NEOADJUVAN TEDAVI SONRASI
MEMEYE VE AKSILLAYA CERRAHI
YAKLASIM

Dr.CEMALETTIN TOPUZLU
BASKENT TIP FAKULTESI
GENEL CERRAHI ANABILIM DALI

Ankara Meme Hastaliklari Dernegi
7 Nisan 2018



















Meme kanseri lokal bir hastaliktir.
Once bolgesel lenfatiklere
Bundan sonra kan yoluyla yayilir.
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POST AXILLARY DISSECTION LYMPHEDEMA




Her sey yoruma agciktir,

ancak belirli bir tarih diliminde
hangi yorumun one ¢ikacagi,
gercegin ne oldugundan ¢ok

o tarihte gecerli guice tabidir

FRIEDRICH NIETZSCHE



BERNARD FISHER

Meme hastaligi sistemik bir hastaliktir,
bu nedenle ¢esitli etkin yerel ve bolgesel
tedavi yontemlerden higbirinin sagkalimi

etkilemesi beklenmemelidir!
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RM, TM-RT ve sadece TM yapilan hasta-
larda tim sagkalim ac¢isindan higbir fark
yoktur.

Sadece TM yapilan hastalarda ¢ok az
sayida gelisen aksilladaki niiksler , ALND
ile etkin sekilde kontrol edilmistir.
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A Disease-free Survival

100

O Total mastectomy
(371 events)

A Lumpectomy
(408 events, P=0.47)

A Lumpectomy + irradiation
{391 events, P=0.41)

B Distant-Disease-free Survival
100

O Total mastectomy
(283 avents)

A Lumpectomy
(331 events, P=0.21)

A Lumpectomy + irradiation
(309 events, P=0.95)

4 8 12 16
Years of Follow-up

¢ Overall Survival
100

O Total mastectomy
(299 events)

A Lumpectomy
(338 events, P=0.51)

A Lumpectomy + irradiation
{317 events, P=0.74)
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Lokal nuks ve yas iliskisi

= Age 23-46 years
= Age 47-54 years

Age bb-63 years
= Age 64-88 years
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al relapse by aboue 0%, In all, | defend the position
vith clinically node negative breast camcer [ possi bly
regative ultrasound of the axillary nodes) and an
nastectary, SN should be performed and Fall
ation of the sentine node (5} amnd primarny cancer
d, Based on this information, the policy regarding
trment should be discussed and decided: no furmther
in SMB [TC and micrometastes only ), radiotherapy
rall {in lamger turmors and macrometastases ) or ALMD
 invo heEments in our eXpernenoe vwery ranel. Those
hes immediate breast reconsomilcri o, our tearm will
the patients abourt the extra risks of side effects and
FECOmE, In Case post mastectonny radiotherapy is
doning intra=-operative assessment of the SMN. marmy
pared a full ALMD.

*nits where intra-operative assessment of the SN can
n&e wwith proven lymph node metastases af primany
ho have been treared with up front chemothe rapy.
atienes with triple negative and HER} positive
ilewe remission of the SM's can be achieved im
patients, ALMD is still considered standard of care.
d {and or clipped node) after up front chemotherapy
ode] is free of discase [5.6]. one could refrain from
n the radiwtherapy, simce this in general indecated

en the resules from randomised trials, the guidel ines
an Society of Climical Onoology, and the altermative
e for patients with diseased nodes, it seems
patients o have intraoperative axillary ymph node
mperative that decisions abowt how o treat aocillary
e made with knowledge of tumour ology, the
in ehe senrinel nodes, and any planned radiothe rapy
apy. Most importantly, patients need o partcipate
15, Intraoperative frozen section analysis of breast
andoned long ago because it dened patienes the
ntribute o their trearment planning. [Tis now tinnee
it b intraoperative sentinel lymph node assessment.

wnerfield ME, Bosserman LD, Perkins CL, Weaver DL,
Sentinel lymph node biopsy for padenes wwith

reast canmcer: American Socieny of Clinmical Onoology

Hoe Guideline Update, | {fin Onool. 2016 Dec 12:

A7 [Epuly abead of print |

erghese ET Mair A, Pathak 5, Kim B, White |, et al

avieww and meta-amnalysis of cytoleratin 19-based

58 7.2
Are and molecular subtype: Impact on surgical decisions

T. King”*. Dama Farbe B ngham and Wormen's Cancer Center, Boston, LS4

The relationship bebween age and breast cancer subtype is com plex.
Both impact risk of LRR and survival, however, the increased rnisk
imparted by young e appears w differ among breast cancer
subtypes, and as more is leamed about the heterogeneity of breast
cancer, the absalute risk from young age alone will likely continue
o lessen. At the orther end of the age spectrum, therne is a growing
body of evidence demonstrating a fanorable interaction between
alder age and molecul ar subtype swuc h that many older wormen with
ESIMDEEN recepinr positive breass cancer may be spared axillary
staging andfor adjuvant radiation therapy withowut a detrimencal
impact on sureival,

Iicis clearthar young breast cancer patients experience higher rares of
local recurrence and contralateral breast cancer (CBCL They also
frecquently present with more aggressive clinic-pathaologic features,
including hormone recepior negative and HERZ|neu oversxpress ng
dizease, and are more likely o be categonzed in the high-nsk
group by molecular subtyping when compared to their older
counterparts. Howewver, the imcreased risk of local recurrence
attribured o age alone has decreased im more recent years and is
Iikely attnmbutable to improved local therapy strategies, | mprove-
menes in adjuvant therapies and the implementation of subrype-
specific targered therapies

Although earlier studies comparing rates of local recumence follow -
ing breast-conserving therapy (BCT) wersus mastectormny 0 Yo g
women reported conflicting resul ts, more recent data demonstrate
dramatic improverments in local control among Woung WoImen owver
tirme, and no difference in loecal recurrence or survival benween BCT
and masmecoomy. Similarly, rates of CBC remain low, less ohan 1% per
vear. for almost all age groups and are also influenced by treatment of
the primary tumor. Thus, while the use of contralateral prophylactic
mastectomy has dramatical ly imcreased there is no evidence that CPW
improves surnvival in women of any age. Additionally, an increased
risk of LRE in tnple-negative cancers 1s apparent: yer this increased
risk of LER is prezent following surgical treatment vwith both BCT and
mastectomy and does not significancly differ by age.

Thus for both age and subtype, it appears that the intrinsic biclogy is
the srronsest predictor of uDoormeEe. [N Yo ung wWornen, apRropriate use
of standard local therapy strategies remains important; yet bigger
surgery is not betrer, and in the context of multi-disciplinary care, de-
escalation of local therapy can be safely considered in appropriately
selected older wiormen.

Drisclosure of interest: Mo siem ficant relationsba ps,




NAK ve MKC DEN SONRA NUKS

LUMINAL A %5.2
_UMINAL B %7.88
'UMINAL B HER2(+) %6.61
NONLUMINAL HER2 (+)  %13.10
UCLU (-) %16.76

Shim et al.
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Arvold et al, J Clin Oncol, 2011



pCR SAGLANAN HASTALARDA LUMINAL A ‘YA GORE
DIGER TIPLERDE LOKOREJYONAL NUKS HR ORANI

(Cl %95)

UCLU (-) HR 6.44 (2.83-14.0)
HER2 (+) Trans (-) HR 6.26 (2.81-13.93)

HER2 (+) Trans (+) HR3.37 (1.10-10.34)




MOLEKULER SUBTIPLERE GORE NAC ve
MKC’ DEN SONA LRR SIZ VE IBTR SiZ
5 YILLIK SAGKALIM

LRR siz (%) IBR’siz (%)
_Luminal A 96.6 97.8
_.uminal B1 93.9 93.9
_uminal HER2+ 90.8 92.8
HER2 (Tx.+) 92.9 92.9
HER2 (Tx.-) 78.3 39.1
Uclii (-) 79.6 34.6

PCR (+) hastalarda LRR ve IBTR daha iyi

Jwa E et al .Res Treat. 2016;48(4):1363-1372



CampbellJ et al 2017 Aug;165(1):181-191. doi: 10.1007/s10549-017-4303-8. Epub 2017 Jun 2.
Comparison of residual cancer burden, American Joint Committee on Cancer staging and pathologic
complete response in breast cancer after neoadjuvant chemotherapy: results from the I-SPY 1 TRIAL
(CALGB 150007/150012; ACRIN 6657).

Several pathologic staging systems characterize residual tumor in patients

undergoing neoadjuvant chemotherapy for breast cancer. Pathologic complete response (pCR) is now
accepted by the Food and Drug Administration as an endpoint for granting accelerated drug approval. Two
other systems of post-neoadjuvant pathologic tumor staging-residual cancer burden (RCB) and the
American Joint Committee on Cancer post-neoadjuvant therapy staging system (yAJCC)-have been
developed to characterize residual tumors when patients do not achieve pCR. The optimal system and the
ways in which these systems complement each other have not been fully determined.

METHODS:

Using data from the I-SPY 1 TRIAL, we compared pCR, RCB, and yAJCC as predictors of early recurrence-
free survival (RFS) to identify ways to improve post-neoadjuvant pathologic evaluation.

RESULTS:

Among 162 patients assessed, pCR identified patients at lowest risk of recurrence, while RCB and yAJCC
identified patients at highest risk. Hormone-receptor (HR) and HER2 subtypes further improved risk
prediction. Recursive partitioning indicated that triple-negative or HER2+ patients with yAJCC Ill or RCB 3
have the highest recurrence risk, with an RFS of 27%. Our analysis also highlighted discrepancies between
RCB and yAJCC stratification: 31% of patients had discrepant RCB and yAJCC scores. We identified
differential treatment of lymph node involvement and tumor cellularity as drivers of these discrepancies.
CONCLUSIONS:

These data indicate that there is benefit to reporting both RCB and yAJCC for patients in order to identify
those at highest risk of relapse.
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post-treatment staging

Residual Cancer Burden Calculator

{1) Primary Tumor Bed
Primary Tumor Bed Area
Overall Cancer Cellularity (as percentage of area):
Percentage of Cancer That Is in sitv Disease:

(2) Lymph Nodes
Number of Positive Lymph Nodes:

Diameter of Largest Metastasis
Reset ‘

Residual Cancer Burden

Residual Cancer Burden Class




Comparison of breast-conserving surgery with mastectomy in locally advanced breast
cancer after good response to neoadjuvant chemotherapy: A PRISMA-compliant
systematic review and meta-analysis.

Sun Y et al Baltimore Medicine 2017 Oct;96(43):e8367. doi:
10.1097/MD.0000000000008367.

.METHODS:

We searched the electronic databases of Medline (Pubmed) and Cochrane Library for
reports on local recurrence (LR), regional recurrence (RR), distant recurrence (DR), 5-year
disease-free survival (DFS) or 5-year overall survival (OS) in patients with LABC receiving
BCS or mastectomy (MT) and with good response to NACT. Based on the research results,
we conducted a meta-analysis using Review Manager 5.3.

RESULTS:

Our study showed that 16 studies with a combined total of 3531 patients, of whom 1465
patients underwent BCS, whereas 2066 patients underwent MT. There was no significant
heterogeneity among these studies (Q statistic: P = .88; | = 0%). Patients with good
response to NACT showed no significant difference in LR and RR [odd ratio (OR)=0.83;
95% confidence interval (Cl): 0.60-1.15; P=.26; OR=0.56; 95% Cl: 0.33-0.93; P=.03], while
we figured out a lower DR (OR=0.51; 95% Cl: 0.42-0.63; P<.01), a higher DFS (OR=2.35;
95% Cl: 1.84 t0 3.01, P<.01) and a higher OS (OR=2.12; 95% CI: 1.51 to 2.98, P<.01) in
BCS compared with MT.

CONCLUSION:

This meta-analysis concluded that BCS was a safe surgery for
patients with LABC and had good response to NACT



[05 Jul 2017, 225(3):
361-365]

Nipple-sparing mastectomy (NSM) has gained popularity for breast cancer treatment
and prevention. There are limited data about long-term oncologic safety of this
procedure. We reviewed oncologic outcomes of consecutive

therapeutic NSM at a single institution. Nipple-sparing mastectomy was offered to
patients with no radiologic or clinical evidence of nipple involvement. There were

2,182 NSM performed from 2007 to 2016. Long-term outcomes
were assessed in the 311 NSM performed in 2007 to 2012 for

Stages 0 to 3 breast cancer; 240 (77%) NSM were for invasive cancer and 71
(23%) were for ductal carcinoma in situ. At 51 months median follow-up, 17 patients
developed a recurrence of their cancer. Estimated disease-free survival was 95.7% at 3
years and 92.3% at 5 years. There were 11 (3.7%) locoregional recurrences and 8
(2.7%) distant recurrences; 2 patients had simultaneous locoregional and distant
recurrences. There were 2 breast cancer-related deaths in patients with isolated
distant recurrences. No patient in the entire 2,182 NSM cohort has had a recurrence in
the retained nipple-areola complex.Rates of locoregional and distant recurrence are

acceptably low after nipple-sparing mastectomy in patients with breast cancer. NO
patient in our series has had a recurrence involving the retained
nipple areola complex.


http://europepmc.org/search?query=JOURNAL:"J+Am+Coll+Surg"&page=1
http://europepmc.org/search?query=JOURNAL:"J+Am+Coll+Surg"&page=1
http://europepmc.org/search?query=JOURNAL:"J+Am+Coll+Surg"&page=1
http://europepmc.org/search?query=JOURNAL:"J+Am+Coll+Surg"&page=1
http://europepmc.org/search?query=JOURNAL:"J+Am+Coll+Surg"&page=1
http://europepmc.org/search?query=JOURNAL:"J+Am+Coll+Surg"&page=1
http://europepmc.org/search?query=JOURNAL:"J+Am+Coll+Surg"&page=1

Response to neoadjuvant treatment:

Concentric tumour Scattergun/Honeycomb
shrinkage Response
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YAP ,YAPMA !

1-Memesinde yaygin mikro-kalsifikasyonlari olan hastalar NAKT den yarar
gormezler.

2-Hastalari MG,USG,MR yontemlerini kullanarak degerlendirin.Meme
goruntilenmesinde uzmanlasmis gorinttilme uzmanlariyla calisiniz.!

USG nin duyarhilik ve 6zgulligi cok artmistir ( duyarlilik %91). MR da yanlis
pozitif sonuclarin olabilecegini akliniza getiriniz.

3-NAKT baslamadan once memedeki tumorin ve aksilladaki metastatik
olarak degerlendirilen LAP lara metalik klip konulmasini isteyiniz!

4-NACT den Uc¢ haftadan sonra cerrahi planlanabilir ancak bir yan etki
olusmus ise acele etmeyiniz ! ( Ozellikle kardiyolojik ).

5-Guvenilir calismalar MKC ile mastektomi arasinda sagkalim ve yerel ntks
acisindan fark olmadigini gostermektedir.

6-NAKT den sonra primer timor, %70 konsentrik ,%30 yamali (patch) ktculir.
7-Eksizyondan sonra ,memede rezitel timor kalmasi,lokal ntksa artirir.

Cikarilan timor kitlesinin sinirlarini iyi degerlendirecek ,meme konusunda
uzmanlasmis patologlarla calisiniz.



8-Lokal nUks gelisme olasiliginin timorin genomik yapisiyla yakin

iliskili oldugunu hatirlayiniz . En ¢ok “lcla negatif”” ve “nonluminal
ER(+)” ler.

9-Onkoplastik teknikleri iyi kavrayin ve yaygin olarak kullanin.

10-Meme derisi ve meme basi korunarak yapilan mastektomi (SSM)
ameliyatinin sonuclari lokal ntiks gelisimi ve sag kalim acisindan
diger ameliyatlarla es degerdir. Bu konuda deneyim kazanmaya ve
ekip olusturmaya gayret ediniz.

11-



AKSILLER DISSEKSIYON SONRASI
LENFODEM




LENF ODEM
OMUZ AGRISI
KOLDA UYUSMA
HAREKET KISITLIGI

ANKSIYETE INDEKSI

ALND(%) SLNB(%)

27 - 46 2,6-5
68 36
19,3 4

Zavagno G.Ann Surg: 2008 ;247:207213
Peintinger F. Br J Cancer: 2003; 89: 648-652



: Years after r'.mdt.)mir.mon
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Donker, Lancet Oncol 2014 Nov;15(12)
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CELL TRAPPING IN IMMUNOLOGICALLY SENSITIZED LYMPH NODES

E. DOUGLAS MCSWEENEY.,M.D., CEMALETTIN TOPUZLU, M.D., AND
WILLIAM M. STAHL, M.D., F.A.C.S.

THE MORPHOLOGIC characteristics of sensitized lymph nodes are well documented but the
functional significance of these changes is largely unknown. The purpose of this study was
to investigate whether the demonstrable phenomena of lymph node cell trapping could be
enhanced by immunologic stimulation of specific regional lymph nodes.

In 8 dogs the hind paw lymphatic vessels, running to a single popliteal lymph node, were
cannulated using microsurgical technique. Previous studies (1) have shown that
erythrocytes tagged with Cr51 and infused in this lymphatic vessel can be counted by
external scintillation counting over the popliteal node.

Three sequential injections of 0.2 ml. of tagged erythrocytes were

From the Department of Surgery, University of Vermont Medical School, Burlington.
Supported by American Cancer Society Grant T -309 Fund. The assistance of C. Janney, B.S.,
Ph.D., is gratefully acknowledged.

Reprint from Vol. XVI, Surgical Forum, American College of Surgeons, 1965
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The Importance of Biological Factors in the
Barmdier Function of Lymph Nodes

Cemarsrny Toruzoe.” MDD, Kenvera Hoxo, BOA L,

nLaron Hanss, MDD, AL G, Mackay, M.

Froxe fhe Preguertorernts of Surgery, Dinsseraty ul Vermone

College o} Medicine, Burise

DESPITY. checir clinical significance in the
prognosis and treatraent of scoplasuc dis-
eases, the functonal aspecis of lreph nodes
were not well elacidated unal recontly

One of severz]l lvmpk node actions is the
barrier functon, the zbility e fGlter and rap
cellular and noncellular elzmenis and, since
regrional Iymph nodes provide the fGrese line
defense against lymphatic tumaor spread, they
deserve pood undesstanding. It has been spec
ulated, though never conclusively deman
srared, thar the barrier funcrion of the lymph
vode consists of  wo  oein CORTIEX I IC 1,
namcly. mechanical and hiolagical Gltratzon.
Mechaniczl Sltration 3= simple passive en
rapment whick ic the natural resulr of the
l?n]'l" 'I(l‘*l' sEruce Ilr:l] m:!L’f‘llp. ()l" 'ht‘ nfhl'r
hand, biological Altration is tae resulc of ac-
tive ccllular function such as phagocytosis.
This scudy was undertaken to investigate the
rele of biological factors in 1the barrier fune
tzon of the lymph node,

Materials and Methods

The principles ef laborarory an‘mal czare
prepagated by the Nationa. Swoicty fur Bed-

Haocitepr Universty College  of
LY £F o, Deparmmest of Snrgery, Ansarc, Turksy.

This stud: was supportad by Amerxan Cancer So-
ciety, Vermon: Divsiox gance 68-65 FH2 aned in parc
w FIE 11993

Gaold Medsl Paoer,
Prrsezeec ar the Mecdn
Congress, April 23-May

il wes;

Frogreas in Burgen
Southrawvern Sargics|

s4

- w, Vermaons and Hecelte po
Lnirersey Callege o) Modicine, Ankera, Turkey

ical Rescarch folowed. Randemixcd
mongrel dogs weigh ng 1020 K, were an
esthetized with sodinm pentobarbical (30 mg.
J/Kg) and the aireray intubared with an
endatracheal tube. The animalk were per-
mitt=d to ventlate spoataneously on room
air. The dorsal hince paw lymphatics were
v.snalized with Sky blaie and were cannu-
lated unilizing microsurgical techniques. The
catheters placed into the lvmphatcs svere kept
oper: with a continucas perfusion of (L9950
norrmal safine ar a rawe of 9.2 ml./minute
wsing a ITmrva d Consance Infosieon Pump.
Approximately G2 ml of blood was drawn
from anaother animal and the allogencic red
biood cells (RBC) wers mgged swith ACD
asalirtian and 100 uwe of Chreonvinnmr-S1 in 10
ml. of normal saline. Three successive blood
cell washings with 0.952 sodivm chloride so-
lution removed all the free radicectivity in
the supernate. In the final concentration. 02
ml. contained 40 X ¥ RBCs. Lymphocyte
susprinsions were prepared from allogeneic
Iymphccytes obtained Srom dog retrocecal
and mesenoeric lvmph nodes and tagged with
100 we. of Chiomrum-51. After thiee wash-
irgx svith 0.9 of sadium chlonide sclution,
their viability was derermined with “'rypan
blue The fical lymphocyte <nspension can
tained L0 cells per 0.2 sl Th: amaoum
of radinactivity present in 0.2 ml. of RBC,
Jymphoeyie saspensions and in the popliceal
Jvrmph viles was determinec switlh exte-nal
seintilation counting by wosing a Nuclear

wore
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Abstract

When either V2, Brown-Pearce, or Walker tumor cells were perl‘used at Icw pressure into the aﬁerent Iymphatlc of popliteal lymph nodes or were

Transmigration of lymph nodes by tumor cells.

injected into the foot pads of rabbits,
effective barrier to dissemination of tumor cells they had previously been assumed to be.
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Transmigration of Lymph
Nodes by Tumor Cells

wvestigation to substantiate this concept.
Zeidman and Buss noted in 1954 that
when V2 or Brown-Pearce carcinoma
cells were injected into the afferent
Iymphatic of the rabbit popliteal
Iymph node and the nodes were re-
moved 1 to 42 days later, only 2
of 30 animals demonstrated growth
of tumor in pelvic nodes. This sug-
gested to them that the popliteals as
well as other lymph nodes were an
effective, albeir temporary barrier to
the further spread of cancer. The
failure to observe tumor growth at
sites other than in the injected node
is, in our opinion, not conclusive
evidence that transmodal passage of
tumor cells failed 1o occur. Conse-
quently, we have reinvestigated this
aspect 'of tumor spread.

The afferent and efferent lymphat-
ics of the popliteal lymph nodes of
anesthetized rabbits  were identified
with or without the use of Evans Blue
dye previously injected into the foot
pad. With minimal trauma and no
manipulation of the node, these ves-
sels were cannulated with polyethy-
lene tubing (PE-50). The cannula in
the afferent lymphatic WAs  COn-
nected by a Y connection to a 1-ml
syringe which, by means of constant
perfusion with a Harvard pump, de-

ined for cells. Tumor cells morpho-
logically identical with those of the
parent tumors were observed in one
or more of the lymph samples col-
lected from 15 such preparations. They
were present in the efferent Ilymph
following perfusion of as few as
500,000 cells and at pressures as low
as 10 mm-Hg. All three types of tumor
cells were found in efferent lymph.
To eliminate the possibility that re-
sults were an artifact of the perfusion,
Brown-Pearce and W2 rabbit tumor
cell suspensions (1 to 5 > 10% cells in
2 ml of saline) were injected into
the foot pad after the efferent lym-
phatic of the popliteal node had been
cannulated. Lymph was collected and
treated in a manner similar to that
described above. Tumor cells were
evident in all of ten such prepara-
tions within 60 minutes after inocula-
tion: mnot infrequently tumor cells
were observed in lymph collected 10
minutes after inoculation. In  many,
cells appeared not only singly, but

experiments prompts the conclusion
that while tumor cells may be se-
questrated in the lymph node, they
also traverse that structure.

BERNARD FISHER

Epowin R. FISHER

DIcpartnienis Of Surgery and

Pathology, University of Pittsburgh,
Pittsburgh, Pennsvivania 15213
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Meme kanseri heterojen bir hastaliktir, basindan
itibaren lokal bir hastaliktir ve hep oyle kalir

veya

tanisi kondugu andan itibaren sistemik
karakterdedir ve hep oyle seyreder
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Bromham N, SchmidtHansen M , Astin M , Hasler E, Reed MW
Cochrane Database Syst Rev. 2017 Jan 4;1:CD004561. do: 10.1002/14651858.D004561.pub3. (26
randomize kontrollu ¢alisma )

ALND yapilmayan hastalarda
Uzak met.olasilik : HR 1.06, %95 Cl 0.87-1.30
Tum sagkalim : HR 1.06, %95 Cl 0.96-1.17
Lokal nuiks olasilik : HR 1.53, %95 Cl 1.31-1.78
Lenfodem olasilik : OR 0.37, %95 Cl 0.29-0.46



Calisma suiresi:1995-2006

Median takip: 10.4 yil
Hasta sayisi: 194 (postmen, Tm <2cm, ER+, LVI-)

Aksiller nuks 0.8 1.9
Uzak hastaliksiz SK 99.2 97.0
Hastaliksiz SK 96.6 91.2

Tum SK 90.3 75.5



The AMAROS Trial

The AMAROS trial showed that substituting axillary lymph node dissection
by radiotherapy of the axillary and periclavicular nodes (ART) in patients
with sentinel node (SN) metastases results in less lymphoedema, without
a significant difference in the 5-year axillary recurrence rate (ARR).

Three surgical studies showed no increase in ARR after omitting axillary
treatment in cases of limited SN metastases, provided that adjuvant
systemic therapy and tangential breast radiotherapy were applied.

On the other hand, several recent radiotherapy trials, including a meta-
analysis by the Early Breast Cancer Trialists' Collaborative Group, showed
that regional radiotherapy improves disease-free survival where there
are positive axillary nodes. In view of the low ARR and good

overall survival with contemporary breast cancer treatments,

limiting axillary treatment and its associated morbidity is a logical
development.

However, it is too early to omit axillary treatment in all SN positive
patients. ART is a safe next step in reducing axillary treatment.

Boersma L, van der Sangen MJ. Ned Tijdschr Geneeskd. 2015



Armando E. Giuliano, MD:; Karla V Ballman, PhD; Linda McCall, MS; Peter D.
Beitsch, MD; Meghan B. Brennan, RN, ONP, PhD; Pond R. Kelemen, MD;
David W. Ollila, MD; Nora M. Hansen, MD; Pat W. Whitworth, MD; Peter W.

Blumencranz, MD; A. Marilyn Leitch, MD; Sukamal Saha, MD; Kelly K. Hunt,
MD; Monica Morrow, MD.

JAMA 2017;318(10):918-926. doi:10.1001/jama.2017.11470 September 12, 2017



Traditionally axillary surgery has been used to provide staging information and until recently was
thought to improve loco-regional control. However, a more minimal approach to the axilla is now
being adopted. The aim of this study was to assess long term outcomes of patients with 'low-
risk' breast cancers who did not undergo any axillary surgery. 'Low-risk’' criteria were:
postmenopausal, <20 mm grade 1 or <15 mm grade 2, LVI-ve, ER +ve.

Women with invasive breast cancer that did not undergo any axillary surgery were identified.
Patients were censored when an event or death occurred or at last follow-up at breast clinic or
with their General Practitioner.

Between 05/01/1995-20/11/2006, 194 patients (199 tumors) were operated upon

without axillary surgery. Median follow-up was 10.4 years. 128 patients met low-risk criteria and
71 did not (patient choice = 42, medical fitness = 29). In the 'low risk' cohort there were
two axillary recurrences, with a cumulative incidence of 0.8% and 1.9% at 5 and 10
years respectively.

DDFS 99.2% (95% Cl: 94.1-99.9%) 97.0% (95% Cl: 90.0-99%)
DFS 96.6% (95% Cl: 91.1-98.7%) 91.2% (95% Cl: 82.6-95.6%)
oS 90.3% (95% CI: 83.6-94.4)  75.5% (95% Cl: 65.9-82.8)

Axillary recurrence and DDFS in this low-risk cohort is favourable. In the modern era
of breast cancer management it is possible to define a group of women in whom
axillary surgery can be omitted

O’Connell RL, RusbylJE, Stamp GF, Conway A, Roche N, Barry P, Khabra K, Bonomi R,
Rapisarda IF, Della Rovere GQ. Eur J Surg Oncol 2016 Jul;42(7):942-8
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n=141
FNR when clipped node

within SLN specimen (76%)

FNR when clipped node
within ALND specimen (19%)
—— TN (19N

Boughey, Ann Surg 2016;263:802-807
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How should the results of sentinel node biopsy (SNB) be used in clinical practice? What is the role
of SNB in special circumstances in clinical practice? What are the potential benefits and harms
associated with SNB? ASCO Clinical update Quide lines December 2016

Recommendation 1. Clinicians should not recommend axillary lymph node dissection
(ALND) for women with early-stage breast cancer who do not have nodal metastases
(Type: evidence based; benefits outweigh harms. Evidence quality: high. Strength of
recommendation: strong).

Recommendation 2.1. Clinicians should not recommend ALND for women with early-
stage breast cancer who have one or two sentinel lymph node metastases and will
receive breast-conserving surgery with conventionally fractionated whole-breast
radiotherapy (Type: evidence based; benefits outweigh harms. Evidence quality: high.
Strength of recommendation: strong).

Recommendation 2.2. Clinicians may offer ALND for women with early-stage breast

cancer with nodal metastases found in SNB specimens who will receive mastectomy
(Type: evidence based; benefits outweigh harms. Evidence quality: low. Strength of

recommendation: weak).

Recommendation 3. Clinicians may offer SNB for women who have operable breast
cancer who have the following circumstances:

3.1. Multicentric tumors (Type: evidence based; benefits outweigh harms. Evidence
quality: intermediate. Strength of recommendation: moderate).

3.2. Ductal carcinoma in situ when mastectomy is performed. (Type: informal
consensus; benefits outweigh harms. Evidence quality: insufficient. Strength of
recommendation: weak).

3.3. Prior breast and/or axillary surgery (Type: evidence based; benefits outweigh
harms. Evidence quality: intermediate. Strength of recommendation: strong).

3.4. Preoperative/neoadjuvant systemic therapy (Type: evidence based; benefits
outweigh harms. Evidence quality: intermediate. Strength of recommendation:
moderate).



Among women

with T1 or T2 invasive primary breast cancer, no
palpable axillary adenopathy, and 1 or 2 sentinel
lymph nodes containing metastases; 10-year
overall survival for patients treated with sentinel
lymph node dissection alone was noninferior to
overall survival for those treated with axillary
lymph node dissection. These findings do not
support routine use of axillary lymph node
dissection in this patient population based on 10-
year outcomes.



Wednesday, 15 March 2017 15.30-17.00 Session 1:

News since St.Gallen 2015: De-escalating and escalating treatment according to
stage and breast cancer subtype

SA 1.1 De-escalating and escalating surgery in the management of early breast
cancer

M. Morrow*. Memorial Sloan-Kettering Cancer Center, New York, USA

The recognition that breast cancer subtypes differ in the risk of both local and
systemic recurrence, coupled with the beneficial impact of systemic therapy on
local control, offers the opportunity to better individualize the surgical approach to
breast cancer management in order to minimize the morbidity of treatment. An
increasing body of evidence demonstrates that individualization of the approach to
axillary management is both safe and effective. The ACOSOG Z0011trial
demonstrating that patients with cT1-2,NO tumor undergoing BCT and found to
have metastases in 1 or 2 sentinel nodes could be safely be treated without axillary
dissection was initially published with a median follow-up of 6.3 years, raising
concerns that late recurrences might occur in the ER+ population. With further

follow-up, the 10 year cumulative rate of nodal recurrence in the sentinel
node only group (1.5%) does not differ significantly from that in the
axillary dissection group (0.5%),and no differences in DFS or OS on the
basis of axillary surgery assignment have been observed.
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Metaanaliz
24 calisma
1779 hasta

Bulunma orani %63-100

—Pooled estimate: %89.6

Yanlis negatiflik: %0-33
—Pooled estimate: %8.4

Kelly A, Acad Radiol, 2009



cN(+) bx (+) hastalarin NACT sonra cNO olmasi
cN1l %839 cN2 %68.4

Ameliyattan sonra:

pCR % 41.0
SLN (+) % 20.6
ALND (+) % 7.4

Her ikisinde (+) % 31.0

JAMA.2013;310(14):1455-1461.d0i:10.1001/jama.2013.278932



Tucker NS, Cyr AE, Ademuywa FO, Tabchy A, George K, Sharma PK, Jn LX, Sanat S, Aft R, Gao F, Margenthaler JA,
Gllanders WE. Ann Surg. 2016 Dec;264(6):10981102.

*Department of Surgery tDepartment of Internal Medicine ¥Divison of Biostatistcs §Department of Pathology, Washington Universty
School of Medicine, St. Louis, MO.

Abstract assess the performance characteristics of axillary ultrasound (AUS) for accurate exclusion
of clincally significant axillary lymph node (ALN) disease. Sentinel lymph node biopsy (SLNB) is
currently the standard of care for staging the axilla in patients with clinical T1T2, NO breast cancer.
AUS is a noninvasive alternative to SLNB for staging the axilla. Patients were identified using a
prospectively mantaned database. Senstivity, specifity, and negative predictive value (NPV) were
calculated by comparing AUS findings to pathology results. Multivariate analyses were performed
to identfy patient and/or tumor characteristics associated with false negative (FN) AUS. A blinded
review of FN and matched true negative cases was performed by 2 independent medical
oncologists to compare treatment recommendations and actual treatment received. Recurrence-
free survival was described using KaplanMeer product Imt methods. A total of 647 patients with
clinical T1T2, NO breast cancer underwent AUS between January 2008 and March 2013.

AUS had a sensitivity of 70%, NPV of 84%, and PPV of 56% for the detection of ALN
disease. For detection of clinically significant disease (>2.0mm), AUS had a sensitivity
of 76% and NPV of 89%.

FN AUS did not significantly impact adjuvant medical decison making. Patients with FN AUS had
recurrencefree survival equivalent to patients with pathologic NO disease. AUS accurately
excludes clinically significant ALN disease in patients with clinical T1T2, NO breast cancer. AUS may
be an alternative to SLNB in these patients, where axillary surgery is no longer considered
therapeutic, and predictors of tumor biology are increasingly used to make adjuvant therapy
decisions.

PMID: 26779976 PMCID: PMC4947031 [Available on 20171201] DOI: 10.1097/SLA. 00000000000015



This study determined whether axillary ultrasound (AUS) accurately predicted the status
of axillary lymph nodes of patients who received different number of cycles
of neoadjuvant chemotherapy (NAC).

MATERIALS AND METHODS:
From 2008 to 2015, 656 cases of patients with breast cancers who received NAC and had
subsequent axillary lymph node dissection were included in this study. The findings of
preoperative AUS were tested by pathological examination. We evaluated the sensitivity,
specificity and accuracy of AUS for patients who received two-, four-, and six-cycle NAC.

RESULTS:

In the two-cycle subgroup, the sensitivity (Sn), specificity (Sp) and diagnostic odds ratio (DOR)
were 80.2% (95% Cl: 74.3%-86.2%), 61.4% (95% Cl: 48.8%-74.0%) and 6.64 (95% Cl: 3.36-12.4)

respectively.
, respectively. In the

six-cycle subgroup, the Sn, Sp and DOR were 56.7% (95% Cl: 49.5%-64.0%), 74.5% (95% ClI:
62.8%-87.2%) and 3.83 (95% Cl: 1.863-7.86), respectively. Furthermore, the patients with
normal AUS findings after six cycles of NAC have few positive nodes than patients with
suspicious findings (p < 0.001).

CONCLUSION:

Although the accuracy is
lower for patients who completed six cycles of NAC than that who received four- and two-
cycles, the number of positive lymph nodes for patients with normal findings on AUS is
low.

Ye BB, Zhao HM, Yu Y, Ge J, Wana X, Cao XC. ONCOTARGET Nov 11, 2016.
doi: 10.18632/oncotarget.13313. [Epub ahead of print]
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1- NSAB B-04,NSABP B-6,ACOSOG Z0011,AMOROS calismalari
(Meme kanserinde

2- Gelismis aksiller US yontemlerinin pozitif aksilla lenf
dugumlerini belirlemedeki duyarliligi (79%), 6zgullugi (99%) ve PPV
(%100) yiiksektir.

3- Yeni NACT protokolleri, pozitif lenf dugumlerini negatife
cevirmede ¢ok yliksek oranda etkin (80-90%) olmaktadir.

KISALTMALAR: = klinik negatif aksilla, = klinik pozitif aksilla
= aksiller ultrason tetkiki,



cNO
SLNB %86.6 (-)
Makrometastaz %5.4
Mikrometastaz %2.7
Izole Tm hicreleri %2.7

Noordea M : Netherlands Cancer Institute 2018
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Din ve bilim arasinda temel bir fark
var ! Din otoriteye dayaniyor,

Bilim ise gozlem ve mantiga.

Sonunda bilim kazanacak , cunku ise
yariyor.”

Stephan Hawking



Tesekkiir Ederim



Aksillanin (+) olma olasiligi %13.4

makrometastaz %5.4, mikrometastaz %2.7
HR+(HR2)- %0
HR- HER 2(+) %12
uclt negatif %1.5

Davenport L 11.European Cancer Meeting ,Mart 22 2018
Barcelona Netherlands Cancer Institute



