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Kdaj ohranitev dojke ni mogoca?

Janez Zgajnar
Ol

Kaj so razlogi za tak naslov?

* Delez mastektomij Se vedno visok

* Delez mastektomij celo raste
— Uporaba MRI
— BoljSe tehnike in dostopnost rekonstrukcij dojk
— Porast kontralateralnih profilakti¢nih mastektomij

Review Article

Magnetic Resonance Imaging in Patients With Newly
Diagnosed Breast Cancer

A Review of the Literature

Melissa Pilewskie, MD: and Tari A. King, MD

The S of Magnetic resonance maging (MRD in Patients with nawly Sldgnawed brazsi cancer @mains Canoversal Here we review
the cusrent use of breast MRI and tha mpact of MRI an short-tam I1gical outcomes and rates of local recumance in addition, we
oddress the use of MRI n specfic padent POPUBNONS. Such a3 those with ductal Carmingms in sitw knvasive lobuer carchoma. and
oamult primary breast cancar. and douss the Potendial role ot MA for assessng respanse to nenadjvant dhemotherapy. Akhough
MR A28 OO0 SENTHVCY CAMEIED WITh Comardona) Eaging. B el L tranalath0 PES SURWD ISTIOrT aeBCY OuN
eomen or lorg-term patient benefit. sych o3 ITEIoved local cordmi or survval. in @y patient populasion. MR Is 2 Wnpoftant disgnos-
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Effect of radiotherapy after breast-conserving surgery on
10-year recurrence and 15-year breast cancer death:
meta-analysis of individual patient data for 10 801 women
in 17 randomised trials

Figure 1 Timeline of landmark developments in breast cancer surgery
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OHRANITVENA OPERACIJA DOIKE

» Indikacije
© ugodno razmerje med velikostjo tumorja in velikostjo dojke za
zadovoljiv videz po operaciji
o unicentri€nost (lahko multifokalnost) bolezni
o ni kontraindikacij za pooperativno obsevanje

~ Tehnika

o rez nad tipnim tumorjem, izrez tumorja z ustreznim varnostnim
plascem zdravega tkiva




ENOSTAVNA MASTEKTOMIIA!

7 Indikacije

o neugodno razmerje med velikostjo tumorja in velikostjo dojke
multicentriénost {(ne muitifokalnost) bolezni
wnetni rak dojk po predoperativnem sistemskem zdravljenju
nosecnost v prvem trimesedju
kontraindikacije za pooperativno obsevanje
medastamski rak dojke {po sklepu multidisciplinamega konzilija)

00 0 0 0

MASTEKTOMIJA Z OHRANITVIIO KOZE

> Indikacije
o 2a mastektomijo z ohranitvijo koZe se odlocimo, ce opravimo
istogasno 3e rekonstrukcijo dojke, sicer so indikacije enake kot
za enostavno mastektomijo
o kontraindicirana je pri vnetnem raku dojk

MASTEKTOMUJA Z OHRANITVIJO KOLOBARIJA IN
BRADAVICE

» Indikacije

o za mastektomijo z ohranitvijo kolobarja in bradavice se
odlo¢imo, Ce opravimo istocasno rekonstrukcijo dojke, sicer so
indikacije enake kot za enostavno mastektomijo

o kontraindicirana je pri:
- wvnetmem raku dojk
-> Kinicno prizadetem komplelsu kolobarja in bradavice
-> oddaljenosti mamografsko, UZ ali MRI vidnih sprememb

manj kot 1 cm od kompleksa kolobarja in bradavice

- krvavem izcedku iz bradavice
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surgery of the primary

subtype [7].

radiotherapy was planned.

on invasive tumour or OCIS'.

area of the original primary if down-staging had occurred.

May 4, 2016

Tailoring therapies - improving the management of early breast cancer: St

national Expert Ce is on the Primary Therapy of Early Breast

The Panel swrongly endorsed recent findings that the minimal acceptable surgieal margin was ‘no ink

This conclusion applies regardless of tumour characteristics such as lobuiar histology, extensive

intraductal component, young age, multifocality or multicentricity and unfavourable biological

A clear majority of the Panel agreed that multifocal and multicentric tumours could be treated with

breast conservation, provided the above margin dearance was obtained and whole breast

Following neoadjuvant chemotherapy, the Panel did not consider it nesessery to resect the entire

VOLIMT X7 NUMBER 14 MAY 10 2014

JOURNAL OF CLINICAL ONCOLOGY

Society of Surgical Oncology—American Society {or
Radiation Oncology Consensus Guideline on Mz rgins for
Breast-Conserving Surgery With Whole-Breast I' radiation
in Stages [ and II Invasive Breast Cancer
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Table 4
Early breast cancer locoregional treatment.

Guideline statement LoE

8. Surgical treatment of young patienss with EBC — while being 1B
tailored to the individual patient — should in general not differ 1B
from that of older patients.

Although, in general, young age is an inde pendentrisk factor for
increased local racwrence after BCS and RT. itis also arisk Jactor
for increased regional recurrence after mastectoavy as well as
systemic reairrence, thus conservative treatment does not seem
to affect 0S and the impact of side effects of more invasive loco-
regional treatmenk is often higher.

Breast Cancer Under Age 40:
a Different Approach

D. Ribnikor, MD*

J M. Ribeiro, M’

D. Pinto, MO?,

B Sousa, MO®

A C Pinto. MD"

E. Gomes, MD"

£.C Moser, MD. PhD?
M, J. Cardoso, MO’

£. Cordose, MD, PhD?"

Swgial ueaunentof BC in young women consisted, for many years, of mas-
teaomy that was casidered to be safer leading 10 less loteregional recurences
(1RR) and betier OS. In the last decade. this concept was challenged with the
resuls from large randomized aials in all age groups [32], and mastertomy
even in young patients confers no OS advantage when eompared 10 breast-

g U (BCT) |33], followed by RT. Young age however remains
asan mdependem risk facior for increased LRR after BCT |34] for both
intraduaa) and invasive disease |35), despite the use of more effective adjuvant

I ies | 36]. Even considering the higher.RR in young women sompared to
other age groups, BCT if feasible should always be the preferved option |37]. The
use of oncoplastic techniques is eonsidered safe and seems pynicutar useful
when more extensive resections are needed. Young age is also a predictorof a
gradual asymmeny between the treated and no n-ueated breast making
oncoplastic techniques more imporant |38)

freustlore. e

Surgery of the Primary Tumor
'qu_m 2015: A Briaf Swmmary of the
H’i“:‘:fﬂ:_"' Loawrgmonal lralment sspons wie 2gan 2 majo? wpic of thin
L . veat's St. Gallen/Vienna Consensus: Despite extensive discussiocs,
e e there were ne mefor choge 10 sochnical a9 af pamary tumar
Tesection, but it can be noled the “marga issue’ appears pow to be
resolved and that oficeplatk techniques bave foand sheir role the
field of breast-conserving swgery. Also, breast-amasving sargery
was agrin eonfirmed as intended staodard of care, also in cases of
multifocal (72% Yes, 14% No, 14% Abstain) or multicentric (79%
Yes, 21% No) disease, provided that clear margins can be achieved
and whale breast cadibterapy is planned.
When asked about the minimure accptable rorpical mogm,
92% o f panelists voted for ‘no ink on invasive tamor’, and 8% for
“1-2 mm’ clearance. The panel was clear on whether the sazgia
reqaired shoull depend on mmmer bialogp {160% No). shoald be
greater when age is less than 40 years (160% No), should be greater
forlobular huaclegy (100% No), and shoald be greater aftee neoad-
yavant chemothernpy {90% No, £% Yes. 2% Absiun). A cear ma-
jority of pandlinis felt that margms should not be greater in the
of i p (80% No. 20% Yes)
andgmamriurpmedmalmmmslmthan for imvasive dis-
ease (80% No, 20% Ye:s)
After 4 g by dn chemotherpy, 1he e
area of the original pnmaryd:lm oot need 10 be mmed(w% Yo,
9% No. 2% Abszain).

Author manuscTipt
_4nn 2. Aulhor mumuenpt, avuitable m PMC 2015 AT 18

eﬁ HHS Public Access

Prlmized i bt edeed fom s
Ann Srg 2014 Gecomber : 260(6) 1000-1010 dor-10 1A9V/STA 0000000009006

C i y after Unil Breast
Cancer: A ic Review & M Analysi:

Oluwsdanilols M. Fayanju, MO', Carolyn R T Stoll, MPHZ, Sucan Fowier, MLIS?. Graham
A Colditz. DrPH?, and Julle A. Marenthater, MD’

CPM. We recommend that UBC p 1thout known el d FGR be aduisad agamst
CPM. while pagents with elevaied FGR should be advised thas winle CPM would
significanuly decrease their nsk of MCBC, 11 1s velikely % prolong theis bixes.
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Zakljucek
* DeleZ mastektomij bi lahko/morali zniZati

* K manj mastektomijam lahko pripomore
— Nova spoznanja in smernice
— Uvedba tehnik onkoplasti¢ne kirurgije
— Vec argumentiranega pogovora z bolnicami




Multidisciplinary team approach
and onco-plastic surgery
in
Breast cancer treatment

Prof. UroS Ahcan, mMD, PhD
Consultant plastic, reconstructive and aesthetic surgeon
Department of Plastic Surgery & Burns

University Medical Center Ljubljana

Breast Cancer realities

* More than 350.000 breast cancer cases per year (EU)*

* Onein 10 women in the EU-27 will develop breast cancer
* Most frequent cancer type among women(~30%)*

» The incidence of breast cancer has been increasing for many
years in economically developed countries.

* Over the thirty year period 1979-2008 the annual number of
new cases of breast cancer in women almost doubled.

Sources:
" GLOBOCAN 2008 (Intemational Agency for Research an Cancer) Web Site http:/glabocan.iare. f/
4 Lee C, Belkora J, Chang Y, Moy B, Partridge A, Sepucha K, Are Patients M&%mg High-Qualty Decisions about Breast
? an Surgery, January 2011
EUPHIX Euupean Uion Publc Healty Infoniat

smem Breast cancer occurence, LSS o erEeesy donemprend VX7 il
“Eurostat o stepy (O LTy o

O SLG ishrerTs
Trternal marke! aseessment, Menior Reconstruchion Summi

Breast Cancer realities

* 45% of BC patients are facing a mastectomy*

* ONLY ~20% reconstruction rate®

* Very low level of awareness/information
about breast cancer and reconstruction

optionsz (70% of women who are eligible for the procedure are not
well informed about their reconstructive)

Sources:
 GLOBOCAN 2008 (International Agency for Research on Cancer) Web Site fip:/globocar.jarc fi/
ileeC, Belkma .| Chang Y, Moy B, Parkridge A, Sepucha K, Are Patients Making High-Quality Decisions about Breast
Plasbc and Surgery, Janury 2011
SEUPHIX Eumpean "Union Pusie Heah Informalion System Breast cancer accurrence, FEQ (2
“Eurostat,
Sinternal market ment; Mentor jon Sumimit

patient with breast cancer

What she needs?




Breast CA treatment strategy

What she needs?

Proper information (“breast cancer” sose-» 400.000.000 hits)
Skilled surgeons (team)

All possible methods of Ca Th & REC
Best material (expanders & implants)
Best pre & post operative care
Psychological support

Modern treatment of breast cancer is
multidisciplinary and multi-professional

2 Team approach in breast cancer care

UUBLIANA experience
Functional Breast Unit

>»Oncology core team

Oncology core team

Radiation

All team members should have basic knowledge on
breast reconstruction options and procedures to
deliver consistent information to the patient




Oncology core team Oncology core team

Profound knowledge

* Pathology of the disease * establish the diagnosis (triple assessment),
* Diagnostic procedures » determine the stage of the disease,
* Multimodality treatments * decide for surgical and (neo)adjuvant therapy.

— Systemic treatment
Basic information about breast reconstruction — integral part of breast CA treatment

— Radiotherapy

— Specific surgical procedures
A key role in the treatment of breast cancer is played by the team of oncologists

Reconstructive core team Other (optional) team members

Physiotherapist

All team members should have basic knowledge on LIRSS L Breast cancer
onco&plastic treatment to deliver consistent support group
information to the patient




‘}MENTOR o T - YT

Patient pathway

Multi-disciplinary Case
Management Meeting

Multi-disciplinary Case
. Management Meetings MDM)

REC rate 60%

Multidisciplinary team approach provide comprehensive assessment and consultation and the

best possible treatment under specific circumstances.

breast reconstruction planning

sess relevant clinical facters infuencing what to th ie

age, tissue quality and quantity, glandular characteristics, breast ptosis, pectoralis muscle
characteristics...




scars, radiodermatitis, obesitas

Reconstruction decision tree
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cancer support
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Breast cancer support group

Priceless support




The ultimate decision regarding the
oncologic treatment and type of breast
reconstruction is made by the patient
after consultation!

... oncoplastic surgery,
breast reconstruction
with implants,
autologous tissue (flaps,
lipografting), or
combination of different
methods

TR
v V¥V V¥

SS — Nipple Sparing Mastectomy

autologous Bneoplastic oncoplasic
Single st. Single st- 25 Single st, 2utdlogdus: autologous
CL aug t log 2S. 2 st +Mastop 2 st + Masop
sS + dermal flap
ADM

Teamwork forms the basis for modern breast cancer treatment and personaliz2d approach

Reconstructive options

Oncoplastic surgery
Autolgous reconstruction
Implants based reconstruction
Combination




Reconstructive options

Oncoplastic surgery
Autolgous reconstruction
Implants based reconstruction
Combination




Autologous reconstruction




Delayed Autolgous reconstruction




Reconstructive options

Oncoplastic surgery
Autolgous reconstruction
Implants based reconstruction
Combination




Preoperative measurements
& appropriate implant selection

In comparison to breast augmentation (b), bigger implant
with greater projection on the lower pole of the breast should
be considered in IBBR (d).

bilateral 2-stage IBBR

Mentor CPG™ Implant 323,495cc 323,495cc

appropriate implant selection
in bilateral 2-stage IBBR




appropriate implant selection
in bilateral 2-stage IBBR

Menttor CPG™ Implant 323,495cc 323,495 cc

ﬁ”ﬂ

Even with implants we can recreate breasts of different sizes and
shapes, even ptotic breasts with shorter post-operative recovery
time, shorter hospital stay, no additional scaring and donor site
morbidity.




New trends

* in the last decade the number of women with
breast cancer having bilateral mastectomy
doubled and more than tripled among
women without breast cancer but with
BRCA1/2 mutation or a high family risk (high
risk women).

* In USA rising trend in CPM (contralateral prophylactic
mastectomy)

IMPLANTS based
BREAST RECONSTRUCTION

IBBR is not just a “variation of breast augmentation”.

With an experienced surgeon, breast augmentation is a
simple and straightforward surgical procedure of a short
duration and minimal complication rates.

However,

Tebbetts et al. described and categorised 53 variables -
that can influence the final result of every breast
augmentation — in clinical, tissue and surgeons’ factors

Studies showed that the average woman’s age undergoing bilateral prophylactic mastectomies,
varies from 38.1 —40.7 years

(younger, fit patient, less invasive surgery, IBBR})

The main factor that needs to be taken into consideration in IBBR is the

absence of breast tissue after SS or NS mastectomy

“soft tissue envelope”

\ 4

“skin envelope”

Comparison of soft tissue coverage between breast
augmentation (a) and breast reconstruction with implants (b),

where breast tissue is absent, thus irregular, thin skin envelope
i 1 i i and imnlant




CPG™

appropriate implant selection in unilateral 1s IBBR

The removed tissue is simply replaced with an anatomical implant of
similar shape and volume

appropriate implant selection

in bilateral 1s IBBR

© o

Result in 37 years old patient after bilateral NSM and single-stage reconstruciion using
anatomically shaped silicone implants (Mentor CPG™ Implant 333, 610 ml) & ADM.

remawed $41 gr £PG 530, 630 ¢¢




Reconstructive options

Oncoplastic surgery
Autolgous reconstruction
Implants based reconstruction
Combination

28 years old patient, left breast: invasive ductal CA

Immediate reconstruction with DIEP flap




Team approach in OR




Breast surgeon: mastectomy, lymph node surgery, (SLB, axillary LND)

SSM
&
ms TRAM/DIEP

breast reconstruction

* Min 175 min
(2,9 h)

* Max 435 min
(7,25 h inviliateral)

* Average 250 min

(4,1 h)

Benefit from 2-Team approach even in the OR

Delayed reconstruction




1 st team

2 nd team

UMC LU in 2010, 2011, 2012

105 DIEPs 147 DIEPs 156 DIEPs

5 revision = 4,7% 6 revision=4,1% 6 revision=3,8 %
2 flaps lost = 1,9% 1 flaps lost = 0,7% 1 flaps lost=0,6 %

98% 99,3%
successful successful
rate rate

99,4%

successful
rate

2013. 2014 100% successful rate

Consecutive series of 293 BIEP flaps without a flap failure




Treating Breast Cancer patients:

Is a “project” which should involve several parties —
the patient herself, her husband & family and a group
of medical professionals being her advisors.

If all of these parties work in a coordinated way and
act with dedication and professionalism, the
treatment can represent nothing more than an
unpleasant transitional period from patient back to
woman...

Breast Reconstruction integral part of breast cancer treatment

to regain her natural breast shape and fullness... to restore life

suntey r@CONStruction rate after mastectomy is ~20% (0-40%)

oplimization of autologous breast reconstruction Ljubljana MC

ms TRAM/DIEP flap
breast reconstruction

* Two team approach

* the use of reverse engineering technology
— Additional team members - mechanical engineer




ms TRAM/DIEP breast reconstruction

optimization of autologous 2nd breast reconstruction in Ljubljana MC

In order to achieve:
better breast
symmetry in secoadary
breast recontruction
where the footprint,
conus, and skin
envelope have been
damaged dramatically,
reverse engineering
technology is used.

New technique

3D image of the
remaining breast i:;
taken according to the
instruction from tre
plastic surgeon wth
3D scanner by
mechanical engine:er.

Faculty of mechanical engini-ering




New technique [ =
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(healthy breast replica and a mold)
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optimization of shaping

Flap shaping in NBRC on the side table.

Excesive tissue is cut away. Perforators are
maintained in the central part of new breast.

The mold has negative geometry of the contralateral breast and is
used for tissue shaping during surgery.




Positioning of the flap according to KSP (4+4) is done in few minutes with staples

Problem outline




Ljubljana, november 2015

1. Indikacije za RT po mastektomiji

tumor >5cm

> 3 pozitivne bezgavke v pazduhi

pozitivhe parasternalne bezgavke

ozki kirurski robovi oz. R1/R2 resekcija
prizadeta koZa (vnetni karcinom)

¢e NAKT: RT glede na status pred zacetkom

zdravljenja

Uvod

+ 1. indikacije za obsevanje (RT) po mastektomiji

* 2. najprimernejsi nacin rekonstrukcije dojke (RD) pri
bolnicah, ki potrebujejo dopolnilno RT

* 3. dejavniki, ki vplivajo na konéni izid zdravijenja z RT
in RD

Effect of radiotherapy after mastectomy and axillary surgery on
10-year recurrence and 20-year breast cancer mortality:
meta-analysis of individual patient data for 8135 women in

22 randomised trials

_lsn-po\,-m.\.u;h | oy a3
B o b2 im0 085000 LTS (T TTEr v
| bopasct Tmainty T ] e Tty
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2. Najprimernejsi nacin rekonstrukcije

* NCCN smernice (verzija 3. 2015):
* Odprto vprasanje:
RT res potrebna pri vseh starostih in pri vseh « pri predhodno obsevanih bolnicah je uporaba tkivnih

bioloskih podtipih? Pri vseh (enaka) dobrobit? razsirjevalcev /vsadkov relativno kontraindicirana zaradi
slabsega estetskega izida (vecja moznost kapsularne

kontrakture, malpozicije, ...). Priporocajo rekonstrukcijo z
* Cakamo objavo napovedane analize, zaenkrat ise lastnim tkivom
odlocamo individualno glede na starost bolnic2 in

biotoske lastnosti tumorja Takoj$nja rekonstrukeija je kentraindicirana pr vnetnem raku
dojke- ¢imprejsnje obsevanje!

- Ceje naértovana RD z lastnim tkivom in RT :

Ann Surg Omad (RIS T 4402450

Priporocajo odlozeno rekonstrukcijo (po RT) ali pa takojsnjo RD fom 3 G TS S
tkivnim razsirjevalcem in po ohsevanju RD z lastnim tkivom

- Ceje naértovan vsadek in RT : Immediate Recoustruction of the Radiated Breast: Recent Trends
) 1% = -l . . Contrary to Traditional Standards
Priporocajo takojsnjo RD s tkivnim razsirjevalcem in po
L | Shafievh Acwal MD'. Kelley M. Kidweil PhiY. Aaran Farberg, MD', Seffrey IL Kozaw, MD. A,
obsevanju (lahko pa tudi pted njim) trajni vsadek Kevin C. Chaug. MD. MS*, and Adeyiza 00, Mamoh, VD'

Ievinin af Plasii Surgery. Deanmen of Surgery. Umseraty of Mitagsn Makcal School, Ann Arbor. M1 ‘Oepanmern
of Renttimirs. Scheol of Patlic Heahh, University of Mahigan, Ann Adwr MU

Takojsnja vstavitev trajnega vsadka ni priporocljiva, ce je
predvidena RT (vec zapletov)




Dejavniki, ki vp
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uporabimo pri ozkih sprednjih robovih




Primer

Bolus — uporabimo tudi Ce je taréno tkivo nad
vsadkom zelo tanko, da zagotovimo pokritost s
predpisano dozo

Bolnica KR, MRM s takojsnjo rekonstrukcijo (tkivni

razsirjevalec)

- RT: zaradi tanke prsne stene bolus na desno dojko
PTV1: TD=25x 2 Gy

P

- RT: bolus ez zunanji zgornji kvadrant

PTV 1: TD =25 x 2 Gy (cele dojka)
» Velikost bolusa odvisna od tega, kako natanciho oY

lahko opredelimo, kje je bil problematicen rob
(najbolje, ¢e so na tem mestu klipi...)

- Bolnica LHM, ablacija in takojsnja rekonstrukcijh z
lastnim tkivom

- HI: DCIS, velik 2,5 cm, v zun. zg. kvadr., sr. in vispki
gradus, tu celice v blizini ant.roba (v obmocdju vidnega
polja velike povecave)




ce tumorja:

predpisemo pri ozkih ali pozitivnih robovih

¢e ni jasno, kje je problematicen rob, potem
obsevamo celo mamarno regijo (rekonstruiranmo
dojko) z visjo dozo

skupna prejeta doza: TD=(30-33) X 2 Gy = 60-66 Gy

posledi¢no slabsi estetski izid zdravljenja !

“vim=: @ Bolnica DD; mastektomija s takojsnjo rekonstrukcijo
(tkivni razsirjevalec), IDC in DCIS; DCIS blizu sprednjega roba (v
obmoc¢ju vidnega polja velike povecave)
RT: - bolus na zgornjem notranjem kvadrantu

- PTV1: TD=25 x 2Gy (cela dojka)

- PTV 2: TD= 5 x 2 Gy (zgornja kvadranta dojke)

Whole-breast irradiation with or without a boost for patients
treated with breast-conserving surgery for early breast cancer: 20-
year follow-up of a randomised phase 3 trial

Bortelink H, Lancet Oncology. vol 16, januor 2015
Ini maj 1989- junij 1996

- mikroskopsko kompletna odstranitev invazivnega Ca dojke
- Pooperativna RT: 25x 2 Gy
- randomizacija:
brez boosta {2657 bolnic) /16 Gy boosta (2661 bolnic)
- Srednji ¢as opazovanja: 17.2 let
dodatek boosta izboljsa lokaino kontrolo (HR 0,65)
(ne vpliva pa na prezivetje) vendar poslabsa estetski izid:

Bolnica MN ; MRM s takojsnjo rekonstrukcijo z lastnim tkivom,
dodatna ekscizija tkiva dojke:

Hi: multipla zarisca IDC blizu (v obmocju vidnega polja velike
povecave) kavtersko poskodovanega roba (tkivo iz podkozja)

RT : bolus cez celo rekonstruirano dojko
- PTV 1: dojka + scl, TD = 25 x 2 Gy
- PTV 2:dojka, TD = Sx 2 Gy




polnjenje tkivnega razsirjevalca : NE, vse od priprave na
simulatorju dalje pa do konca obsevanja, ker izdelan
obsevalni nacrt sicer ne ustreza vec!

A S

RT zakljucek
* Ce je zacasni vsadek zelo napolnjen, je zelo tezko pripfaviti

optimalen obsevalni nacrt - za bolnico bolje, ¢e ga delfio

izpraznimo - pred pripravo na simulatorju !

¥

ne glede na vrsto rekonstrukcije, na koncni estetski
izid zdravljenja z operacijo in RT vplivajo Se drugi
dejavniki, ki jih je potrebno upostevati: npr. bolus,
dodatek doze zaradi tesnih robov

£

LY
7

Pri bolnicah z 1-3 pozitivnimi bezgavkami po
mastektomiji z RT podaljtamo prezivetje




Novosti v predoperativnem Namen predoperativnega sistemskega zdravijenja
sistemskem zdravljenju raka dojk Definicija patoloskega popolnega odgovora

Simona Borstnar
Oddelek za internisti€éno onkologijo
Onkoloski institut Ljubljana

19. oktober 2015

Namen predoperativhega sistemskega
zdravljenja

» Vpliv na kirursko zdravijenje:
> Zveca operabilnost in delez ohranitvenih operacij’
> Zmanjsa zaplete operativnega zdravljenja 2

» Zmanjsa potrebo po kirurski reoperaciji zaradi rezidualnega tumorja®
Namen predoperativnega sistemskega zdravljenja > Uginku prilagojeno zdravlienje: i -
» Prekinitev/sprememba neuspesnega predoperativnega zdravijenja

» Napoved izhoda bolezni glede na odgovor (patoloska remisija)
> Patoloska popolna remisija napoveduje dober izhod bolezni*
» HitrejSi prenos spoznanj iz klini€nih raziskav
> Patoloska kompletna remisija kot nadomestni pc j uspesnosti zdravijenja namesto DFS in OS?

I

1. Kaufmann, et ai. Ann Surg Oncol 2012;
2 Abt, et al. JAMA Surg 2014;

3 Jeevan, st al. BMJ 2012;

4 Cortazar et &l. Lancet 2014




Definicija patoloSkega popolnega odgovora

Definicija patoloskega popolnega odgovora

Zakaj je predoperativno sistemsko zdravljenje
pomembno za ovrednotenje ucinka novih terapij

leta

Patoloski popolni odgovor kot nadomestni cilj kliniénih razi

Prednosti raziskav v predoperativnem zdravljenju v primerjavi z dopolnilnim:
» Hiter razvoj dogodka (krajse trajanje raziskav)

» Moznost ijskih razi (primerjava | i ja pred in po si i terapiji

» Potrebno manjse Stevilo bolnikov




Guidance for Industry
Pathological Complete Response in
Neoadjuvant Treatment of High-Risk
Early-Stage Breast Cancer: Use as an
Endpoint to Support Accelerated
Approval

VL  IMPLEMENTATION OF THE GUIDANCE

Sinos the eleas of th datt vers0n o ths guidancein May 2012. the FDA bas panicigated

public i is mathway fos drug In Mach 2013 the FDA and
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Zdruzena analiza 12 kliniénih raziskav predoperativhe KT
(N=11955)

Namen raziskave:

ugotoviti povezavo med patoloskim popolnim odgovorom in €asom brez ponovitve bolezni ter celotnim prezivetjem,
razpoznati ustrezno definicijo patoloSkega popolnega odgovora, ki najboljse korelira z izhodom bolezni,

razpoznati podtipe, pri katerih patoloskim popolnim odgovorom najboljSe korelira z izhodom bolezni in

ugotoviti ali vecji delez patoloskim popolnim odgovorom napoveduije izbolj$anje preZivetja brez napredovanja bolezni (EFS)
in celotnega prezivetja (OS)

YYVY

NSABP B-27
N =2411
Neoadjuvantna KT vs,
adjuvantna
GeparTrio NsABP B.13
=2072 i 1523
pCR s podaljsano Naned,wsnma KT vs. PCR pnbo/m'klh sz
necsdjuvantno KT° adjuvantna KT8 necadjuvantno KTm
=, i
PREPARE s R
N =733 NE‘!_ii'l‘l'-i { W
Primerjava dveh neoadjuvantnih E1385 - | %
7 e mm KT ;mm%
[} X (KT i et trmass,
| L1 § :

1 Unken M ef al. J Giin Oncol 2009 27:2333-2945 2 von Minckwilz G. et al J Clin Oneol 2005; 23 2676-2685 3 Unkeh M. efal Arn Oncof2011; 221939-2006 4 Bonnefor K. ef al Lanos! Oncol 201 1; 12527~

539 5 von Minckwitz G, ef a/ Arn Oncol 2005, 165663 6 von Mincowz G, ef al J Natt Cancer tns! 2008 100552562 7 Bear HD atal J Clin Oncol 2006, 24 2013-2027 & WolmarkN et af. J Nati Cancer inst

Monogr 2001 30 6-102 9 Giani L ef al o Ciin Oncol 2009, 27 2474-2481 10, Gianm L, el af Lancef Onco! 2014 15 640-647 11 Unich M, of o/ J Clin Oncof 2011 29 3351-3357 12 von Mindwiiz G. of al J Clin
23

Oncol 2010 28201520 Cortazar P et al, Lancet 2014 384: 164-72

Povezava med tpCR ter EFS in OS
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0S= celotno prezivet; ! je dogodek je smit)

Cortazar P et al. Lancet 2014; 384: 164-72
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Cortazar P et al. Lancet 2014; 384:




Katera definicija popolnega patoloSkega odgovora najboljSe
napoveduje izhod bolezni

Event-frec survival (%)

— YRTOYPNO (n=1554); HRQ 44 (95% C1 0:39-0.51) —— YPTCYPNO (n=1554); HR 0-36 (95% Q1 0:30-0 4)

— yPTO/s ypNO (1=2131); HR 0 48 (95% €11 43-0 54) 7 ©031-042

—— ypT0/ls (n=2598% HR 060 (35% C) 0550 66) —— ypT0/is (n-2598); HR 051 (95% € 0.45-0-58)

T — s, - T ’ T T T
¢ s o 8 o 3 i@ % 20
Time since randomiszaon (ysars] Tt wns tmadeomon 200 s}

L ga raka inin sifu raka v dojki in pazduSnih bezgavkah
ypTﬂﬁsYpNO- i ralea v dojki in (ne glede na DCIS)
ypTO0/is= odsotnost invazivnega raka v dojki (ne glede na DCIS in infitracijo pazdusnih bezgavk})

Cortazar P et al. La icet 2014; 384: 164-72

Korelacija med delezem bolnikov s pCR in izhodom bolezni

Event-free survival Overad sorvread
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Moni rzt)oal zaka] delez pCR ni kormiiral = ithodiam bakesni:

» heterogena populacia

> majhen deie2 pCR pri HR+

 Majhan dele2 bolnic zdrajeniti & taréne Inisijn
‘» del bolntkav je prejel tudi aduvenre leugis

Cortazar P et al. Lancet 2014; 384: 164-72

Novosti v predoperativnem zdravljenju trojno negativnih rak

Soli platine v predoperativhem zdravljenju (randomizirane
raziskave)

Study [tio | Backbone ' = No Carbo | Carboplatin

i Regimen
1 !

GeparSixto 315  Tedenski pakiitaksel+ liposomalni 38% 59% <0.05
Doxo+bevacuzimab+/- tedenski
learboplatin (AUC 1.5-2x 18)

CALB 40603 433  Tedenski paklitaksel+/-bevacizumab  41% 54% 0.0029
+/-karboplastin (AUC 6) na 3 tedne x
4, nato ddACx 4

Tamuraetal 75 Tedenski paklitaksel +/-karboplastin ~ 26% 62%
(AUC 5) na 3 tedne x 4, nato CEF

Alba et al 94 EC90 nato docetaksel +/- karhoplatin  30% 30% NS
(AUC 6) na 3 tedne x 4,

Ando et al 75 Tedenski paklitaksel +/-karboglastin ~ 26% 61% 0.0003

(AUC 5) na 3 tedne x 4, nato CEF x 4

Von Minckwitz G et al, Lancet Oncology 2014, Sikov WM et al, JCO 20-5, Alba et al, Breast Cancer Res Treat 2012; Tamura K et al JCO 2014,
Ando M et al , Breast Cancer Res Treat 2014




Meta-analiza predoperativne terapije s solmi platine pri
trojno negativhem raku dojk (TNBC)

28 klinicnih raziskav (6 randomiziranih klinicnih raziskav,22 prospektivnih in retrospektivnih
raziskav) N= 1598

TNBC

Skupni deleZz pCR s solmi platine 45%

KT s solmi platine vs. KT brez soli platine HR=1.45
TNBC vs. ostali

Zdravijeni s KT s solmi platine HR 3.0

Petrelli F et al. Breast Cancer Res Treat 2014,144(2):223-232.

Povezava med mutacijo BRCA in odgovorom na predoperativno
KT s cisplatinom

(AvIDr. Znatiinast tumorfa Shema

Byrski

BRCA1 mutacija KT brez soli platine 90 14(16%)

BRCA1mutacija Cisplatin75 mg/m2 x 4 107 65 (61%)
Silver brez BRCA mutacije Cisplatin75 mg/m2 x 4 26 4 (15%)

BRCA 1 mutacija Cisplatin75 mg/m2 x 4 2 2 (100%)
Ryan Brez BRCA mutecije Cisplatin7?5 mg/m2 x 4 + 51 8 (16%)

Bevacizumab 15 mg/kg x3

Byrski T, et al. JCO 2009; 28(3):375-379; Byrski T, et al. Breast Cacer Res Treat 2014; 147 (2):401-5; Silver DF, etal JCO 2010; 28(7):1145-53,
Ryan PD, et al JCO 2009 ; 27(15S)

Zaviralci PARP pri trojno negativnem raku dojk (TNBC)
(Raziskava BrighTNess; n=624)

R
TNBC 5
Stadij :T2-4 NO-2ali TIN1-2 . p
)
M | AC
Stratifikacija: I . RokaB ; ] l dna 2ali3
BRCAstatus: z _Placebo+ karboplatin/paklitaksel \ednkix 4
NOvsi12 2 =
c
AC na 2 ali 3 tedne |
J §
A . Roka (o]
— Placedo+ placebolpaklitaksel

Primami cilj raziskave: pCR

Veliparib: 2x 50mg po 12 tednov; karboplatin: AUC € iv a 3 tedne x 4; paklitaksel 80mg/m? tedensko x 12,
AC:doksorubicin 60 mg/m? /ciklofosfamid 600 mg/m?

PL=0OPDTmMOO

Trenutna priporocila izbora predoperativhe KT za HER2
negativne rake

» Kemoterapija z antraciklini in taksani v sosledju (npr):
~ FEC na 3 tedne 3-4x— DOCE;q, na 3 tedne 3-4x
» FA(E)C na 3 tedne 3x -~ Paklitakselg,tedensko x 12
» ACpp X 4 na 2 tedna 4x--+ Paklitakselg, tedensko x 12
~» ACpp x 4 na 2 tedna 4x— Paklitaksel,75 na 2 tedna x 4

» Soli platine (Se) niso vklju¢ene v trenutna priporocila

| KT NAJ BO ZAKLJUCENA PRED OPERACIIO !




Novosti v predoperativnem zdravijenju HER2 Ipozitivnih rako

NeoALTTO/BIG 1-06:
Predoperativna terapija s lapatinibom in/ali trastuzumabom

» Randomizirana, muiticentri¢na, odprta klinicna raziskava faze ||

teden 6 teden 18 teden 52
| spatinib’s
Lapatinib* TSR Lapatinib
d Pacitakset :
HER2+ rak dojk; i i
ECOG PS04 —~ ¢ Trastuzumab? Tr:sa:ft:'::; % Trastuzumab
(N = 455) ! i

Operacija+ FEC x 3
adjuvantno
“lapatinib 1500 mg/dan; trastuzumab 4 ma/kg, nato 2 me/kg tedensko; “lapatinib 1000 mg/dan, znizan
odmerek na 750 mg/dan s paclitakselom, paclitaksel 8C mg/m?/teden

Baselga J, et al. Lancet 2012;379:633-640.

NeoALTTO: rezultati

» Ved|l delez pCR pri dvojni anti HER2 terapiji (46.8% vs 27.6%, 20.0% z samo enim anti- zdravilom)
» EFS in OS nista razliéna med skupinami

EFS os
1001 K 100 \
801_ Lapatinib + trastuzumab = 80 = >
g { — Lapatinib _—
é 0 — Trastuzumab E. &0
]
3YIEFS. % %2} 3
] 401 Events.n (5%G)  HR(S%Cl) Pyse O 40 Evenls,n (95%Cl) HR(95% ZI) PValue
Lopatimib> 30 Ba(77-29) 078047128 33 tapalinb+ 13 85 (2 062(030- ® 19
20 o 'rstuzumab 204 rnesmen
Lapatinit 38 78(70&4) 106(066-169) &1 Capatinib 18 53(87-95) 0B6(D4S. 63) 65
Tasweumab 37 76 (58L2) Trosunmeb 23 90 (6484)
0 T ) 0+ v —_—
0 1 2 3 4 0 1 2 3 4

de Azambuja E, et al. La 1cet Oncol. 2014:15:1137-1146

NeoSphere: nacrt in cilji raziskave

Bolniki z operabilnim 3l

lokalno na_p_vex_iovallm/vnetrum’ (804420 mai
HER2 pozitivnim rakom dojk o

Kemo- naivni,
primarni tumorji
>2 cm (N=417)

Pe=OPpPamuO

« Primarni cilji:
Primerjava delezev bpCR
TDvs PTD
TDvsPT
PTD vs PD

¢ Sekundami cilji:
PFS
DFS
Varnost
« Druge analize:
PFS glede na status hormonskih
receptorjev
Povezava med PFS i tpCR

ol Gianni L, et al, Lancet Oncal 2012; 13:25-32




NeoSphere: nacrt in rezultati pCR

Bolniki z operabilnim ali
lokalno napredovalim/vnetnim*
HER2 pozitivnim rakom dojk

Kemo- naivni,
primarni tumorji
>2 cm (N=417)

p=00198
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NeoSphere: rezultati PFS

PFS, %

n atrisk
TD

PTD
PT
PD

60 =
sa4 ™
40 = PTD
30 —
20 TD PTD PT PD .
n=107 n=107 n=107 n=96
10 45
g Semi PFS, % (95% g1 (71-87) 86 (17-81) 73 (64-81) 73 (63-81)
f 4 L H .
0 12 24 36 a8 60
meseci
107 101 89 83 78 58
107 99 94 88 86 63
107 93 86 80 77 55
9% 8s 76 72 69 s7

Ehod!

as brez

bolezni {12l p nja je

NeoSphere: dopolnilna sistemska terapija

Bolniki z operabilnim ali

lokalno napredovalim/vnetnim*

HER2 pozitivnim rakom dojk

Kemo- naivni,
primarni tumoriji
>2 cm (N=417)
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Trenutna priporocila predoperativne sistemske terapije za
HER2 pozitivhe rake

» Kemoterapija v sosledju antraciklinov in taksanov+ trastuzumab
+/- pertuzumab (npr):
»>FEC na 3 tedne 3x— DOCE,y, na 3 tedne 3x + trastuzumatb: +/-
pertuzumab na 3 tedne

»>AC na 3 tedne x4 — DOCE,q, na 3 tedne 4x + trastuzumat +/-
pertuzumab na 3 tedne

KT zakfudena do operacie!
Po operacifi nadalievanie trastuzumaba do—skupno-teta (+ HT pr HR poaitivnin

Zakljuéki

» Prednosti predoperativnega sistemskega zdravijenja danes so predvsem pretvorba
neoperabilnih rakov dojk v operabilne in zviS8anje deleza konzervirajoCih operacij, ob
enakem vplivu na dolgorocni izhod bolezni <ot ga ima dopolnilno sistemsksko zdravljenje.

» Patoloski popoln odgovor (ne glede na definicijo) napoveduje dober izhod bolezni,
predvsem pri bolnikih s trojno negativnimi in HER2 pozitivnimi (HR negativnimi) raki.

» Ceprav patoloski popoln odgovor ni dokonéno razpoznan kot zadovoljiv nadomestni
konéni cilj v klini€nih raziskavah, pa je predoperativno zdravljenje priviaéno za
translacijske raziskave ter hitrejSe in cenejSe ovrednotenje ucinkovitosti novih, predvsem
tarcnih, zdravil.






