2666-2673, 2017



Qual dose?

Ausencia de beneficio Efeitos colaterais com % Estratégias de de-escalonamento

em mortalidade + baixa aderéncia -
ARTICLES
Cancer Proruie e Sacd eregrass Bomrvn o Randomized  INon-randomized 5mg/dia nafo-fql inferior a 20
A arms were 1T mg/d para inibir marcadores de
5 _ | E:I proliferacao de cancer de
e ; . ] §
iu'.‘; LJ LJ i mama
- -20 H
S | . .
@ j - AKki67 foi similar > p 0.81
&0 B IGF | I - IGF sérico pos tratamento
g th ; 7t discretamente superior
R | EH ->p 0.001
T .
g [ i
= | L1
<0 Tamoxifen | E Control
1mg 5mg 20mg E ER+ ER-
CON‘;ED.F NCIA BRASILEIRA DE
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Qual dose?
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Randomized Placebo Controlled Trial of

-Low-Dose Tamoxifen to Prevent Local and
2 Contralateral Recurrence in Breast

Intraepithelial Neoplasia

Andrea DeCensi, MD’ PhD'; Aliana Guerrieri-Gonzaga, uls.:’ Silvia Caviglia, MSc’; Franca Avino, MD';
Laura Cortesi, MD*; Contar mrmm, s i Grad Pacquel Mo’; Faicn, MO, arcella Guliand, MO';
Maria Digennaro, MDI®; Anna Cariello,
Daniela Branehi, MSc*: Sara Campora’
Bemardo Bonanni, MD*

ilena P-I.m:,rhl]' ana Buttiton Webber, RN'; Luca Boni, unt and

PURPOSE Tamoxifen administered for 5 years 2t 20 mg/d is effective in breast cancer treatment and prevention,
buttaxicity has limited its broad use. Biomarker trials showed that 5 mg/d is notinferior to 20 mg/din decreasing
breast cancer proliferation. We hypothesized that a lower dose given for a shorter period could be as effective in
preventing recurrence from breast intraepithelial neoplasia but have a lower toxicity than the standard dose.
PATIENTS AND METHODS We conducted a mulicenter randomized trial of tamoxifen, 5 me/d or placebo ad-
ministered for 3 years after surgery in women with hormane-sensitive or unknown breast intraepithelial neo-
plasia, including atypical ductal hyperplasia and lobular or ductal carcinomain situ. The primary end point was
the incidence of invasive breast cancer or ductal carcinoma in situ

RESULTS Five hundred women 75 years of age or younger were included. After a median follow-up of 5.1 years
(interquartile range, 3.9-6.3 years), there were 14 neoplastic events with tamoxilen and 28 with placebo (11.6 v
23.9 per 1,000 person-years; hazard ratio, 0.48; 95% CI, 0.26 to 0.92; P = .02), which resuited in a 5-year
number needed to treat of 22 (35% CI, 20 to 27). Tamoxifen decreased contralateral breast events by 75%
(three v 12 events; hazard ratio, 0.25; 95% CI, 0.07 to 0.88; P = .02). Patient-reported outcomes were not
different between arms except for a slight increase in frequency of daily hot flashes with tamoxifen (P= .02).
There were 12 serious adverse events with tamoxifen and 16 with placebo, including one deep vein thrombosis
and one stage | endometrial cancer with tamoxifen and one pulmonary embolism with placebo.
CONCLUSION Tamoxifen at 5 mg/d for 3 years can halve the recurrence of breast intraepithelial neoplasia with a
limited toxicity, which provides a new treatment option in these disorders.

 clin Oncol 37:1629-1637. © 2019 by American Seciety o Glnical Oncalogy

INTRODUCTION

Breast intraepithelial neoplasia, including atypical

ductal hyperplasia (ADH), lobular carcinoma in situ
(LCIS), and ductal carcinoma in situ (DCIS), has a five  of the Gail model, including those with ADH and LIS

1o 10 fimes higher risk of developing into invasive Whose risk of subsequentinvasive canceris 10and 13
breast cancer compared with the general population  per 1,000 per year, respectively. However, the toxicity

is effective in the adjuvant treatment of hormone
receptor-positive breast cancer’ and for the pre-
vention of breast cancer in at-risk women on the basis

M) Check for updates

Randomized Placebo Controlled Trial of
Low-Dose Tamoxifen to Prevent Recurrence in
-~ Breast Noninvasive Neoplasia: A 10-Year
Follow-Up of TAM-01 Study

= Matteo Lazzeroni, MD'; Matteo Puntoni, PhD’; Aliana r.u-m.n Gonzaga, MSc’; Davide Serrano, MD’ Luca Boni, MD;

" M. Briata, MSc*; Livia Glordano, MD" Digennaro,
D'°; Francesco Ilv, MD!; Katia calnm Mo
s Carielt, MO Gl eppe Aprile, MD'“; Marla Renne, MD'’;

Elisa Gallerani, MD'?; Alessia De Simone, MD™,
Bemardo Bonanni, MD'; Andrea DeCensi, MD?-1%

Clinical triafs frequently include muftiple end points that mature at different times. The initial report, typically
based on the primary end point, may be published when key planned co-primary or secondary analyses are not
yet available. Clinical Trial Updates provide an opportunity to disseminate additional resuits from studies,
published in ICO or elsewhere, for which the primary end point has aiready been reported.

PURPOSE Five-year data of the phase IIl trial TAM-01 showed that low-dose tamoxifen at 5 mg once daily ad-
ministered for 3 years in women with intraepithelial neoplasia (IEN) reduced by 52% the recurrence of invasive
breast cancer or ductal carcinoma in situ (DCIS), without additional adverse events over placebo. Here, we present
the 10-year resuits.

METHODS We randomly assigned 500 women with breast IEN (alypical ductal hyperplasia, lobular carcinoma
in situ [LCISI, or hormone-sensitive or unknown DCIS) to low-dase tamoxifen or placebo after surgery with o
without irradiation. The primary end point was the incidence of invasive breast cancer or DCIS.

RESULTS The TAM-01 population included 500 women (20% atypical ductal hyperplasia, 11% LCIS, and 69%
DCIS). The mean (=SD) age al the start of treatment was 54 = 9 years, and 58% of participants
postmenopausal. After a median follow-up of 9.7 years (IQR, 8.3-10.9 years), 66 breast cancers (15 in situ; 51
invasive) were diagnosed: 25 in the tamoxifen group and 41 in the placebo group (annual rate per
1,000 person-years, 11.3 with tamoxifen v 19.5with placebo; hazard ratio [HR], 0.58; 95% CI, 0.35t0 0.95; log-
rank P = 03). Most recurrences were invasive (77%) and ipsilateral (59%). Regarding contralateral breast
cancer incidence, there were six events in the tamoxifen arm and 16in the placeboarm (HR, 0.36; 95% CI, 0.14
t00.92; P = 025). The number needed to be treated to prevent one case of breast event with tamoxifen therapy
was 22 in 5 years and 14 in 10 years. The benefit was seen across all patient subgroups. There was a significant
50% reduction of recurrence with tamoxifen in the DCIS cohort, which represents 70% of the overall population
(HR, 0.50; 95% CI, 0.28 to 0.91; P = .02). No between-group difference in the incidence of serious adverse
N events was reported during the prolonged follow-up period.

\A‘],‘"\ lﬂ‘ ' GONCLUSION Tamoxifen 5 mg once daily for 3 years significantly prevents recurrence from noninvasive breast
cancer aiter 7 years from treatment cessation without long-term adverse events.

Data Supplement
Protocol J Glin Oncol 00, © 2023 by American Society of Clinical Oncology

and accounts for 15% to 25% of breast neoplasms on  Of tamoxifen, including venous thromboembolic

the basis of screening mammography. The natural
history of breast intraepithelial neoplasia is heteroge-
neous. Some forms remain indolent, whereas other
forms can progress to life-threatening invasive disease,
which has led to controversial issues with regard to its
optimal approach.*

Tamoxifen, a selective estrogen receptor (ER) modu-
Iator and a precursor of molecular targeted medicines,

events and endometrial cancer, is a significant
problem and may explain the low uptake of tamoxifen
as preventive therapy.® The increase of menopausal
symptoms during tamoxifen therapy, including vaso-
motor symptoms and sexual and gynecologic distur-
bances, is also a cause of decreased quality of life and
treatment withdrawal.>” The lack of a demonstrated
breast cancer mortality benefit for tamoxifen given for
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INTRODUCTION
We conducted a randomized phase Ill trial in women
with excised atypical ductal hyperplasia (ADH), lobular
carcinoma in situ (LCIS), and ductal carcinoma in situ
(DCIS), showing that tamoxifen 5 mg once dally given
for 3 years halved recurrence without exceeding adverse
events, resulting in a more favorable cost-benefit profile
ihan 20 mg once daily. In 2019, ASCO Clinical Prac-
tice Guidelines included low-dose tarmoxi

as an op-

tion in women after noninvasive disease” and the US

Preventative Services Task Force advocated the use of
preventive therapy, including low-dose tamoxifen, among
women at high risk of breast cancer,” Current National
Comprehensive Cancer Network guidelines also rec
ommend low-dose tamoxifen after DCIS i the patient is
symptomatic on the 20 mg dose once dally or if the
patient is unwilling or unable to take the standard dose.*
Recent data from US centers show that low-dose ta-
moxifen is the most popular choice of preventive
therapy in women with high-risk lesions, with low

Journal of Clinical Oncology
:
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Estudo de fase Ill, multicéntrico,
randomizado, com 500 pacientes

Pacientes com CDIS, Hiperplasia
ductal atipica e CLIS incluidos

TMX 5mg/dia versus placebo -
por 3 ano

EP lario : Incidencia de Carcinoma
invasivo ou CDIS

EP 2ario: toxicidades, incidéncia de
CLIS e hiperplasia, cancer
endometrial.

1° publicacao - 5.1 anos de follow-up
2? publicacao - 10 anos de follow-up

Aderéncia > 85% em 6meses

“> CUIA.




Tamoxifen Placebo

N

Characteristic (n = 253) (n = 247)

Age, years, mean (SD) 54 (9.6) 54 (9.1) Type of surgery, No. (%)

Menopausal status, No. (%) Conservative (Q/L) 213 (84) 203 (82)
Pre 110 (43) 99 (40) Mastectomy 40 (1) 44 (18)
Post 143 (57) 148 (60) Comedo, No. (%) 29 (12) 24 (10)

Age at menopause, years, mean (SD) 50 (4.6) 49 (5.8) Necrosis, No. (%) 64 (25) 60 (24)

Body mass index, kg/m? mean (SD) 25.7 (4.8) 25.3 (4.2) Multifocal neoplasia, No. (%) 73 (29) 67 (27)

Waist to hip ratio, mean (SD) 0.86 (0.1) 0.86 (0.1) ER %, median (IQR) 90 (60-95) 90 (65-95)

Endometrial thickness, mm, mean (SD) 51(3.7) 4.7 (3.2) \ PgR %, median (IQR) 70 (20-90) 60 (14-90)

1st/2nd degree breast/ovarian cancer FH, No. 94 (37) 95 (38) HER2/neu, No. (%)

(%) -
- 0-2 79 (79) 89 (81)

Histologic type, No. (%) 3+ 21 1) 21 (19)
ADH (DIN 1b) 51 (20) 50 (20)

Ki67%, median (IQR) 10 (5-20) 10 (5-18)
LCIS (LIN 2-3) 27 (11) 5 (10)

Radiotherapy, No. (%) 108 (45) 107 (45)
DCIS grade 1 (DIN 1c) 42 (17) 40 (16)
DCIS grade 2 (DIN 2) 72 (29) 7 (35)
DCIS grade 3 (DIN 3) 60 (24) 5 (18)

Caracteristicas globais de bom progndstico, porém bracos bem balanceados
65% das pacientes no braco tamoxifeno foram consideradas aderentes
61% das pacientes no braco placebo foram consideradas aderentes
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Aderéncia
Braco TMX 2 65%
Braco placebo - 61%

Eventos:

66 eventos de neoplasia da mama
15 in situ

51 invasivos

Cumulative Breast
Cancer Incidence Rate (%)

Braco TMX > 25
Braco placebo > 41

Cum. Contralateral
Breast Cancer Incidence Rate (%)

NNT em 10 anos: 14 pacientes
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50

40 -

30

50

40

30 A

20

Placebo

All breast events

HR, 0.58; 95% CI, 0.35 t0 0.95 = Tamoxifen

Log-rank P=.028

/ End of treatment
1
1

HR 0.58
1C95% 0.35-0.95
p 0.03

——— Placebo

Contralateral breast events .
——— Tamoxifen

HR, 0.36; 95% Cl, 0.14 to 0.92

HR 0.36
1C95% 0.14-0.92
p 0.025

/ End of treatment

...........

- cuira.



HR, 0.50; 95% Cl, 0.28 to 0.91

Log-rank P=.02
40

30

Cumulative Breast Cancer Incidence Rate (%)

/ End of treatment

Placebo
Tamoxifen

Subgroups N HR (95% Cl) Interaction
p-value
Menopausal status i
Pre-menopause 191 — 0.67(0.31, 1.43) 0.43
1 .
Post-menopause 269 —— 0.43(0.20,0.91)
Estradiol levels (pg/mL) 1
1
> 15.8 (median) 199 —— 0.58(0.28, 1.22) 0.42
<15.8 194 ——— 0.38(0.16,0.92) '
Hot flashes i
No 257 —a— 0.54(0.27, 1.07) 058
Yes 203 —— 0.47 (0.20, 1.07) '
h
Body mass index (kg/m?) H
<25 240 — 0.65 (0.30, 1.40)
25-30 138 —_— 0.47(0.19,1.18) 0.74
30+ 82 _— 0.26 (0.07,0.97)
1
Smoking habit !
Never 307 —— 0.48(0.26,0.91)
1
Former 68 - 0.45(0.11, 1.89) 0.22
Current 97 ——®—> 1.23(0.39,3.85)
1
Type of surgery E
Conservative (Q/L) 391 —i— 0.65(0.37,1.12) 027
Mastectomy 81 o H 0.20(0.04,0.97) !
|
Radiotherapy i
No 390 — 0.65(0.38, 1.13) 0.73
Yes 203 L 0.67(0.32,1.39) .
1
Histologic type i
DCIS 328 —a— H 0.49(0.27,0.89) 0.28
LCIS/ADH 144 — 0.86(0.32,2.33) '
1
:
All women 500 —’—i 0.58(0.35, 0.95)
l
T T 1
0.05 0.2 0.58 1.0 20

<

tam 5mg better

>
>
tam 5mg worse
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0 2 3 4 6 8 10 12 14
years
Tamoxifen Placebo value
N=25 N=41 P

Invasiveness, n (%)

Invasive 21 (41) 30 (59) 0.38

DCIS 4(27) 11(73) .
Site of recurrence, n (%)

Ipsilateral 16 (41) 23 (59)

Contralateral 6(27) 16 (73) 0.35

Distant 3(60) 2 (40)

( uf/z\\x g .3
ormcian = cura.




Sem diferenca em incidéncia de efeitos adversos !!

\ TABLE 2. Adverse Events by Allocated Arm

Adverse Event Tamoxifen (n = 249) Placebo (n = 246) P
Deep vein thrombosis or pulmonary embolism, No. (%) 1(0.4) 1(04) 10
Superficial phlebitis, No. (%) 2(0.8) 0 .50
Coronary heart disease, No. (%) 2(0.8) 2(08) 1.0
\ Bone fracture, No. (%) 4 (1.6) 2(0.8) 69
Cataract, No. (%) 5 (2.0) 5(2.0) 1.0
\ Endometrial polyps, No. (%) 20 (8.0 13 (6.3) .28
Endometrial cancer, No. (%) 1(0.4) 0] 1.0
Other malignancies, No. (%) 16 (6.4) 9(3.7) 22
Thyroid 2
Parathyroid 1 1
Lungs 1 1
Melanoma 3 2
Kidney — 1
Bladder 1 —
Colon 1 —
Appendiceal 1 —
Cervix 1 —
Ovary 1 2
Lymphoma 4 —
Myeloma 1 —
I Death from breast cancer, No. (%) 1(0.4) 2(08) 62 |
m, [\ T0) 2 s
Lung cancer 1 —
Ovarian cancer 1 —
Pneumonia — 1
Acute renal failure 1 —
Myocardial infarction — 1
Car accident 1 1
Other serious adverse events, No. (%) 3(1.2) 6 (2.4) 34
CONFERENCIA BRASILEIRA DE
CANCER DE MAMA 9
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Sessao Multidisciplinar em carcinoma ductal in situ

Atualizacdes sobre tratamento
adjuvante
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Qual dose ?

TAM-01 ou BabyTam mostrou beneficio
compativel ao usar 5mg ao invés de 20mg



Sessao Multidisciplinar em carcinoma ductal in situ

Atualizacdes sobre tratamento
adjuvante

Tratamento anti-HER2?

CONFERENCIA BRASILEIRA DE

CANCER DE MAMA 2 LACOG @2@»1

....... (}.\,‘:\::.;-;. stauizagio ‘13 N 2 avaio 2 AR
LACOG - GBECAM 2023 ‘ Praspeae s ER— > cura.



Nao ha dados para uso de blogueio do HER2 em

CDIS Estudo de fase Il
Pacientes com CDIS HER2+ foram incluidos

Biologic and Immunologic Effects of

Preoperative Trastuzumab for Ductal s, e o .
Carcinoma In Situ o the Breast Trastuzumabe 8mg/kg dose unica - cirurgia2 a 4
semanas apos

Avaliacao de espécimen cirurgico e sangue periférico

Auséncia de mudanca no ki67

% Ki-67 Change
.e

P=0.79

T
No Treatment Trastuzumab

Auséncia de mudanca em
marcadores de apoptose

% CC3 Change
o
1

=] " P=068

CONFEERENCIA BRASILEIRA [ 10 r
No Treatment Trastuzumab
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Sessao Multidisciplinar em carcinoma ductal in situ

Atualizacdes sobre tratamento
adjuvante

Tratamento anti-HER2?
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E assinatura gendmica ?

- Oncotype Dx DCIS Score

- 12 genes avaliados
- 7 genes ligados a proliferacao celular (Ki-67, AURKA/ STK15, BIRC5/survivin, CCNBI,
MYBL2, PGR, and GSTMI) e 5 genes de referencia (ACTB, GAPDH, RPLPO, GUS, e TFRC)

- Score de 0 a100
Baixo Risco : Score até 38
Risco intermediario: Score entre 39 e 54
Risco alto : Score acima de 55

- Avaliagcdo de risco de evento ipsilateral em 10 anos

Nao foi desenvolvida para risco contra-lateral e predicao de beneficio de tratamento
sistemico

CANCER DE MAMA B S -

LACOG - GBECAM 2023

- CUra.
Modern Pathology (2018) 31, 562-568;



Conclusoes

Prognéstico do CDIS?

Risco baixo de morte ~3%
Maior risco em jovens, negras e com ER negativo

Objetivo do tratamento
sistémico?

Sessao Multidisciplinar em carcinoma ductal in situ

Reduzir novos eventos em mama ipsi
e contra-lateral

Atualizacdes sobre tratamento Qual medicacdo utilizar?

adj te Tamoxifeno ou anastrozol com
beneficios semelhantes. EAs diferentes

Qual dose ?

Sessao Multidisciplinar em carcinoma ductal in TMX: Smg ou 20mg
situ Anastrozol: Img
o Tratamento anti-HER2?
Atualizacoes sobre tratamento — - o
sistémico profilatico HER2 é um biomarcador prognéstico e
C('}‘\J’LH:' NCIA BRASILEIRA DE néo pred itivo
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