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« Sempre piu diagnosi da Screening
- T<1cm, RO+, HER2-
- clinicamente non importanti (?)
- over diagnosis (7)

* Pochi data da Studi per T1aeb

- bassa mortalita, pochi “eventi”

» Parametri Clinico-Patologici poco utili
- valore prognostico, ricaduta
- valore predittivo, risposta

« Genomic Platforms

- 35-40% change in treatment decision

\



e pz. HER2+, mOS 56.5 mesi st. Cleopatra
* pz CRC, mOS era <6, oggi >30 mesi

» chirurgia, ecc dei pz oligometastatici
—CRC, Polmone, 20-25% pz vivi a 10 a.

e ...ele pz mammella M17?
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Reducing Local Therapy in Patients Responding to
Preoperative Systemic Therapy: Are We
Outsmarting Ourselves?

Lawronce B. Marks, Univarsity of Narth Carolina, Chape! il NC
Leonard R. Prosnitz, Duke Unnersity Medcal Center, Durham, NC

YOLUME 22 NUMBESN & fEBMNUARY 20 20ta4

JOURNAL OF CLINICAL ONCOLOGY COMMENTS AND CONTROVERSIES

Locoregional Radiotherapy in Patients With Breast
Cancer Responding to Neoadjuvant Chemotherapy:
A Paradigm for Treatment Individualization

Juka Whita, ™e ONvo State Unwvevsity Comprahansive Cancer Canter, Columbus, ON
Elefthenos Mamounas, MD Anderson Cancer Center Orando. Orlanda, FL
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COMMENTS AND CONTROVERSIES

Reducing Local Therapy in Patients Responding to
Preoperative Systemic Therapy: Are We

IEQ

Outsmarting Ourselves? -
Liweencs B Marks, Unvaraty of Nors Caolea, Ofiel NENC
Leonard R Prossg, Duke Unwersty Medios! Cancar, Dutam, NC
m Mastectory — Chemotherapy 6%-9%
No RT
\
~ —» RT
Chemotherapy —_ 7 >8%9%
nonresponders No AT
> Average
< = 8%-9%
RT
Chemotherapy _ ? <6%-9%
- ®» NoAT »

Fy 1. Aftar mastectomny and chamotharapy, the sddibon of locoragiona
radiotherapy IRT) improves oversll survival by €% 1o 9% lupper panall. Amony
thozo pationts, thero aro respondars and nocrasponders 1o chamotharapy
although wa ara not sble to identify who thoy ara Uower panell. If the surviva
bonoft of AT 1= reduced in respondars log, « 6% to 9%, the surviva benah
of AT in nonrespondars must ba = E% to 9% Bocause rosults in the twe
groups must average to 6% to 8%). The analogous argument can be made fol
nodj RT » patents undargoing broast-conservabon tharapy with lumpec
tomy and chamotherapy.
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 Personalized Medicine/Precision Medicine
- € possibile ridurre il trattamento CH/CT/RT?
- a quali pazienti?
- st. in corso

 ...the natural history of breast ca. is long
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RESEARCH Open Access

Radiotherapy in patients with distant metastatic
3 breast cancer

Kirsten Senauer <, Marhs Wolam Geass’, Doty lane Muang', Serenela Epperbesges Castor” and Uwe Gah™

Abstract

Background: The sudy salases fequency of and iIndcanons for Ssase elmed adomeapy in e paliative
DIRRT canc e (BO) wnamon 3nd aaAmes in which phase of ™ie DGV diwase course iothataty Wat Apoied
Patients & methods: 340 patiere: who dewioped dstare metazate desease DMD) and died (2 patierss with
completed dusase couses were arahoed

Resuls: 165 pamwnty [ME5W) recsnsd palatve radiorheany (55 serwd 337 plnnng tvoet wolumed o 4 Dot of
palatve care The mos common stes r adotheapy were the bone 017 volumes, G44% of 8 radisted
volumes) and the beain (57 volumes, 16.98) 127 seres W% were pedformed in the first third of the metxsatic
dreaw tunval (VDS penocdt £4 sres (125%) were performed iIn the L third The medan surwal ater

Ao araty Wil 10 mon i Paten s who Bad recened tadiition wene your P COMDINSS 50 tThods wihd had

no mdon B1 vi 68 yearn p < 0007 and had an Imgroved MDS 06 ve 14 monthy, p < 0001} Compared o
rapdy progrstive dosase courses with ot survial tmes, In cawes where effective sytemic thetapy acheved a
onger MOS (2M monthel radhathernapy Was signficarty mone often 3 par of the mulimocal! paliative thenapy
S21% v 37.1% p = 0008

Conclusions: n a cohort of B patects with DMDL. nearly one ha¥ of the patents seceved radothesapy durng
the pallatve dsease course. In a pallatve therady approach, which Increasngly alows ©r teatment accordng
10 the prnciples of 3 cheon © dteate, dOthenapy Nas 3 Ceary eZabithed role In tThe TheaDy CONCEEE

o NS g Tl et N o J 165 paz.
RT 64% Osso

16.9% SNC

mOS dopo RT, 10 mesi

MDS RT vs noRT, 26 vs 14 mesi

RT 52.1 vs 37.1% in Paz con MDS >24 vs <24 mesi

ASL 1 IMPERIESE



voLuUME 27 NUMEBER O MARCH 30 008

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Breast Cancer With Synchronous Metastases: Survival
Impact of Exclusive Locoregional Radiotherapy

Rowsald Lo Scodax, Dvmine Sorvems, Poiemoe Svatw, foax Lasay Hotras, o Coban-Solbel,
Brigine Dy Lo Lassde, MicAole T Hviin, Sameh Yaossh, Mare Guserrer, David AN Mirtam Gandaer,
Porricie Mowes, Ssbviene Villene, Floroncr Lovvbowry, oo Nicabar Mamck, and Alsiw Labéd

LRT fatt progn indip, an. multiv.
A B § TR ATCT

Severa studies sugpest that surgical excision of the primary tumor improves survival among
patients with stage [V braast cancer at diagnosis. Exclusive locoregional radiotharapy (LRR) is an
sltomative form of locoregional treatment (LRT) in this setting. We retrospectively studied the
impact of LRT on the survival of breast cancer patiants with synchronous metastases.

Patients and Methods

Among 18,753 breast cancer patients treated in our nstitution batween 1980 and 2004, 592
patients (3.2%) had synchronous metastasis at diagnosis. Demographic data, tumor charactess-
tics, metastatic sitas, and treatments were prospectively recorded. The impact of LRT on overal
survival (0S) was evaluated by multivariate analysis incduding known prognostic factors.

Results

Among 581 eligible patients, 320 received LRT (group A, and 261 received no LRT (group B). LAT
consistad of axclusive LAR In 249 patients (78%), surgery of the primary tumor with adjuvant LRR
in 41 patients (13%). and surgery alone in 30 patients 3%). With a3 median follow-up time of 29
months, the 3year OS rates weore 43.4% and 26,7% in group A and group B [P =.00002),
respactively. The association between LRT and improved survival was particularly marked in
women with viscaral metastases. LRT was an independent prognostic factor in multivanate
analysis (hazard ratio [HR] = 0,70; 95% Cl, 0.58t0 0.85; P = .0002). The adjusted HR for late death
{= 1 year) was 0.76 (195% Cl, 0.61 to 0.96; P = .02).

Conclusion

In our expearience, LRT, consisting mainly of exclusive LRR, was assocated with improved survival
in breast cancer patients with synchronous metastases. Exclusive LRR may thus reprasant an
active altemative to surgary
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Table 2. Univarigte Analysis of Mortalty fog+ank test)
Group A: LRT Group B: No LRT
Factor 3-Year OS Rate (%)  Medan Survwval Time imonths]  3-Year OS Rate (%)  Median Survival Time (months) P
Whole population 434 az 2687 21 00002
Chemotherapy alona 32 23 6.7 a 00001
HT =CT 48.1 35 aza 28 02
CTxHT 47.2 35 23.1 18 00001
Bona metastases only 23 4z 49.1 ”.] NS
Visceral metastases 342 25 178 13 0005
Multiple sites of matastasas 6.7 21 123 13 £03
: Abbrentations: LRT, locoragional treatment, OS, overall survival; CT, chemotharapy; HT, harmonal treatmant; NS, not significant.

[ om—
m Table 3. Multivariate Analysis of Overal Survival, Cox Moadal {n = 564)
m Characteristic Hazards Ratio for Death 86% ClI P
MuRtiple sites 00006
No 1
E Yes 1.60 1.3010 2.00
Medical traatment 0000
CT alone 1
- I HT = CT 0.53 040t 0.70
LRT 20002
JOURNAL OF CLINICAL ONCOLOGY IGINAL REPORT NO 1
Yes 0.70 05810085
S e, s s
Breast Cancer With Synchronous Metastases: Survival 2454 1
Impact of Exclusive Locoregional Radiotherapy 5504 1.27 1.10to 1.60
Rownanid Le Sondan, Demowe Sarvemn. Erewny B, Jowe (vt Plotran, Oheiome Cobon-Sodal
I e Rk o s e Fod o i S o) A e ol Visceral metastases 02
No 1
Yes 1.27 1.001t0 1.60
Cinical nooe stage 0003
m NO 1
N1-3 1,60 1.20t0 1.65
< Abbreviations: CT, chemotherapy; HT, hormona treatment; LRT, locore-
gional treatment.
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Breast Cancer With Synchronous Metastases: Survival

Impact of Exclusive Locoregional Radiotherapy

Romucld Le Scoden, Demise Strvern, Etienme Brain, Jean Losss Flodess, Christine Colven-Sobal,
Brigwe D La Lande, MicheRe Tubbkang-FHsdin. Semeh Yacoub, Mays Gunerrez. Dand Al Miram Gardner,
Patrics Messsow, Siiviane Villesse, Moremor Lerebours, foam Nicokas Musck, and Alnim Labik
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Breast Cancer With Synchronous Metastases: Survival
Impact of Exclusive Locoregional Radiotherapy

Romuald Le Scodan, Denise Stevens, Etierne Brain, Jean Louis Floiras, Christine Cohen-Solal,
Brigirte De La Lande, Michelle Tubiana-Hulin, Samch Yacoub, Maya Gutierrez, David Ali, Miriam Gardner,
Patricka Moissen, Sylviane Villere, Rlorence Lerehowrs, Jean Nicolas Munck, and Alain Labib

conclusion, our study suggests that LRT of the primary breast
tumor and regional lymphatics, mainly consisting of exclusive LRR,
improves the survival of women with metastatic breast cancer at
diagnosis and especially women with features of poor prognosis. Thus,
LRR may represent an effective alternative to surgery. Well-designed
prospective studies, including LRR as the only LRT, are needed to
re-evaluate treatment of the primary breast tumor in patients with
metastases at diagnosis and to identify patients who are most likely
tn honohit
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San Antonio Breast Cancer Syrnposium - Cancer Therapy and Research Center at UT Health Scence Center — December 10-14, 2013

Surgical Removal Of Primary Tumor And Axillary
Lymph Nodes In Women With Metastatic Breast
Cancer At First Presentation :

A Randomized Controlled Trial

Pl: R A Badwe

Professor Surgical Oncology(Breast)

Tata Memorial Centre
Mumbai, India

Co-Investigators
V Parmar, R Hawaldar , N Nair, R Kaushik, S Siddique, A Nawle,
A Budrukkar, I Mittra, S Gupta
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San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center — December 10-14, 2013

TRIAL SCHEMA
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San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center — December 10-14, 2013

TRIAL SCHEMA

Randomization
(N=350)

Loco-regional No Loco-regional
Treatment
(#173) T""""i" 1)
LR Surgery* +/- Hormone Therapy (96)
Ovarian Ablation (40) whenever indicated including
1 Ovarian Ablation (34)
Radiotherapy |
+ Hormone 'I'horlpy in
hormone sensitive
tumors** (84)

"Loco-regional Therapy : BCT / MRM with supraclavicular lymph node clearness whenever indicated
** Tamoxifen in pre menopausal women and Al in Post menopausal women/ post Oophorectomy in pre menopausal women

\J




NO LRT (#177) LRT (#173) TOTAL
_ N (%) N (%)
m- Site of Metastasis
Bone 50 (50.0) 50 (50.0) 100
m Visceral 77 (50.7) 75 (49.3) 08
Bone + Visceral 50 (51.0) 48 (49.0) 152
m No. of Metastasis
<=3 45 (50.6) 44 (49.4) 89
E >3 132 (50.6) 129 (49.4) 261
ER/PgR
e Positive 106 (51.0) 102 (49.0) 208
Negative 71 (50.0) 71 (50.0) 142
\
Age (Median) 47 48 47
J Menopausal status
Pre 88 (54.3) 74 (45.7) 162
m Post 89 (47.3) 99 (52.7) 186
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San Antorso Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center ~ December 10-14, 2013

OVERALL SURVIVAL

10
o
T e
§ HR=1.04,95%CI=080-1.34,p=0.79
3 a4
NO LRT (N=177)
024 20.5%
- LRT (N=173) 19.2%
) " n » “ @ 7
At Risk Time in Months
Ne LRT 4377 101 50 24 12 8 3
LRT 173 105 49 21 .







m San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center - December 10-14, 2013

Early follow up of a randomized trial
evaluating resection of the primary
breast tumor in women presenting with
de novo stage IV breast cancer;
Turkish Study (Protocol MF07-01)

Atilla Soran, Vahit Ozmen, Serdar Ozbas, Hasan Karanhik, Mahmut Muslumanoglu,
Abdullah Igci, Zafer Canturk, Zafer Utkan, Cihangir Ozaslan, Turkkan Evrensel, Cihan
Uras, Erol Aksaz, Aykut Soyder, Umit Ugurlu, Cavit Col, Neslihan Cabioglu, Betil
Bozkurt, Temel Dagoglu, Ali Uzunkoy, Mustafa Dulger, Neset Koksal, Omer Cengiz,
Bahadir Gulluoglu, Bulent Unal, Can Atalay, Emin Yildirnm, Ergun Erdem, Semra
Salimoglu, Atakan Sezer, Ayhan Koyuncu, Gunay Gurleyik, Haluk Alagol, Nalan Ulufi,
Ugur Berberoglu, Elizabeth D Kennard, Sheryl Kelsey, Barry Lembersky

On behalf of the Turkish Federation of Societies for Breast Diseases

ClinicalTrials.gov identifier number:NCT00557986.
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Presentation Randomization

Initial Local

Therapy of
Breast + Axilla

Plus Systemic
Therapy

San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center ~ December 10-14, 2013

Design MF07-01

Follow-up

Local therapy for
local progression

Time to local
Progression

Overall Survival

Time to local
Progression

Overall Survival
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San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center — December 10-14, 2013

Baseline Characteristics (Metastasis)

N . or Liver

Surgery SystemicTx P
%(140) %(138)
METASTASIS SITE ns
1 organ 76 (106) 65 (89)
>1 organ 24 (34) 35 (49)
Bone only 52 (73) 40 (55)
Bone +others 24 (33) 27 (37)
others (No bone) 24 (34) 33 (46)
Solitary Bone 24 (33) 15 (20)
Multiple Bone 29 (40) 25 (35)
Solitary Pulmonary 9 (13) 12 (16)
or Liver
Multiple Pulmonary 9 (13) 12 (16)



San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center ~ December 10-14, 2013
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San Antonlo Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Sdence Center ~ December 10-14, 2013
ER/PR Positive ER/PR Negative

1,01 . I Surgery 1,M J Surgery

Overall Survival
} h p2 -
i
Overall Survival
e 1
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m San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center - December 10-14, 2013
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San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center - December 10-14, 2013

OverallSurvival
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San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center - December 10-14, 2013
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San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center - December 10-14, 2013
Mutiple Liver/Pulmonary Met.

Solitary Liver/Pulmonary Met.
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San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center — December 10-14, 2013

Conclusions

No statistically different difference in overall

survival at early follow-up

o Longer follow-up necessary

o LR Progression was 5 times higher in ST group (Surgery 1 (%
0.7) vs ST § (3.6%)

Potentially important subgroup differences

o Bone only metastases trending toward prolonged survival

o Patients with solitary bone metastases had prolonged survival

o Younger patients (<55)have a trend toward improved survival
with initial surgery

o Patients with aggressive phenotypes appear to derive less
benefit from early surgical intervention

o Multiple Liver and/ or pulmonary metastases had a significant
worse prognosis with initial surgery
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De Novo Stage IV Breast Cancer: Breast Conserving
Resection of the Primary Tumor?

SEEMA AHSAN KHAN, wo*
Pedenser of Sampery & Bhatym [ amdy Pestonsor of Cancer Researdh [ e1ndwrg Schonk of Med ane of Northwevom Unwven sy, Babert M Lure
Comprabonn ve Cancer Contor, Chacago, Almon
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b-&.‘ﬁ'hdcﬂﬁk‘.ncﬂtmd-nlnduc-tdyv—b-ch.u«-bu-p-nhmd

TABLE L. Use of Brewst Conserving Surgery in Retrospective Studies

Mean or median age (years) T1-2% Pramary site therapy (N)
Author N Surgery None Surgery None BCS With RT
Babicra 224 50 55 40 43 39 9
Bafford 147 51.4 51.5 56 45 21 NR
Blanchard 395 63.3 57.1 19 7 53 I
Fields a0 559 58.9 44 27 61 NR
Gnerlich 9,734 62 66 58 27 1.844 1,875
Hazard 1 52.7 57.5 21 27 17 30
Khan 16,023 62.5 62.5 61 31513 NR
Le Scodan® 581 0.2 61.2 36 28 36 27
Leung 157 54.0 59.6 61° 48" NR NR
B Nguyen® 733 58 61 16° ¥ 49 21
Rapiti 300 61.8 71.6 39 2 40 1
Ruiterkamp 728 0.2 64.8 60 37 85 98"
Shien 34 53 (<50) 65 (<50) 25 22 4 0
Rashaan 171 9 (<50) NR 49 NR 1 NR
Pathy 375 9 50 10 10 6 NR
Perez-Fildago 208 559 59.2 12 6(T1) 10 NR
Dominici 551 53.4 56.3 NR NR NR NR
Neuman 186 53 58 NR NR 41 9"
B McGuire 566 &0 52.5 NR* NR* 56 30

*T1 only (T2-4 grouped together)
‘ "RT numbers not reported separately for breast conservation and post-mastectomy therapy.
“Local therapy includes primary RT without surgery.

“Includes Tx.
“T1-2 fraction not reported but median size 4cm.
T
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De Novo Stage IV Breast Cancer: Breast Conserving
Resection of the Primary Tumor?

SEEMA AHSAN BHAN, wo*
Pedenser of Sagpery & Bhitem Famidly Prstonsoe of Cancer Researdh, Feinkwrg Schook of Medane of Nordswestom Unversty. Robert M Lure
Compraecn ve Cancer Contor, Chacago, Almon
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Prawy tumwe maectos for locd coneed and mervval

4. Swrg Oncol. 20041 00:32-37. © 2014 Wiky Perodcals, I
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TABLE Il. Randomized Clinical Trials Addressing Impact of Local Therapy for the Primary Tumor

u Country Tral number Accorual period N Initial therapy Radiotherapy Primary endpoint
India NCTO0193778 2005-2012 350 Adriamycin, cytoxan, 5-FU If indicated Time to progression
Japan JCOG 1017 2011-2016 410 Systemic therapy Not addressed Survival
USA and Canada NCTO01242800 2011-2016 880 Systemic therapy Per standards for stage 1-111 Survival
Turkey NCTO0557986 2008-2012 281 Surgery For breast conservation Survival
‘ Netherlands NCTO01392586 2011-2016 516 Surgery For positive margins or palliation 2-year survival
‘ Austria NCTO1015625 2010-2019 254 Surgery Per standards for stage 1-111 Survival
—

Review of the retrospective data suggests that there may be a survival
advantage to locoregional therapy in women with metastatic breast
cancer, which is not confirmed by two unpublished randomized trials.

T:.

surgery and radiation carry some risk, locoregional therapy for the
primary tumor should be offered to patients only with full disclosure of
the lack of evidence of a survival benefit, and the offer of clinical trial
participation if one is available. If primary tumor resection is agreed
upon after full disclosure, every effort shoukd be made to maximize the
use of breast conserving resection: the evidence supporting the use

of post-operative radiotherapy is weak, at best, and cannot be

recommended at this time. Pimary radiotherapy can be considered
with the same caveats as surgical resection, particularly if the surgical
procedure required would be mastectomy,

ASL




Review Article
BreastCare  smemwws e
Primary Metastatic Breast Cancer: s""‘"‘""' : :
The Impact of Locoregional Therapy The impact of treatment for the primary tumor on distant
Stoffi Hartmann Toralf Reimer Bornd Garbor  Angrit Stachs metastases and survival in primary metastatic breast
Crmrvrront of Otter-c o Gynexesogy. Urrversty of Bowok, Germany cancer patients is controversial. Previous retrospective

studies and meta-analyses suggested a survival benefit
for the removal of the primary tumor. Early follow-up
data from 2 prospectively randomized trials presented at
San Antonio Breast Cancer Symposium 2013 could not
confirm this. Only a very small subgroup of patients with
solitary bone metastases seemed to profit from surgery,
while patients with multiple visceral metastases showed
a worse prognosis with initial surgery. There are no
studies available with the primary aim to investigate the

LRT, pU(‘) essere detrimentale impact of axillary lymph node surgery or locoragional
Solo nella paziente sintomatica sul T radiotherapy on the survival of stage IV breast cancer

. . : = patients. Based on current data, locoregional treatment
Megllo in Studi Clinici in primary metastatic breast cancer should not be rec-
ommended in patients with asymptomatic primary
tumor as a matter of routine. More solid conclusion of
the impact of primary tumor treatment in stage |V breast
cancer patients on their prognosis will be reached with
the completion of the ongoing prospectively randomized
trials. Until these studies are completed, locoragional
therapy, which can provoke additional morbidity in a
metastatic setting with limited live expectancy, is exclu-
sively indicated for palliative reasons.
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