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KUPLOL ONUELDL

= KopKivog paotoul

- veotepa dedopeva kat e€eAielc otnv aktivobepareia paotol
" YUVOLKOAOYLKOG KOPKIVOC

- Kapkivog evéountpiouv & tpaxnAou pATPOC

- e€elielc otnVv akTvoBEpOTELD TOU YUVOILKOAOYLKOU KOpKivou

" TtPOPAEMTIKOL TTOPAYOVTEC



KOPKLVOC paoTtou



emLONULOAoyLA

Estimated New Cancer Cases and Deaths by Sex, United States, 2015

ESTIMATED NEW CASES ESTIMATED DEATHS

BOTH SEXES MALE FEMALE BOTH SEXES MALE FEMALE
All sites 1,658,370 848,200 810,170 589,430 312,150 277,280

Breast 234,190 2,350 231,840 40,730 440 40,290
329,330 231,050 98,280 58,670 28,230 0,440

Genital system ,
Uterine cervix 12,900 12,900 4,100 4,100

Uterine corpus 54,870 54,870 10,170 10,170
Ovary 21,290 21,290 14,180 14,180
Vulva 5,150 5150 1,080 1,080

Vagina & other genital, female 4,070 4,070 910 910

Cancer Statistics 2015



Overview of the Randomized Trials of Radiotherapy in Ductal
Carcinoma In Situ of the Breast

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)
J Natl Cancer Inst Monogr 2010;41:162-177

Age at diagnosis
<50 yrs 50+ yrs
911 women 2818 women

1 1 5-yr gain 7.8 % (SE 2.6 5-yr gain 11.3 % (SE 1.3
= four randomized trials e ra % ey s Mot 031 4y
logrank 2P = 0.007 logrank 2P < 0.00001

= 3729 pts

= 50% relative benefit across the
randomized trials
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J Natl Cancer Inst Monogr 2010



THE LANCET

Articles

Effect of radiotherapy after breast-conserving surgery on (AL
10-year recurrence and 15-year breast cancer death:

meta-analysis of individual patient data for 10 801 women

in 17 randomised trials

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)*
Lancet 2011; 378: 1707-16

Any first recurrence Breast cancer death
Women with pNO disease (n=7287)

10-year gain 15-4% (SE 1-1) 60 15-year gain 3-3% (SE 1-3)
RR 0-49 (95% Cl 0-45-0-55) RR 0-83 (95% Cl 0-73-0-95)

after breast conserving Log-rank 2p<0.00001 50 Log-rank 2p=0.005
surgery, radiotherapy to
the conserved breast
halves the rate at which
the disease recurs and
reduces the breast cancer
death rate by about a sixth
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Women with pN+ disease (n=1050)

BCS
51-3%

42-8%
BCS+RT

42-5%
BCS+RT

Any first recurrence (%)
Breast cancer death (%)

19-8%
10-year gain 21-2% (SE 3-4) 15-year gain 8-5% (SE 3-4)
RR 0-53 (95% Cl 0-44-0-64) RR 0-79 (95% Cl 0-65-0-95)
Log-rank 2p<0-00001 Log-rank 2p=0-01

1'0 1]5 1'0 1]5

Years Years

Lancet 2011
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Effect of radiotherapy after mastectomy and axillary surgery >0 n @

Articles

on 10-year recurrence and 20-year breast cancer mortality:
meta-analysis of individual patient data for 8135 women in
22 randomised trials

EBCTCG (Eariv Breast Cancer Trialists’ Collaborative Group)*
Lancet 2014; 383: 2127-35

1772 pN4+ women with Mast+AD

] the survival beneﬁt Of pOSt 102 Locoregional recurrence first 15 Any first recurrence F Breast cancer mortality
mastectomy radiation
therapy is not limited to
patients with >4 positive
lymph nodes

90

= interestingly, the mortality -+ 5 L T

Years Years

. .
re d u Ctl o n b e n eﬁ t Of P IVI RT Effect of radiotherapy (RT) after mastectomy and axillary dissection (Mast+AD) on 10-year risks of locoregional and overall recurrence and on 20-year risk
of breast cancer mortality in 1772 women with four or more pathologically positive nodes (pN4+)

1314 pN1-3 women with Mast+AD

was still evident in the A Locoregtonarecumence s B Ay st recomence € oot camermortatty

1,133 patients with 1-3 momosioty ok
positive lymph nodes, even  Fi e i
after receiving systemic - ; .
therapy (HR = 0.78; 2p = v _
0.01) oS :

o]

Effect of radiotherapy (RT) after mastectomy and axillary dissection (Mast+AD) on 10-year risks of locoregional and overall recurrence and on 20-year risk
of breast cancer mortality in 1314 women with one to three pathologically positive nodes (pN1-3)

Lancet 2014



RADIATION
ONCOLOGY

RESEARCH Open Access

Adjuvant radiotherapy of regional lymph nodes in
breast cancer - a meta-analysis of randomized trials

Wilfried Budach'”, Kai Kammers®, Edwin Boelke' and Christiane Matuschek'
Budach et al. Radiation Oncology 2013, 8:267

—, Control arm (n=916)

. Whole Breast - RT
= meta-analysis Breast

three large randomized trials Conserving =
(n=7170) Surgery —,  Experimental arm (n=916)
- MA.20 (n=1832) Whole Breast + MS-IM-LN RT
- EORTC 22922-10925 (n=4004)
- French trial (n=1334)
= main eligibility criteria:
- positive axillary LN (all trials)

Control arm (n=662)
= Chest Wall + MS-LN RT

Mastectomy =—>
Experimental arm (n=672)

- LN negative disease with high = Chest Wall + MS-IM-LN RT
risk for recurrence
= primary endpoint : Breast _,  Controlarm(n=2002)
- 0S Conserving Whole Breast or Chest Wall - RT

£

]

. Surgery = T
" secondary endpoints: - 5

or

Experimental arm (n=2002)
- DFS Mastectomy ™ Whole Breast or Chest Wall

- DMEFS + MS-IM-LN RT

Budach et al. Radiat Oncol 2013



results

Distant metastasis free survival
Comparison: (MS-IM)+(WBI/CWI) vs. (WBI/CWI)

MA.20 [16]: n=1832; HR 0.64 (95% CL 0.47 - 0.85) ———§———
EORTC [17]: n=4004; HR 0.86 (95% CL 0.76 - 0.98)
Total: n=5836; HR 0.82 (95% CL 0.73-0.92)

0.3 04 05 06 08 1.0
Hazard Ratio
no LN RT better

fixed effect model LN RT better

Budach et al. Radiat Oncol 2013



EE ORIGINAL CONTRIBUTION

Axillary Dissection vs No Axillary Dissection
in Women With Invasive Breast Cancer

and Sentinel Node Metastasis
A Randomized Clinical Trial

Armando E. Giuliano., MD
JAMA. 2011;305(6):569-575

Survival of the ALND Group Compared With SLND-Alone Group

Alive Alive and Disease-Free

= ACOSOG 70011 trial

%

= “jtis time to abandon ALND in early
BCa Pts with a positive SN provided
they receive systemic adjuvant
treatment and whole breast RT” Log-rank P=.14

Survival,

Years

No. at risk
ALND 420 408 308 301 378 313 223 141 74 420 369 335 310 286 226 152 83 37
SIND alone 436 421 411 403 387 326 226 142 74 436 395 363 337 307 231 147 81 36

JAMA 2011



THE LANCET Oncology Aieiciis

Radiotherapy or surgery of the axilla after a positive sentinel 3@-:-\ @
node in breast cancer (EORTC 10981-22023 AMAROS): a

randomised, multicentre, open-label, phase 3 non-inferiority

trial

= EORTC 10981/AMAROS Tiz (<5 em) Ny Lavasive Breast Cancer
= 4827 patients ®
= primary end point recurrence rate after 5y v N=4827
= median follow up: 6.1y SN-Biopsy
= 5-year axillary recurrence rate after a positive K N
SNB: 0.54% (4/744) after ALND vs. SN negative SN positive
1.03% (7/681) after ART
= no significant differences between treatment

v V' n=1425
NP T (positive follow up)

arms regarding OS and DFS
= |ymphedema significantly more often after ALND <

Complete ALND RT to the axilla

(at least level I-1I)

LANCET Oncology 2014



eéeliéelc otnv aktwvoBepareio pootou

= hypofractionation
" Intensity Modulated Radiation Therapy (IMRT)

= Accelerated Partial Breast Irradiation (APBI)
- external beam (3.85gy BID x 5 days)
- interstitial brachytherapy: LDR, HDR

- intracavitary:
v’ intraoperative electrons: ELIOT

v’ intraoperative Orthovoltage Photons: TARGIT-A
v mammosite



hypofractionation

= shortened treatment course
- improve experience for patients
- improve access to breast conservation
* biology
- increase dose per fraction without compromising BED
- predict > local control
= cost effective
= concerns
- toxicity
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The UK Standardisation of Breast Radiotherapy (START) Trial B of
radiotherapy hypofractionation for treatment of early breast
cancer: a randomised trial

The START Trialists” Group™
Lancet 2008; 371: 1098-107

= STARTB
n=2215
pT1-3NO-1
1105
10 Gy boost e- in BCT pts

10 Gy boost e- in BCT pts
1110



