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Comparison of Breast Cancer Recurrence and Outcome
Patterns Between Patients Treated From 1986 to 1992 and
From 2004 to 2008
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Hazard Rate of Relapse by Tumor Subtype and Year of Diagnosis:
British Columbia Population Based Data

1986 to 1992 2004 to 2008
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7178 patients from British Columbia registry
Matched by stage, grade, ER, HER2

Cossetti RJ, et al. J Clin Oncol. 2015;33(1):65-73
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NEOADJUVAN TEDAVI
ENDIKASYONLARI...

Neoadjuvan Tedavi Endikasyonlari

inflamatuvar meme kanseri
T4 tUmor

N2 veya N3 hastalik

Meme koruyucu cerrahi icin timor/meme orani uygun olmayan hastalar
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 Mikro-metastatik hastaligin erken tedavisi



NSABP B-18

Neoadjuvant vs Adjuvant Doxorubicin
+ Cyclophosphamide (AC)

Key Principles
High clinical response rate: 79%

— CcCR:36% cPR:43%
Stratification = pCR: 13%

Operable Breast Cancer

* Age _
o Clinical Tumor Size Increase in lumpectomy rate:

« Clinical Nodal Status 68% vs 60%

Downstaging of (+) axillary
nodes: 58% vs 40%

Operation No difference in DFS and OS

Significant correlation between

Operation pPCR and outcome

Wolmark N, et al. J Nat/ Cancer Inst Monogr 2001;30:96-102.



NSABP B-18
Disease-Free and Overall Survival Rates
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Wolmark N, et al. J Natl/ Cancer Inst Monogr 2001;30:96-102. By permission of Oxford University Press.




NSABP B-18
Disease-Free and Overall Survival Rates
According to Response

100 -

80— ~—
60 — =
40 —

20—
P = .00005

0

Wolmark N, et al. J Natl Cancer Inst Monogr 2001;30:96-102. By permission of Oxford University Press.



Neoadjuvant Versus Adjuvant Systemic Treatment in
Breast Cancer: A Meta-Analysis

Davide Mauri, Nicholas Paviidis, John P A. loannidis
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 TUmorun cerrahi tedavi icin uygun hale gelmesi

 Meme koruyucu cerrahi T

o Aksillar lenf nodlar 4,



Conversion to BCT With NAC
Early Clinical Trials

Trial Chemotherapy Mastectomy = BCT
NSABP B18 AC x4 27%
EORTC 10902 FEC x 4 23%

Fisher B, et al. J Clin Oncol. 1997;15(7):2483-2493. van der Hage JA, et al. J Clin Oncol. 2001;19(22):4224-4237.



NSABP B-18
Axillary Node Downstaging

Surgery first Chemo first
(n =743) (n =735)
Overall node + 57% 41%
1-3 nodes + 30% 24%
4-9 nodes + 17% 12%
>10 nodes + 10% 4%

P<.001

Fisher B, et al. J Clin Oncol. 1997;15(7):2483-2493.
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* Yeni sistemik ajanlara verilen patolojik cevabin

degerlendirilmesi
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66.20%

61 ] [ ] Single HER2 blockade  [] Dual HER2 blockade 62%
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Perspective

Pathological Complete Response and Accelerated Drug Approval in Early Breast
Cancer

Tatiana M. Prowell, M.D., and Richard Pazdur, M.D.
N EnglJ Med 2012; 366:2438-2441 | June 28, 2012 | DOI: 10.1056/NEJMp 1205737



Pathological complete response and long-term clinical @"} @
benefit in breast cancer: the CTNeoBC pooled analysis

Patricia Cortazar, Lijun Zhang. Michael Untch, Keyur Mehta, Joseph P Costantino. Norman Wolmark., Hervé Bonnefoi. David Cameron,
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Richard Pazdur. Nina Ditsch. Priya Rastogi. Wolfgang Eiermann, Gunter von Minckwitz

e 12 calisma 11955 hasta

* 4 6nemli soru...
— pCRile EFS ve OS arasinda iliski var mi1 ? (Hasta seviyesinde)
— pCR en iyi sekilde nasil tanimlanmalidir?
— Hangi meme kanseri alt grubunda pCR ile OS arasindaki iliski gticltdtr?

— pCR deki artis EFS ve OS artisina neden olmakta midir? (Calisma
seviyesinde)
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lapatinib +
neu letrozole for MBC
oncogene
discovery
Weinberg
HERZ2/neu FDA approves
HER2 cloned amplification lapatinib +
Ullrich and correlates with capecitabine for
Coussens shorter survival MBC
Slamon
FDA approves
HER2 pertuzumab +
amplification in trastuzumab +
breast cancer docetaxel for

Aaronson MBC
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Perils of the Pathologic Complete Response
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HERA Trial: 10-Year Follow-Up of Trastuzumab After Adjuvant
Chemotherapy in HER2-Positive Early Breast Cancer-Final Analysis
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Jackisch C, et al. Cancer Res. 2016;76(4 Suppl): Abstract PD5-01



Neoadjuvant Therapy for
Breast Cancer

Dimitrios Zardavas!-? and Martine Piccart!-?

Clinical research opportunities in the neoadjuvant setting

I N 2
Window of opportunity:
in vivo biological Serial tumor biopsies
assessment
S /N J
g R ™
Serial plasma/serum on . . .
Q Newly diagnosed treatment assessments (Functional) imaging
primary breast cancer

“Biological . .
[ window” ] [ Standard neoadjuvant treatment plus experimental agent
Timeline | -=-=---- ————~|:| ————— -|:|— ———————————— D “eee
Study entry Cycle 1 Cycle 2 Cycle 3 Cycle X
Biopsy | F==-=-=-=| == e e e e e e e e e e e e e e e e = =

Plasmalserum : ______ : _____ D ______ D_ ____________ D __________

Imaging | - - - - -| F-——=————— - - - - e ——— -




PCR Rates According to PIK3CA Mutation
Status Overall and by Anti-HER2 Treatment

pPCR

50%

40%

30%

20%

10%

0%

P=0.001
—‘ P=0. 343

29.6%
: 27, 1%

20.3%
16.2%

Overall Trastuzumab
N=967 PIKSCA mut

Loibl S, et al. J Clin Oncol. 2015;33(suppl): Abstract 511.

P interaction = 0'189

P<0.001 —
39.1%

P=0. 389

16. 9% 16.7%
11.3%

e
mPIK3CAWT )



Clinical Review & Education

Review
The Evolving Landscape of HER2 Targeting in Breast Cancer

Mark M. Moasser, MD:; lan E. Krop, MD, PhD

404

Relapse-Free Survival, %

Immung-Enriched Tumars Mon-Immune-Enriched Tumors
Trastuzumab 10
0. 3 - A& 14-gene biomarkar of immune
= enrichimant was appliad to tumor
Cantrols 3 10 tissue from 1282 patients in a phase 3
2 randomizad adjuvant trastuzumab
e study. Roughly half of the cohort was
— Arm A trastuzumab (n=226) ﬁ — Hrm A trastuzumab (n=207} found to hnjj?ﬁ;wmun%enm
y ] - tumors, a non-immune-
20 —— Arms BYC controds (n=441) HR, 0.35 P<001 e 20 —— Hhrms B/T controls {n=408) HR, 0.99 P=91 anrichad tumors. The banafit of
. . . . . . 0 . . . . . . trastuzumab was seen antirely in the
] 1 ] 3 4 g A 0 1 P 3 4 5 & cohort with immune-anriched
Years Years tumars. Figure adaptad from Peraz et

al** with permission.




NOAH calisma dizeni

/ HER2-pozitif LIMK HER2-negatif LIMK
(IHC 3+ veya FISH+) (IHC 0/14)
| ,
1 (n=115) {(=113) 4 (n-99)

AT AT
q3w x 3 siklus q3w x 3 siklus

H+ AT
q3w x 3 siklus

T T
q3w x 4 siklus q3w x 4 siklus

H+ T
q3w x 4 siklus

CMF CMF
qdw x 3 siklus qdw x 3 siklus

H q3w x 4 siklus
+ CMF qdw x 3 siklus

Cerrahi, sonra RT’ Cerrahi, sonra RT Cerrahi, sonra RT"

Hq3w

52 haftaya kadar 19 hasta H koluna gegmistir |

Sonlanma noktalarr
* Primer (final analiz)’'

* EFS: tedavi sirasinda progresyon veya
cerrahi sonrasi relaps veya herhangi bir
sebebe bagl 6lum.

* Sekonder"

* pCR orani
* ORR

» Guvenlilik ve tolerabilite



Primer tumoérde pCR: ITT populasyon™
/

Hastalar %

H alan H almayan HER2 H alan H almayan HER2
L I negatif L | negatif

HER2-pozitif , HER2-pozitif

pCR tpCR ‘

1, 2 va 3 no'lu referanslardan uyarlanmistin

tpCR: Meme ve nodlarda total patolojik tam yanit (total pathologic complete response in breast and nodes)




EFS: HER2-pozitif popilasyon
/ 1.00 -

0,
0.75- % 70.1
n
L
L -
= A0S % 53.3
)]
Q
(@)
0.25 Hastalar Olaylar  HR® 95% GA p2
— H+KT 115 36 0.56 0.36-0.85 0.006
— KT 12 52

1 no'lu referanstan uyarlanmagtic

Medyan izlem 3 yil
aStratifikasyon degiskenlerine gore duzeltiimemis: duzeltilmis HR=0.55, p=0.0062
HR, hazard ratio; GA, guvenlik aralig; KT, kemoterapi



0OS : HER2-pozitif popilasyon

Overall Survival Probability

1.0
0.9
0.a
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

— Without H — With H

Without H
patients 118
36 (30.8%) 47 (39.8%)
HR (95% CI) 0.66 (0.43 - 1.01)
p-value 0.055

12 24 36
Months

48

60



Single agent anti-HER therapy in HER2+ Xenograft

800 MCF7/HER2

Tam

G - Gefitinib

P - Pertuzumab
T - Trastuzumab
L - Lapatinib

Tam+L

Tumor Volume {(mm3)

0 E o= §OF G v N B . O B B B B B O A B L B N BE B KE |

1 25 50 75 100 125 150 175 200
Days

Arpino et al, JINCI 2007
Rimawi et al, CCR 2011



Multiagent anti-HER therapy in HER2+ Xenografts

Tumor Volume (mm3)

800 - MCF7/HER2

600 -
400 -
200 -

0_

1000 |
800 |

600 |
400 -
200 |

0 !

| Tam+P

Tam#iP Tam+P+T+G
1 25 50 75 100 125 150 175 200 225
Days
MCF7/HER2
ED

ED+L

ED+T+L

1 25 50 75 100 125 150 175 200 225

Days

E2 - Estrogen

ED - Estrogen deprivation
Tam- Tamoxifen

T - Trastuzumab

L - Lapatinib

P- Pertuzumab

G- Gefitinib

Arpino, JNCI, 2007
Rimawi, CCR, 2011




Neo ALTTO

Invasive operable ETEY ETE

HER2+ BC paclitaxel

Tumor >2 cm

(inflammatory BC
excluded)

LVEF > 50%

N =450

paclitaxel

Stratification
Tumor €5 cm vs
Tumor >5cm
ER- or PgR+ vs ER-
and PgR-
NO-1vsN=>2
Conservative +12 wk
surgery or not

lapatinib lapatinib

trastuzumab

mMN-< QO0OZ2>»>

trastuzumab
ETEVE

52 wk of Anti-HER2 Therapy

Baselga J, et al. Lancet. 2012;379:633-640.12]



NeoALTTO: Total pCR and by HR
Status

[ Trastuzumab [l Trastuzumab
I Combination [l Combination

P =.002

(00]
o
1
00
o
1

P =.0007

)]
o
1

e
o
1

Response Rate, %

R
Q
e
O
=2
w
)
-
o
Q.
"
Q
-4

n=149 n=152 ~ n=145 n=145
pCR tpCR

Baselga J, et al. Lancet. 2012;379:633-640.12]



Lapatinib with trastuzumab for HER2-positive early breast > )

()

cancer (NeoALTTO): survival outcomes of a randomised,
open-label, multicentre, phase 3 trial and their association
with pathological complete response

Evandro de Azambuja, Andrew P Holmes, Martine Piccart-Gebhart, Eileen Holmes, Serena Di Cosima, Ramona F Swaby, Michael Untch, Christian lackisch,
Istwan Lang, lan Smith, Frances Bowe, BingheXuw, Cados H Barrios, Edith A Perez, Hatem A Azim Jr, Sung-Bae Kim, Sherko Kwvemmel, Chivn-ShengHuang,
Peter Vund steke, Ruey-Kuen Hsieh, Vera Gorbunowa, Alexandnr Eniu, Lydio Dreosti, Natalia Tavartkiladze, Richard D' Gelber, Holger Eidtmann, José Baselga

Crasshdark

HR positive
100 —
o e
= BO — e = —— |
[
60— .
=1 Lapat!n!h -+ Trastuzwemab
: —— Lapatinib
bl — Trastururmaks
£ a0 —
=
E
i)
20 —
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Too o T T T T
o 1 2 3 el
Time since ramdomization (years)
— B0
=
= Hazard ratio
_?, 60— (c:mplamu with
= —_— Lapatinii « Trastusurnaks A Patients, m  Ewenks, m S-pr EFS rate, % (5% CI) e e
= —— Lapatinikb Lapatinis « Trastusumabs rr 15 -1 09 (0 4E—F 0] nez
- P
H] Trastuzumab Laguatinits B0 E 55 DS (00431 25) s
= 40 Frasburumab: 75 15 =0
=
-
=
=20
HR negative
100 —
o T T T T
o 1 2 3 4
Time since randomization (years) — B0 —
£
Hazard ratia 2
compared with 60—
trastuzumab —— Lapatinib + Trastusemab
A Fatiemts, m Events, m 3w EFS rate, %6 {F55 CH) pvalue 2 Lapatinib
Lapaticib + Trasbsmsrab nsz 3 a4 0.78 (0471283 ©.33 =} — Trastuzumaks
Lapatini 54 ET m 1.06 {661 65 ol £ a0
Trastuorursals nas az 7 e
=
2
fi]
20 —
-l LT war
a T T T T
Tests for e ho HR stotus: fepatindd 4+ drostuzumab ve. Brasfaramob,
0,48, trasturumab, p = 056 [a 1 2 3 4
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Hazard ratic
cnrmpered with
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Lagating = Trantusemnals 7s s £ DS (0321 _28) DEz
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Lapatinib with trastuzumab for HER2-positive early breast > ®
cancer (NeoALTTO): survival outcomes of a randomised, o
open-label, multicentre, phase 3 trial and their association

with pathological complete response

Evandro de Azambuja, Andrew P Holmes, Martine Piccart-Gebhart, Eileen Holmes, Serena Di Cosima, Ramona F Swaby, Michael Untch, Christian lackisch,

Istwan Lang, lan Smith, Frances Bowe, BingheXuw, Cados H Barrios, Edith A Perez, Hatem A Azim Jr, Sung-Bae Kim, Sherko Kwvemmel, Chivn-ShengHuang,
Peter Vund steke, Ruey-Kuen Hsieh, Vera Gorbunowa, Alexandnr Eniu, Lydio Dreosti, Natalia Tavartkiladze, Richard D' Gelber, Holger Eidtmann, José Baselga

100 —
— 80—
=
el
=
-.E 60 —
3 -_— pCR
@ — Mo pCR
)
E 40—
E —
=
=1
G
20 —
o T T T T
0 1 2 3 <4
Years since landmark date (30 wks after randomization)
Hazard ratio
PCR status Patients, n Events, n Z-yr EFS rate, %o (25% CI) p-value
pCR 137 19 86 0.38 (0.22-0.63)  0.0003
Mo pCR 274 79 72

Cl = confidence interval; EFS = event-free survival; HR = hormone receptor; pCR = pathological complete response;
whks = weeks; yr = year

*Test for interoction: pCR x HR, p = 0.34.




Lapatinib with trastuzumab for HER2-positive early breast > ®
cancer (NeoALTTO): survival outcomes of a randomised, o
open-label, multicentre, phase 3 trial and their association

with pathological complete response

Evandro de Azambuja, Andrew P Holmes, Martine Piccart-Gebhart, Eileen Holmes, Serena Di Cosima, Ramona F Swaby, Michael Untch, Christian lackisch,
Istwan Lang, lan Smith, Frances Bowe, BingheXuw, Cados H Barrios, Edith A Perez, Hatem A Azim Jr, Sung-Bae Kim, Sherko Kwvemmel, Chivn-ShengHuang,
Peter Vund steke, Ruey-Kuen Hsieh, Vera Gorbunowa, Alexandnr Eniu, Lydio Dreosti, Natalia Tavartkiladze, Richard D' Gelber, Holger Eidtmann, José Baselga

100 —
-
B0 —
=
(5
S 60—
= —_— pCR
3 —— Mo pCR
= 40 —
@
=
o
20 —
O T T T T
[0} 1 2 3 -]
Years since landmark date (30 wks after randomization)
Hazard ratio
PCR status Patients, n Deaths, n 3-yr O5 rate, %o (95% CI) p-value
PCR 137 =] 94 0.35 (0.15-0.70) 0.005
Mo pCR 282 42 87

Cl = confiderrce interval; O85 = overall survival; pCR = pathological complete response; wkis = weeks;, yr = year




NeoSphere
Study Design

TH (n=107)
docetaxel +
trastuzumab

FECqg3wx 3
trastuzumab gq3w cycles 5-17

Patients with
operable or
locally advanced/
inflammatory*
HER2-positive BC

THP (n=107)

docetaxel + FEC q3w x 3

trastuzumab + trastuzumab g3w cycles 5-17
pertuzumab

Chemo-naive & HP (n=107) docetaxel q3w x 4>FEC q3w x 3

primary tumors trastuzumab +

trastuzumab g3w cycles 5-17

>2 cm (N=417) pertuzumab
TP (n=96)
docetaxel +
pertuzumab

FECq3wx 3
trastuzumab gq3w cycles 5-21

Study dosing: q3w x 4

Planned sample size of 400 patients provides about 80% power to detect an absolute difference in pCR of 15% between groups.

*Locally advanced = T2—-3, N2—-3, MO or T4a—, any N, MO; operable=T2-3, NO—1, MO; inflammatory = T4d, any N, MO.

Gianni L, et al. Lancet Oncol. 2012;13:25-32.



NeoSphere
Neoadjuvant Therapy in HER2+ BC:
pPCR Results

P=.0198

P=.0141

(@)
R
N
(=)
+
X
o
(]
Q

Trastuzumab/ Trastuzumab/ Trastuzumab/ Pertuzumab/
N =417 docetaxel pertuzumab/ pertuzumab docetaxel
docetaxel

Gianni L, et al. Lancet Oncol. 2012;13:25-32.



NeoSphere: Yerel degerlendirmelere gore LVEF
degerinde baslangica kiyasla ortalama mutlak degisim

— Kol A: HT
— (n =107)

N %la — _KE)|_Biﬂ'|;<,./_'.. —

Kol C: PH ']\

LVEF’te ortalama mutlak degisim (%)

5 l
_11 (n = 108)
> Kol D: PT
. (n=94)
Adjuvan

Neoadjuvan

-28 ”
] ] ] ] ] ]
N 4 5 8 11 15 17
£3 92 101 6 72 79 73 3 PHT
£ or | 92 10 77 80 76 4 PH
g 77 | 89 3 65 70 70 30 PT

n).

H, trastuzumab; LVEF, sol ventrikller ejeksiyon fraksiyonu; P, pertuzumab; T, dosetaksel Gianni L, et
St. Gallen BCC 2013 (Abstract 250; poster presentatiol

al.




NeoSphere Trial 2015 Update

Trastuzumab/Docetaxel (T+D)

X 4 cycles
(n=107)

FEC q3wk x 3 cycles
Trastuzumab q3wk for 1y

Chemotherapy-naive
women with HER2-
positive breast cancer

(operable or locally Pertuzumab/Trastuzumab/
advanced/inflammatory); Docetaxel (P+T+D) FEC q3wk x 3 cycles

primary tumor > 2 cm X 4 cycles Trastuzumab q3wk for 1y
(n=107)

* Preplanned, 5-y analysis again strongly supports the
association between pCR and improvement in long-term

S T+D P+T+D

3-y estimate 85% 92%
HR (95% Cl) 0.6 (0.28-1.27)
3-y estimate 86% 90%
HR (95% Cl) 0.69 (0.34-1.40)

DFS

PFS

Gianni L, et al. J Clin Oncol. 2015;33. Abstract 505.[1]



TRYPHAENA: Neoadjuvant Trastuzumab and

Pertuzumab in HER2+ Early BC: Study Design
(Phase 2)

Cycles1to3 4to6

A FEC Docetaxel
Pertuzumab + trastuzumab
HER2+ early

Trastuzumab
BC, centrally Docetaxel
‘ to complete
1 year

confirmed Pertuzumab +
(n = 225) trastuzumab

C

All 3 arms were Pertuzumab + trastuzumab

experimental. Carboplatin

Study dosing q3w
FEC: 500 mg/m?, 100 mg/m?, 600 mg/m? * Stratification
Carboplatin: AUC6 —  Operable, locally advanced, and
Trastuzumab: 8 mg/kg loading dose, 6 mg/kg maintenance inflammatory BC
Pertuzumab: 840 mg loading dose, 420 mg maintenance —  HR positivity

Docetaxel: 75 mg/m? (escalating to 100 mg/m? if tolerated,
inarms A and B only)

Schneeweiss A, et al. Ann Oncol. 2013;24:2278-2284.[19]




TRYPHAENA
Cardiac Safety (Randomized Phase 2 Study)

100 -
90 -
80 -+

M vpT0/is M ypT0/is B ypT0/is
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ey
[
Q.

0 " T T
FEC+H+P x3 / T+H+P x3 FEC x3 / T+H+P x3 TCH + P x6
(n=73) (n=175) (n=77)

4.2 2.3 3.9

LVEF decline 210% points and below 50%, n (%)

Schneeweiss A, et al. Presented at SABCS 2011. Abstract S5-6.
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Perspective

Pathological Complete Response and Accelerated Drug Approval in Early Breast
Cancer
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FDA approves Perjeta for neoadjuvant breast cancer treatment
First drug approved for use in preoperative breast cancer

The U.S. Food and Drug Administration today granted accelerated approval to Perjeta (pertuzumab) as part of a complete
treatment regimen for patients with early stage breast cancer before surgery (neoadjuvant setting). Perjeta is the first FDA-
approved drug for the neoadjuvant treatment of breast cancer.




APHINITY
Study Schema

‘ Trastuzumab + Placebo

Trastuzumab + Pertuzumab

* HER2+ centrally confirmed

— Node + or node — (tumor >1 cm or 0.5-1 cm with high risk feature)
» Stratification factors:

— Nodal status, ER/PR *; geographic region;

— Anthracycline vs non-anthracycline regimen

*Chemo: FECorFACx3o0or4->THx3-4 OR ACx4->THx4 OR TCHx6

Clinicaltrials.gov.




Neoadjuvan tedavi sonrasi cerrahide
karsilasilan sorunlar?



NEOADJUVAN TEDAVi SONRASI
CERRAHI NE KADAR GUVENILIR...

Post-op Pre-op
Chemotherapy Chemotherapy

(n=91) (n =150) P value
T2 and T3 tumors
Median tumor size (cm) 3.0 3.45 13
Volume resected (cm?) 213 113 .004
% Re-excision 14% 14% 1
#IBTR 1 1

Median f/lu 33 months

Boughey JC, et al. Ann Surg. 2006;244(3):464-470.



SUBTIPLERE GORE MEME KORUYUCU

Subtype

HR+, HER2-
HER2+

Triple negative

CERRAHI ORANLARI
ACOSOG Z1071
n =694
n Rate of BCT Rate of breast pCR
317 35% 16%
207 43% 50%
170 47% 48%

Boughey JC, et al. Ann Surg. 2014;260(4):608-614.



pCR MEME KORUYUCU CERRAHI
ORANLARINI NEDEN ETKILEMIYOR

CR (% BCS (%)

NSABP B27

AC x 4 13.7 62

ACT x 4 26.1 64
GeparQuinto

ECT + lapatinib 30.2 59

ECT + trastuzumab 44 6 64
NeoALTTO

Lapatinib + paclitaxel 247 43

Trastuzumab + paclitaxel 29.5 35

Lapatinib + trastuzumab+ paclitaxel 91.3 41

King TA, et al. Nat Rev Clin Oncol. 2015;12(6):335-343.



Neoadjuvan tedavi sonrasi SLNB
ne kadar guvenilir ?



Surgical issues in patients with breast cancer
receiving neoadjuvant chemotherapy

Tari A. King and Monica Morrow

Trial SLN-identification rate

False-negative rate*

Before adjuvant chemotherapy

McMasters et al.
(200045

Single-agent injection: 86%
Dual-agent injection: 90%

Veronesi et al. (2003)*°
ALMANAC trial (2006)*5
Kim et al. (2006)*75
NSABP B-32 (2007)*
After NACT

Tafra et al. (2001)*
NSABP B-27 (2005)*
Xing et al. (2006)*!
Hunt et al. (2009)*
Classe et al. (2009)*
Kelly et al. (2009)*1

NR

96.1%

96% (range 41-100%)
97.2%

93%

85%

90% (range 72-100%)
97.4%

90%

89.6% (95% Cl 86.0-92.3)

Single-agent injection: 11.8%
Dual-agent injection: 5.8%

8.8%
6.7%
7.3% (range 0-29%)
9.8%

0

10.7%

12% (range 0-33%)
5.9%

11.5%

8.4% (95% Cl 6.4-10.9)




Surgical issues in patients with breast cancer
receiving neoadjuvant chemotherapy

Tari A. King and Monica Morrow

Table 3 | False-negative rates for SLNB after conversion to clinically node-negative disease following NACT

Prospective trial Overall false-negative  Stratified by number of SLNs  Stratified by SLN«letection technique
ate 1) 2% :3(%) Singleagent(®) Dual agent(%)

SENTINA (treatment am CJ*  14.2(95% C19.9-19.4) 243 185 73 16.0* 8.6

ACOSOG Z1071° 12.6%(95%C19.9-161) 315 2 9.1 20.3 108

SN FNAC* 8.4% (9% Cl24-144) 182 4% MR 16.0¢ 5.2




Sentinel-lymph-node biopsy in patients with breast cancer

before and after neoadjuvant chemotherapy (SENTINA):

a prospective, multicentre cohort study

Thorsten Kuehn, Ingo Baverfeind, Tanja Fehm, Barbara Fleige, Maik Hausschild, Gisela Helms, Annette Lebeau, Cornelia Liedtke,
Gunter von Minckwitz, Valentina Nekljudova, Sabine Schmatloch, Peter Schrenk, Annette Staebler, Michael Untch

> ®

CrossMark

Data are M (%), unless otherwise stated.

Arms A and B Arm B Arnn C P
Hot spot on 10141022 (99%) 476,592 (B09%) <O-0001
hyrmmphoscintigraphy
Crrerall surgical detection Q9-1% (1013/1022, B0-1% (474/592; =< 0-0001
rate {n/M; @5% CI) 98-3-99-6) 6-6-83-2)
COnwerall surgical detection Q8-B% (57580 52-9% (126/238; F7-4% (30L/389; -
rate with radiocolloid 97 -5—99-5) 45-4-59-4) [2-0-81-4)
alone
Owerall surgical detection 99-5% (399/401; 7522 (BO/105; 87 -89 (144/164; -
rate with radiccolloid and 98-2-99-9) G6-9-84-0) B81-8-92-4)
bBlue dye
Sentinel kymph nodes
remowed
o QFf 1022 (19%:) 1437360 (39%) 118/592 (20%) -
1 28451022 (28%) 96,360 (27 %) 142 /592 (24%) -
2 29471022 (299%) 56/360 (16%) ST S -
3 1861022 (18%) 22360 (6%) Bi/co2 (149%:) -
4 114/1022 (119%) 20360 (6%) 5Of592 (109%) -
= 135/1022 (13%) 25,360 (7%) 61/592 (10%) g
AL least one sentinel node
remoned
All patients Mean 2-7, median 2-0 Mean 2-4, median Mean 2-7, median <0000
2-0 2.0
Radiocolloid alone Mean 2-6, median Mean 2-3, median Mean 2-6, median 0-012
2-0 2.0 2.0
Radiocolloid and blue Mean 2-8, median Mean 2-6, median Mean 2-9, median 0-059
dye 2-0 20 3-0

Table 3: Detection of sentinel lvmph nodes, according to selected factors




Sentinel-lymph-node biopsy in patients with breast cancer 2 @
before and after neoadjuvant chemotherapy (SENTINA): o
a prospective, multicentre cohort study

Thorsten Kuehn, Ingo Baverfeind, Tanja Fehm, Barbara Fleige, Maik Hausschild, Gisela Helms, Annette Lebeau, Cornelia Liedtke,
Gunter von Minckwitz, Valentina Nekljudova, Sabine Schmatloch, Peter Schrenk, Annette Staebler, Michael Untch

Arm B (n=64 Arm C (n=226)
Overall false-negative rate (n/MN; 95% Cl) 51-6% (33/64;387-64-2) 14-2% (32/226; 9-9-19-4)
False- negative rate, according to number of sentinel nodes remove
1 66-7% (16/24) 24-3% (17/70)
2 53-8% (7/13) 18-5% (10/54)
3 50-0% (5/10) 7-3% (3/41)
4 50-0% (3/6) 0-0% (0/28)
5 18-2% (2/11) 6-1% (2/33)
False-negative rate, according to detection technigue
Radiocolloid alone 46-2% (18/39) 16-0% (23/144)
Radiocolloid and blue dye 60-9% (14/25) 8-6% (6/70)
Data are rate (number of patients), unless otherwise stated.
Table 4: False- negative rate of sentinel-lymph-node resection in patients with positive nodes, according
to selected factors




Surgical issues in patients with breast cancer
receiving neoadjuvant chemotherapy

Tari A. King and Monica Morrow

Clinical T1-T3 N1 MO breast cancer

'

NACT

:

Breast-conserving surgery or mastectomy
and sentinel lymph-node surgery

# '

SLN negative SLN positive
|
Randomization
[
ALND plus breast/chest wall and nodal XRT No further axillary surgery,

(without XRT to dissected axilla) but breast/chest wall and nodal XRT
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Clinical T1-T3 N1 MO breast cancer

/

Axillary nodal involvement
(FNA or core-needle biopsy)

'

NACT (plus anti-HER2 therapy for HER2+ patients)

f

Definitive surgery with histological documentation of negative axillary nodes
(either by axillary dissection or by SLNB * axillary dissection)

Y

Stratification
By type of surgery (mastectomy vs lumpectomy),
ER status (+ vs -), HER2 status (+ vs —), pCR in breast (yes vs no)

v

Randomization
|

No regional nodal XRT Regional nodal XRT
Breast XRT if breast-conserving With breast XRT if breast-conserving
surgery, but no chest-wall XRT surgery, or chest-wall XRT
if mastectomy if mastectomy




SONUC...

Neoadjuvan kemoterapi 6zellikle Her 2 + hastalarda
oldukca etkin....

PCR ile sag kalim arasinda gutcla bir iliski s6z
konusudur...

Trastuzumab + pertuzumab kombinasyonu iceren
protokoller giincel tedavide yerini...

Sag kalim sonuclari acisindan guclendirilmis calisma
sonuclarina ihtiyac vardir.



