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HER-2 (+) hastalik

* ik 5 yilda niiks riski W) Hormon reseptard iligkili
—T1a: %2-10
—T1b: %5-15
—T1lc: %10-25

* Riski belirledik; Hangi Tedavi..??

Ciddi Kardiak Yan-etki

—ACTH ) %2

—TCH - %0.4

— Hormon + Trastuzumab
— Bagka KT
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Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

Dahil edilme kriterleri
HER 2 3+ yada FISH +
Tm </=3cm

Histolojik olarak kanitli aksilla negatif timor, Nimic (AD
tamamlanmis olacak )

HR+/- olabilir

N Engl ] Med 2015;372:134-41.
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Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

Paklitaksel haftalik 80 mg 12 hafta
Trastuzumab haftada bir 12 hafta,
sonrasinda haftalik ya da 3 haftalik toplam 1 yil

HR (+) hastalarda paclitaxel sonrast HT
RT

e Parsiyel meme 1sinlamasi /protokol oncesinde

e Tiim meme 1s1nlamasi / paclitaxel bitiminde

N Engl ] Med 2015;372:134-41.
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Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

Etkinlik 6l¢titli: invaziv hastalik (rekiirrens veya yeni
invaziv hastalik)

Alt grup analizleri
v (<1 cm vs >1 cm)

v Hormon-reseptor durumu (IHB ER ve/veya PR = %)

N Engl ] Med 2015;372:134-41.



Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

410 Patients were assessed for eligibility

4 Wore excludad
1 Did not meet inclusion criteria
31 Declined to participate

r

406 Waere assigned to intervention
406 Received intervention

|

%0 Discontinued intervention
24 Had protocol-specified toxic effects
& Had non-protocol-specified toxic effects
1 Had a mew diagnosis of bladder cancer
13 Declined participation
4 Were withdrawn by physician I ] 1"
1 Had disease recurreace Ortanca taklp suresi. 4 yll’
1 Had unknown reason i :
29 Discontinued study participation makSImum 62 yII
2 Died
17 Withdrew from study
10 Were lost to follow-up

|

406 Wore included in the amalysis

Figure 1. Enrollment and Follow-up.

N Engl ] Med 2015;372:134-41.




Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

| Table 1. Baseline Characteristics of the Patients. Primary tumor
Characteristic Patients (N = 406) Size
o, (%) Tlmic: =0.1 cm 9(2.2)
Tla: 0.1 to =0.5 ecm 68 (16.7)
Age group
50-59 yr 137 (33.7) Tle: >1.0t0 s2.0 cm 169 (41.6)
60-69 yr 96 (23.6) T2:>2.0to=3.0cm 36 (8.9)
=70yr 41 (10.1) Nodal status
| Sex NO 400 (98.5)
Female 405 (99.8) Y 6 (L5)

Male 1(0.2)

Racet Histologic grade
White 351 (86.5) I: well-differentiated 44 (10.8)
Black 28 (6.9) Il: moderately differentiated 131 (32.3)
Asian 11 (2.7) 1li: poorly differentiated 228 (56.2)

Other 16 (3.9) Unknown 3(0.7)

Hgmﬂ-rm status
272 (67.0)

134 (33.0)

N Engl ] Med 2015;372:134-41.
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Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

Table 2. Events Observed for the Primary End Point of Disease-free Survival.

Patients Time to
Event (N=406) Event

no. (%) mo

Any recurrence or death 12 (3.0)
Local or regional recurrence*

Ipsilateral axilla, HER2-positive 3(0.7) 12, 20, 54

Ipsilateral breast, HER2-positive 1(0.2) 37
New contralateral primary breast cancer

HER2-positive 1(0.2) 56

HER2-negative 3 (0.7) 12, 37,:59
Distant recurrence®

Skeletal tissue, HER2-positive 1(0.2)

Soft tissue, HER2-negative 1(0.2)
Death

Breast-cancer—related

Not breast-cancer-related 13,71

N Engl ] Med 2015;372:134-41.
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Adjuvant Paclitaxel and Trastuzumab for

Node-Negative, HER2-Positive Breast Cancer

%87,7 52 haftalik tedaviyi tamamlamus.
Takipte

v' 2 hastada uzak metastaz
v 4 lokal-rejyonel niiks

v 4 kars1 meme kanseri
v'1 over kanseri

v'1 stroke

3 yillik DFS %098.7; 3 yillik RFS %099,2

N Engl ] Med 2015;372:134-41.



Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

A Disease-free Survival

DFS %98.7

Probability

No. at Risk 406 390 67 5

N Engl ] Med 2015;372:134-41.




Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

C Disease-free Survival According to Tumor Size
1.0+

=
=
@
o
=]
=
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HR+,-, <=1 cmya da >1cm
gruplarinda rekarrens : .

dislk oranda 36
Month

Mo. at Risk
=1 cm 194 184 98 31

=l cm 191 182 95 36

N Engl ] Med 2015;372:134-41.




Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

D Disease-free Survival According to Hormone-Receptor Status

1.0+
HR-positive

HR-negative

=
D
)
D
o
S
a

No. at Risk
HR-positive 272 40
HR-negative 134 27 0

N Engl ] Med 2015;372:134-41.
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Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

Yan etkiler
%3,2 grad 3 noropati, grad 4 yok

2 hastada grad 3 sistolik disfonksiyon; her ikisi de 4 haftalik
ara sonrasi diizelmis

13 hastada asemptomatik EF dusukligi (%3,2)
2 hastada EF normale gelmemis
7 hastada grad 3-4 alerjik rxn
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Tailoring therapies—improving the management of early breast cancer: St
Gallen International Expert Consensus on the Primary Therapy of Early Breast
Cancer 2015
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St Gallen International Expert Consensus on the
Primary Therapy of Early Breast Cancer 2015

Any patient with HER2+ Stage | BC and
candidate to chemo with a tumor of maximum 1
cm. Preferred regimen:

* anthracyclines followed by taxanes and
trastuzumab 27%

* Paclitaxel-trastuzumab 64.9%
e Other 8.1%
e Abstain 0




St Gallen International Expert Consensus on the
Primary Therapy of Early Breast Cancer 2015

Any patient with HER2+ Stage | BC and
candidate to chemo with a tumor >1 cm.
Preferred regimen:

e anthracyclines followed by taxanes and
trastuzumab 50%

Paclitaxel-trastuzumab 37.5%
Other 9.4%
Abstain O




St Gallen International Expert Consensus on the
Primary Therapy of Early Breast Cancer 2015

HER2-positive Stage 2

Should chemotherapy always be given to patients with stage 2
disease who require anti-HER2 therapy? 97/3/0

Should the chemotherapy regimen for these patients preferably
contain anthracyclines? 88.9/7.4/3.7 1Y/ 2N/ 9A

Should the chemotherapy regimen for these patients contain
taxanes? 97.2/2.8/0 1Y/ 2N/ 9A

Should anti-HER2 therapy start concurrent with taxane?
97.3/2.7/0 1Y/ 2N/ 9A




National

Comprehensive  NCCN Guidelines Version 1.2016 NCCN Guidelines Index
INO®IN Cancer Breast Cancer Table of Contents

NMetwork® Invasive Breast Cancer Discussion

PREOPERATIVE/ADJUVANT THERAPY REGIMENS 1:2:3.4

Regimens for HER2-negative disease® Regimens for HER2-positive disease5 -
Preferred regimens: Preferred regimens:
* Dose-dense AC (doxorubicin/cyclophosphamide) followed by + AC followed by T + trastuzumab  pertuzumab®
paclitaxel every 2 weeks (doxorubicin/cyclophosphamide followed by paclitaxel plus trastuzumab +
+ Dose-dense AC (doxorubicinfcyclophosphamide) followed by pertuzumab, various schedules)
weekly paclitaxel * TCH (docetaxelicarboplatinftrastuzumab) * pertuzumab
+ TC (docetaxel and cyclophosphamide)

Other regimens:
Other regimens: * AC followed by docetaxel + trastuzumab * pertuzumahg

+ Dose-dense AC (doxorubicin/cyclophosphamide) « Docetaxel + cyclophosphamide + trastuzumab
+ AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B) + FEC followed by docetaxel + trastuzumab + pertuzumab?®
+ CMF (cyclophosphamide/methotrexate/fluorouracil) * FEC followed by paclitaxel + trastuzumab + pertuzumabg'
» AC followed by docetaxel every 3 weeks |* Paclitaxel + trastuzumab™ |
* AC followed by weekly paclitaxel « Pertuzumab + trastuzumab + docetaxel followed by FEC?
+ EC (epirubicin/cyclophosphamide) + Pertuzumab + trastuzumab + paclitaxel followed by FEC?
* FEC/CEF followed by T

(fluorouracil/epirubicinicyclophosphamide followed by docetaxel) or

(fluorouracil/epirubicin/cyclophosphamide followed by weekly paclitaxel)
* FAC followed by T

(fluorouracil/doxorubicin/cyclophosphamide followed by weekly paclitaxel)
* TAC (docetaxel/doxorubicin/cyclophosphamide)

DPaclitaxel + trastuzumab may be considered for patients with low-risk sta:;]e I
HERZ2-positive disease, particularly those not eligible for other standard adjuvant

regimens due to comorbidiies.




Over fonksiyonlarinin
supreyonu (OFS)?

Premenapozal hastada
OFS + Aromataz
inhibitori?




e

///\//—\ et

The International Breast Cancer
Study Group

Adjuvan endokrin tedavi
e Over fonksiyonlarinin supreyonu (OFS)?
e Premenapozal hastada OFS + Aromataz inhibitora?

The Supression of Ovarian Function (SOFT) Trial
The Tamoxifen and Exemestane (TEXT) Trial

Faz III Calismalar
Over Supresyonu (GnRH, cerrahi veya radyoterapi)
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Tamoksifen + OFS vs. Ekzemestan + OFS

Stratified by trial, use of chemotherapy, nodal status

Tamoxifen 20 mg/day

TEXT Joint Analysis
i + OFS* (n = 1338)

Premenopausal, HR+ BC

< 12 wks after surgery

N = 2672 Exemestane 25 mg/day _

+ OFS* (n = 1334) MSZER

: Median follow up: 68 months
SOFT Tamoxifen 20 mg/day 4206 N+

+ OFS* (n = 1024)

Neo/Adjuvant chemotherapy:
58%

Premenopausal HR+ BC

< 12 wks after surgery
(if no chemo) or Exemestane 25 mg/day

< 8 mos after chemo if + OFS* (n = 1021)
premen status confirmed _

N = 3066

Tamoxifen 20 mg/day

OFS
TEXT: triptorelin 3.75 mg IM every 28 days for 6-8 weeks prior to initiation of HT
or concurrently with chemotherapy Pagani O, et al. NEJM July 2014.
SOFT: triptorelin, bilateral oophorectomy or Ovarian irradiation R
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SOFT/TEXT birlesik analizi
Exemestane + OFS ile DFS daha iyi

Difference 3.8% at 5 years Overall Survival
5.yr OS
5-yr DFS 96.9%
. 100 91.1% 100
— }
L?':J —.Lo — 95.9%
E 801 87.3% 80
w
[0}
2
5 60 Exemestane+OFS (N=2346) 2 &0
o Tamoxifen+OFS (N=2344) <
& €
g 40 3 40
< Events HR 95%Cl P o
® 201 E+OFs 216 072 0.60-0.85 0.0002 20 Events HR 95%Cl P
e ’ ’ ' ' E+OFS 102 1.14 086-151 037
) T+OFS 298
o 0. 0 T+0OFS 92
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years since Randomization Years since Randomization
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Adjuvant Ovarian Suppression
in Premenopausal Breast Cancer

Prudence A. Francis, M.D., Meredith M. Regan, Sc.D., Gini F. Fleming, M.D.,
Istvan Lang, M.D., Eva Ciruelos, M.D., Meritxell Bellet, M.D., Hervé R. Bonnefoi, M.D.,
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Silvana Martino, D.O., Nancy E. Davidson, M.D., Charles E. Geyer, Jr., M.D.,
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Stefan Buchholz, M.D., James N. Ingle, M.D., Eric P. Winer, M.D.,
Manuela Rabaglio-Poretti, M.D., Rudolf Maibach, Ph.D., Barbara Ruepp, Pharm.D.,
Anita Giobbie-Hurder, M.S., Karen N. Price, B.S., Marco Colleoni, M.D.,
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N Engl J Med 2015;372:436-46




e

///\//—\— e

The Supression of Ovarian Function
(SOFT) Trial

Adjuvan veya neo-adjuvan kemoterapi sonrasi
premenapozal kalan veya

adjuvan tamoxifen’in tek basina yeterli olacagi
diistintilen premenapozal kadinlar
Dahil edilme kriterleri

v’ Dokiimante (serum E2 diizeyi ile) premenapozal statii

v'Operabil meme kanseri (total mastektomi veya meme
koruyucu cerrahi)

v Aksiller dxn veya Sentinal LN bx
v ER veya PR pozitif hastalik (en az %10)



SOFT Trial

Mo chemotherapy
stratum (randomize

after surgery)”

—»

Chemotherapy
stratum (randomize
within eight months
after completing
chemotherapy)*

Stratify:
= |nstitution
=+ Prior chemotherapy (no; yes)

+ MNumber of positive nodes (0; 1
Or more})

+ [ntended initial method of
ovarian function suppression, if
assigned by randomization
(triptorelin for & years; surgical
oophorectomy, ovarian
irradiation)

mH—;DDZP:ﬂ"

— B
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Tamoxifen for 5 years

OFS  plus
Tamoxifen for 5 years

OFS  plus
Exemestane for 5 years

* Patients may have received tamoxifen or anti-aromatase agent prior to randomization
** OFS = ovarian function suppression (triptorelin for 5 years OR surgical oophorectomy OR ovarian irradiation)




SOFT Trial

Total Randomized
(N=3066)
|

Tamoxifen (N=1021) Tamoxifen+0FS (N=1024)

Excluded from ITT
* Patient withdrew
consent (N=3)

Excluded from ITT
* Patient withdrew
consent (N=9)

Tamouxifen ITT (N-1018) Tamoxifen+OFS ITT (N=1013)

Treatment
» Initiated (N=1007)
- Never started (N=11)

Follow-Up:

Treatment:
« Iniated (N=1007)
= Never started (N=8)

Follow-Up:

» Withdrawn Consent (N=56) = Withdrawn Consent (N=57)
- Lost to Follow-Up (N=52) » Lost o Follow-Up (N=32)

ITT for Pnmary Analysis
(N=2033)

l
Exemestane+0F 5 (N=1021)

= Patient withdrew

Excluded from ITT
consent (N=7)

Exemestane+OFS ITT (N-1014)

Treatment

* Initiated (N=1001)

* Never started (N=13)
Follow-Up:

* Withdrawn Consent (N=58)
* Lost to Follow-Up (N=41)

Ortanca takip suresi : 67 ay




SOFT Trial

Table 1. Characteristics of Patients in the Primary Analysis, Overall and According to Chemotherapy Cohort.™

Mo Chemotherapy  Prier Chemotherapy Owerall
Characteristic [N =943} (N =1084) [N =2033)

Age at randomization
Median — yr 46 40 43
Distribution — ne. (%)
14 (L5 219 (202) 233 (115) |
3539 yr 78 (8.2) 309 (28.5) 387 (19.0)
4049 yr 702 (74.0) 532 [48.2) 1224 (60.2)
=50yr 155 {16.3) 34 (1.]) 189 (9.3)

Lymph-node status — no. (%)

Megative 861 (90.7) 463 (42.7) 1324 (65.1)

Positive 88 {9.3] 621 (57.3) 709 [34.9)
Tumor size — ne, (%)

=2 cm 806 (84.9) 526 (48.5) 1332 (85.5)

=dem 136 (14.3) 513 (47.3) 49 (31.9)
Turnor grade — no. {(36)§

1 389 (41.0) 151 {13.9) 540 (26.5)

2 483 (50.9) 523 (48.2) 1006 (49.5)

3 65 (6.5) 374 (34.5) 439 (2L.6)
HERZ-positive — no_ (%) 40 (4.2) 196 {18.1) 236 [11.6)
Interval frem surgery to randomization — ma

Median 1.8 20 iz

Inharqu:ar‘tile range 1.2-24 581013 1.7-8.313
Endocrine therapy before randomization — ne, [%4)§ 47 (5.0) 475 [43.8) 522 (25.7)

* A more complete summary is provided in Table 31 in the Supplementary Appendix. Characteristics were well balanced
according to treatment assignment (Table 52 in the Supplementary Appendix). The statistizal analysis plan did not specify
hypothesis testing regarding comparisans between these groups, HER2 denates human epidermal grawth factar receptor 2.

T Data were missing for 7 patients whe did not receive chematherapy and for 45 who had received chemotherapy previously.

T Data were missing for 12 patients wha did net receive chematherapy and for 36 who had received dhemotherapy previausly,

§ Oral endocrine therapy before randemization was allowed while premenopausal status was established or reestablished.
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SOFT Trial

Birincil sonlanim noktasi: Hastaliksiz sag kalim (DFS)

Ikincil sonlanim noktalar::
v Genel sag kalim
v’ Sistemik hastaliksiz sag kalim
v Yasam kalitesi
v Tedavi basarisizliginin yeri
v Erken menapozun uzun donem yan etkileri
v Ikinci (meme dis1) kanser insidansi

v Kanser dig1 0lim nedenleri



SOFT Trial

>
8

80
60
40
20

8
:
8
:
:

o

Disease-Free Survival

Pts Events 5yr% HR 95% CI

1] 1018 160 847
T+OFS 1015 139 866 .83 66-1.04

Pts Events 5-yr % HR 95% CI

T 1018 140 864
T+OFS 1015 120 884 81 63-1.03

o

E+OFS 1014 113 890 68 53086

1 2 3 4 5
Years since Randomization

E+OFS 1014 94 909 64 495083

1 2 3 4 5 &
Years since Randomization




SOFT Trial

8

Pts Events 5yr% HR 95% CI Pts Events 5-yr % HR 95% CI

T 1018 9% 907 T 1018 59 951
T+OFS 1015 89 913 88 66-1.18 T+OFS 1015 47 967 74 51-1.09
E+OFS 1014 70 930 71 52096 E+OFS 1014 58 953 .97 68-140

1. 2 3 4 5 6 0 1 2 3 4 5 B
Years since Randomization Years since Randomization

8 &8 8 8

(=]

|
:
2
s

o




SOFT

A Freedom from Breast Cancer

100

g4
204
70+
504
504
404
304
204
104

3
A
[
o
=
(-

Tamoxifen
Tamoxifen— 1015

Exemestane— 1014 94

%

No. of
Patients 5-Yr
Mo.of with Rate Hazard Ratio
Patients Event % [(95% Cl)
1018 140 86.4
120 B34 0.81 (0.63-1.03)
a5

00.9 0.64 (0.49-0.23)
05

0
0

MNo. at Risk

Tamoxifen 1018
Tamoxifer—25 1015
Exemestane—0O5 1014

T T T T T 1
1 2 3 4 3 ]

Years since Randomization

956
970
57

900
932
912

855
886
269

728
752
766

533
368
330

Tamoxifen

B Freedom from Distant Recurrence

Mo. at Risk

Tamaoxifen

80
70+
60
50+
40
304
204
104

Tamoxifen
Tamoxifen— 1015 20

Exemestane— 1014 70

lm‘“—-‘%
g.{}_

No. of
Patients 5-Yr
Mo.of with Rate Hazard Ratio
Patients Event 9% [95% Cl)
1018 a6 a0.7
01.3 0.88 (0.66—1.18)
a5

03.0 0.71 (0.52-0.96)
05

0
0

1013

Tamoxifen—05 1015
Exemestane—05 1014

Tameoxifen—0S

T T T T T 1
1 2 3 4 5 6

Years since Randomization

915
043
920

875
901
832

735
772
783

BExemestane—05%
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SOFT

Multivariable cox propotional-hazard modeline gore

Meme kanseri nukst
Tamoxifen+OFS vs tamoxifen
(HR, 0.75; %95 CI 0.59-0.96; p=0.02)
Tamoxifen+OFS lehine



SOFT

C No Chemotherapy, Freedom from Breast Cancer D No Chemotherapy, Freedom from Distant Recurrence

100 100
—_——

00+ a0

204 &0

70 No. of 701 No. of
50 Patients 5-Yr &0 Patients 5-Yr
50 Mo.of with Rate Hazard Ratio 50 MNo.of with Rate Hazard Ratio
Patients Event % (95% Cl) Patients Event % (95% ClI)
Tamoxifen 476 24 958 Tamoxifen 476 6 08.6
309 Tamoxifen— 473 23 951 0.95 (0.54-1.69) 309 Tamoxifen— 473 7 987 1.16(0.39-3.44)
204 Os 204 Os
Exemestane— 470 14 g7.1 0.59(0.31-1.14) Exemestane— 470 3 09.3 0.52 (0.13-2.07)
10+ 10+
0s 0s
0 | 0 |
] 6 ] 6

40 40+

—
£
L]
et
g
-
i
(-

Patients (%6)

Years since Randomization Years since Randomization

Mo. at Risk Mo. at Risk
Tamoxifen 476 461 445 429 377 277 Tamaoxifen 476 449 436 386 284

Tamoxifer—05 473 454 447 429 373 285 Tamaoxifen—0S 473 453 437 385 203
Exemestane—05 470 443 475 414 374 278 Exemestane—05 470 470 419 381 283

Tamoxifen Tameoxifen—0S Exemestane—08%




SOFT

E Prior Chemotherapy, Freedom from Breast Cancer F Prior Chemotherapy, Freedom from Distant Recurrence

100 100-

"] %_x
B0+ 20+
704 Mo. of 70 Mo. of
60— Patients 5-Yr 60 Patients 5-Yr
50 Mo.of with Rate Hazard Ratio 50 No.of with Rate Hazard Ratio

Patients Event % (95% Cl) 40 Patients Event % (95% Cl)

407 Tamoxifen 542 116 | 73.0 Tamoxifen 542 ag LEN
309 Tamoxifen— 542 97 | 82.5]0.78 [0.60-1.02) 309 Tamoxifen— 542 82 |84.3] 0.87 (0.64-1.17)
204 OS5 04 OS5
Exemestane— 544 80 | 85.7 | 0.65 (0.49-0.87) Exemestane— 544 67 |&7.8]| 0.72 (0.52-0.98)

10} 10
0s 0s
{} 1 {} I 1
0 6 0 4 5 6

Patients (%)

g
L]
E
2
=
(=8

Years since Randomization Years since Randomization

No. at Risk MNo. at Risk

Tamoxifen 542 494 455 476 352 255 Tamoxifen 542 501 466 439 369
Tamoxifen—0S 542 516 485 456 378 283 Tamoxifer—0S 542 519 490 463 386
Exemestane—05 544 514 ART 455 391 273 Exemestane—05 544 518 4091 463 401

Tamoxifen Tameoxifen—0S Exemestane—08%
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Tamoxifen vs Tamoxifen + OFS

A Disease-free Survival

w

Tamoxifen

T T T
2 3 4

Years since Randomization

Mo. at Risk
Tamoxifen 951 295 347 719 525

Tamoxifen—0S 966 927 878 742 536

No. of

Patients 5-Yr
No.of with Rate
Patients Event 9%

Tamoxifen 1012 160 847
Tamoxifen—OS 1015 139 866

Hazard ratio for recurrence, second invasive cancer,
or death, 0.83 (95% ClI, 0.66-1.04)
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Tamoxifen vs Tamoxifen + OFS

B End Points, Overall and According to Chemotherapy Cohort

No. of Patients
End Point No. of Patients with Event 5-Yr Rate (%) Hazard Ratio (95% CI) P Value
Tamoxifen—05 Tamoxifen Tamoxifen—0S Tamoxifen Tamoxifer—OS5 Tamoxifen
Disease-free survival
All patients 1015 1018 139 160 6.6 847 0.83 (0.66—1.04)
Prior chemotherapy
Mo 473 476 32 38 93.4 - 0.83 (0.52-1.34)
Yes 542 542 207 . 0.82 (0.64-1.07)

Freedom from breast
cancer

All patients E g 0.81 (0.63—1.03)
Prior chemotherapy
No . E 0.95 (0.54—1.69)
Yes . . 0.78 (0.60—1.02)

Freedom from distant
recurrence
All patients 0.88 (0.66—1.18)
Prior chemotherapy
Mo

Yes

1.16 (0.39-3.44)
0.87 (0.64—1.17)

e

Owerall survival

All patients : 0.74 (0.51-1.09) 0.13
ProrcReTmotReTapT ]
No ! 99.8 — m-3.34(0.81-18.08) 003

Yes . 90 9 0.64 (0.42-0.96)

1
4.00

é_

025

=t

Tamoxifen—OS  Tamoxifen
Better Better
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SOFT Trial

Oliimlerin = %90’1 kemoterapi alan hastalarda

Kemoterapi alan hastalarda

5 yillik sag kalim:
Tamoxifen + OFS kolunda %94.5 (%95 CI, 92.0 - 96.2)
Tamoxifen kolunda %90.9 (% 95 CI, 87.9 - 93.2)

(HR, 0.64; %95 CI, 0.42 - 0.96)



SOFT Trial

< 35 yas hastalar (%u11.5)

* 350 hastanin 233’1 35 yas altinda
* %941 daha once KT almuis

* 5.yilda freedom from breast cancer’
Tamoxifen kolunda %67.7
Tamoxifen + OFS  %78.9
Exemestane + OFS %83.4

100

801 T —
T+OFS
E+OFS

Ptz Evenis Syr % 95% Cl

20 4 T 112 M &7 &7T3-T60
T+0¢Ss 11 F i A9 698-855%
E+DFS 117 19 B34 Jd9-09)
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St. Gallen/Vienna 2015

Factors arguing for including ovarian function
suppression (OFS) are:

» Age <= 35 years 81%/19%/0 1Y/ 2N/ 9A

Premenopausal oestrogen level after adjuvant
chemotherapy 73.7/26.3/0 1Y/ 2N/ 9A

Grade 3 55.9/38.2/0 1Y/ 2N/ 9A
Involvement of 4 or more nodes 89.7/10.3/0 1Y/ 2N/ 9A

Adverse result of multi-gene test 60/24.4/15.6%
1Y/ 2N/ 9A




St. Gallen/Vienna 2015

Factors arguing for use of OFS + Al rather than OFS +
tamoxifen are:

» Age <=35years 59.4/37.5/3.1 1Y/ 2N/ 9A

Premenopausal oestrogen level after adjuvant
chemotherapy 43.9/51.2/4.9 1Y/ 2N/ 9A

Grade 357.1/35.7/7.1 1Y/ 2N/ 9A
Involvement of 4 or more nodes 92.5/5/2.5%1Y/ 2N/ 9A

Adverse result of multi-gene test 65.8/31.6/2.6%
1Y/ 2N/ 9A
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Adjuvant Endocrine Therapy for Women With Hormone
Receptor—Positive Breast Cancer: American Society of
Clinical Oncology Clinical Practice Guideline Update on
Ovarian Suppression

The Panel notes that two prospective studies did not show overall clinical benefit for the addition of ovarian suppression to tamoxifen
in premenopausal, ER-positive breast cancer. However, in a large subset of women with higher-risk cancers, nearly all of whom received
chemotherapy but remained premenopausal, ovarian suppression added to tamoxifen reduced the risk of breast cancer recurrence.
Because of the design of the clinical trials, there are few definitive criteria by which to define risk.

1.2 Women with stage 11 or stage 111 breast cancers who would ordinarily be advised to receive adjuvant chemotherapy
should receive ovarian suppression in addition to endocrine therapy.

1.3 Women with stage | or Il breast cancers at higher risk of recurrence, who might consider chemotherapy, may also be
offered ovarian suppression in addition to endocrine therapy.

1.4 Women with stage 1 breast cancers not warranting chemotherapy should receive endocrine therapy but not receive
ovarian suppression.

1.5 Women with node-negative cancers 1 ¢m or less (T1a, T1b) should receive endocrine therapy but not receive ovarian
suppression.

[Benefits: increasing disease-free survival (DFS), freedom from breast cancer, and freedom from distance recurrence. Harms: worse
menopausal symptoms and sexual functioning, including hot flashes, sweating, weight gain, vaginal dryness, and decreased libido.]

Evidence quality: Intermediate
Recommendation type: Evidence based and consensus
Recommendation strength: Moderate
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ADJUVANT ENDOCRINE THERAPY Aromatase inhibitor for 5 y* (category 1)
or
Consider tamoxifen? for an additional 5 y to
amoxifen for 5 Vi {category 1} cgmp|ete 10 Vi
ovarian suppression or ablation
category 1)? Consider tamoxifen* for an additional 5y to
or 1 complete 10y
Premenopausal’ —
romatase inhibitor for 5y + P or

varian supgression or ablation No further endocrine therapy
(category 1)

Postmenopausall —

Premenopausal’
at diagnosis

Aromatase inhibitor to complete 5 y* of endocrine
therapy (category 1)

or

Up to 5y of an aromatase inhibitor® (category 2B)

Aromatase inhibitor? for 5 y (category 1)

or

Tamoxifen* for 2-3 y

or

Aromatase inhibitor® for 2-3 y (category 1) Tamoxifen* to complete 5 y of endocrine therapy
(category 1)

Aromatase inhibitor for 5 y* (category 1)

or

Consider tamoxifen* for an additional 5y to
complete 10y

Postmenopausal’
at diagnosis

Tamoxifen* for 4.5-6 y

Women with a contraindication to aromatase Tamoxifen* for 5 y (categery 1)
inhibitors, who decline aromatase inhibitors, or | ——  |or
who are intolerant of the aromatase inhibitors Consider tamoxifen* forupto 10 y

1

ZAromatase inhibitor or gmmﬂ%n for 5 v plus ovarian suppression should be considered, based on SOFT and TEXT clinical tnal outcomes, for premenopausal women
at higher nsk of rer:‘.umence Ie, your hi rade tumor, lymph node involvement, Pagar, NEJM 2014, Prudence, NEJM 2014). Survival data still pending.

3The panel believes ree selechive aromatase Inhi 1e, anastrozole, letrozole emestane} have shown similar anti-tumor efficacy and toxicity profiles in

_randomized studies in The adjuvant and preoperative settings. LI'he optimal dur:atron rcﬂ‘ aromatase inhibitors in adjuvant therapy is uncertain. )
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CDK4/6 in Breast Cancer

» Resistance to endocrine therapy
presents a major clinical challenge

» The growth of HR+ breast cancer is
dependent on cyclin D1, a direct

transcriptional target of ER.

» Cyclin D1 activates CDK 4/6
resulting in G1-S phase transition
and entry into the cell cycle.’

1. Asghar U et sl Nad Rev Drug Drscow 201514 13048
CDK=cychn-dependent lanase, ER=estrogen receplor, i Thangawel C. &l al Endocr Risksd Cancer 3011 18 33345
H = =hormone recepion-posine,




Palbociclib

Oral Cdk 4/6
inhibitoru

Hicre siklusunu
G1-S fazinda durdurur

125 mg % hafta

Inhibitor

gression from g1 tos phase
- lnhibiting cell Proliferation and celjy|gy DNA Synthesis
* In vitrg activity jn Rb—posiﬁue tumor cell lineg and primary
tumors

Low Nanomojg,
Phosph

Mot Canga,
~ B &l Camen,
+ MSgroee g Greazy Cancey




Phase 2 and 3 Studies of Palbociclib in Endocrine-
sensitive Metastatic BC

Phase 2, PALOMA-1 (1003) wn=1ss

Phase 3, PALOMA-2 (1008) w=4s0




— Pabock b phus letrozole
e Letroche

Letr . e. p'US " _ Median PFS 10.2\=. 20.2 mo
Paibociclib i HR 0.49, p=0.0004

’ * HR+, HER2-ABC

Z
-
-
2
s
:
E

HR O 488 (95% €10 319-0 748, one uded p« 0 0004)

T LJ \J L |
N -4 12 16 20 24

Number at risk
Palbocxckb plus letrozole 84 6/ 60 & 36 be N

Finn et al. San Antonio Breast Cancer Wm.ﬁlz ¥ ®B 1 g 6
Finn et al. AACR, 2014; Finn et al. Lancet Oncol, 2015
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Palbociclib in Hormone-Receptor—Positive Advanced
Breast Cancer

Nicholas C. Turner, M.D., Ph.D., Jungsil Ro, M.D., Fabrice André, M.D., Ph.D., Sherene Loi, M.D., Ph.D.,
Sunil Verma, M.D., Hiroji lwata, M.D., Nadia Harbeck, M.D., Sibylle Loibl, M.D., Cynthia Huang Bartlett, M.D.,
Ke Zhang, Ph.D., Carla Giorgetti, Ph.D., Sophia Randolph, M.D_, Ph.D., Maria Koehler, M.D., Ph.D.,

and Massimo Cristofanilli, M.D.




PALOMA 3

HR (+) HER2(-) ileri evre meme kanseri
Endokrin tedavi altinda relaps veya progresyon
ER, PR ve HER2 en son doku 6rneginde calisilmis



PALOMA 3

Post-menapozal
Al altinda progresyon

- Metastatik hastalikta Al altinda veya tedavi bitiminden 1 ay iginde
- Adjuvan tedavi sirasinda veya tedavi bitiminden 12 ay icinde

Women with premenopausal
Pre / perimenapozal

e Metastatik hastalikta endokrin tedavi sirasinda veya tedavi
bitiminden 1 ay icinde progresyon

e Adjuvan tedavi sirasinda veya tedavi bitiminden 12 ay icinde
progresyon

1 basamak KT almis olabilir
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PALOMA 3

Primer sonlanim noktasi; PFS

Ikincil sonlanim noktalari
e Genel sag kalim
¢ 1.,2. ve 3.yl sag kalim olasiligi
e Objektif yanit
e Yanit suresi

e Klinik fayda



PALOMA 3

Cift kor, faz 3 calisma

2:1 randomizasyon

Palbociclib + fulvestrant vs Placebo+fulvestrant
Palbociclib 125 mg/giin % hafta

Pre / perimenapozal hastalar: goserelin

(randomizasyondan en az 4 hafta 6nce baslanip, 4 haftada bir )

Tabakalama: viseral metastaz, menapoz durumu ve

endokrin duyarlilik

(metastatik hastalik OR veya SD = 24 hafta, adjuvan tedavide 24 aydan
sonra ntiks)



PALOMA 3

Table 1. Clinical and Pathological Characteristics of the Patients.*

Palbociclib—Fulvestrant Placebo—Fulvestrant

Characteristic (N=347) (N=174)
Age

Median — yr 57 56

Range — yr 30-88 29-80

<65 yr— no. (%) 261 (75.2) 131 (75.3)

=65 yr— no. (%) 86 (24.3) 43 (24.7)
Race — no. (38)T

White 252 (72.6) 133 (76.4)

Asian 74 (21.3) 31 (17.8)

Black or other 20 (5.8) 9(5.2)
Hormone-receptor status — no. (%)

ER-positive and PR-positive 238 (68.6) 111 (63.8)

ER-positive and PR-negative 91 (26.2) 48 (27.6)
ECOG performance status — no. (38)3

0 207 (59.7) 115 (66.1)

1 140 (40.3) 59 (33.9)
Disease-free intervalf

Median — mo 43 51

=24 mo — no.Jtotal no. (%) 42235 (17.9) 23/124 (18.5)

=24 mo — no.Jtotal no. (%) 186/235 (79.1) 95/124 (76.6)




PALOMA 3

Menopausal status at study entry — no. (%)

Premenopausal or perimenopausal

72 (20.7)

36 (20.7)

Postmenopausal

Documented sensitivity to prior hormonal
therapy — no. (36)9

fes
Mo
Visceral metastasis — no. (3¢) |
Measurable disease — no. (%)
Disease stage at study entry — no. [36)%**
Recurrent locally advancedft
Metastatic

275 (79.3)

274 (79.0)

73 (21.0)
206 (59.4)
268 (77.2)

49 (14.1)
296 (85.3)

138 (79.3)

136 (78.2)
38 (21.8)
105 (60.3)
132 (79.3)

25 (14.4)
146 (83.9)




PALOMA 3

MNo. of disease sites — no. of patients (%6)11
1
2
=3

Prior endocrine therapy — no. (36)§§

Aromatase inhibitor with or without GnRH
agonist

Tamoxifen with or without GnRH agonist
Maost recent therapy — no. (36)

Aromatase inhibitor with or without GnRH
agonist

Tamaoxifen with or without GnRH agonist

111 (32.0)
99 (23.5)
135 (3.9)

296 (85.3)

211 (60.8)

238 (63.6)

63 (18.2)

60 (34.5)

50 (28.7)
62 (35.6)

151 (86.8)

104 (59.8)

118 (67.8)

30 (17.2)




PALOMA-3

A Assessment by Investigators

1004 Hazard ratio, 0.42 (95% Cl, 0.32-0.56)
90+ P<0.001
%0- Palbociclib—fulvestrant (N=347)
Median progression-free survival,
70- 9.2 mo (95% Cl, 7.5-NE)

60 -

50+
40- Median PFS 3.8 vs 9.2 mo

30 - . HR 0.42 p<0001

20- Placebo-fulvestrant (N=174)
Median progression-free survival,
10+ 3.8 ma (95% Cl, 3.5-5.5)

0

R
2
c
3
wv

:
3
f

T

0 8 10

No. at Risk

Palbociclib— 347
fulvestrant

Placebo— 174
fulvestrant




PALOMA-3

B Central Assessment

100+
Palbociclib—fulvestrant (N=147)
90+ Medizn progression-free survival,
NE

-0+ +—0e- -

Placebo—fulvestrant (N=64)
Median progression-free survival,
3.7 mo (95% Cl, 3.4-7.2)

Median PFS 3.7 vs NE

Hazard ratio, 0.27 (95% C1, 0,16-0.46) HR 0.27 p<0.001
P<0.001 NE: not estimable

2

&
s
53
g3
38
'.'-é
2

No. at Risk

Palbociclib— 147
fulvestrant

Placebo— 64
fulvestrant
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" PALOMA-3

Hazard Ratio for Diseass Progressian P Value for

Subaraup Fatiants or Death [#5% CI Interaction

o, [H

A randamly assipred patierts: ntertiontosreat 521 (100 o4 i 042 [0.32-0.56)
rapulation i

bge i .43
<55 yr 392 [75.2) = ml i D4 (032061
=55 yr 120 [24.8) —a (35 [0 19-0.65)

Race i 0.41
white: EEREEE Y = 4 i 0U3R 027052
Asiar 145 7.1 I-—-—i—{ 044 0.51-1.31)

Elack or otrer 20 (5.6} I —] D (i12-150

Wenopausal stabas at sbagy ety : 0.5
Premenapaasal or pesmanopa usal 108 [20.7) A 0.4 [0.23-0.83)
Fostmznapausal 415 |33 ! 0,41 [0.30-0.56)

Siter of metastatic dieesse i 0EF
Yismrl 311 [59.7) HiH ety (050 k)
Morwisceral 118 (40.3) —a—— ) 036 (022050

Sersitivity to previous hormara| teraps i .50
Yios 418 (727 HiH : 0,33 [0.28-0.53)

Mo 111 713 |—.—|I 055 (051058
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ER-positve and PR-pasitive 340 (670 ! (.45 [0.33—0.6E)

LR pasitee and PR-ni=gativs 119 [z = — i 046 [0.28-0.77)

[isease-drap irterval | .15
=74 Fin a5 125 — 0.E4 041 1.75)
=24 i 281 (339 o 025 (050067

Privs chiernotherapy i 0.43
Meaad jusant ar adjuwant treazment anky 119 [42.0) —— 05D (03307
Mesastatic trasbrent LA (32 p—— 042 [0 26067
Mena 132 [#5.3) P — ! 0.2F (015 053

Frice nes of therapy i canlexl of melasialic disease i k3
(3 129 [34.8) —s— 0.0 [0.25-0.70
1 102 [38.8) —a— 047 (029076
# 133 [25.5) o i 030 [017-053)
w1 S04 [ — 057 [0.25-1.29)

alTs 025 050 100 700 510
Palbociclib—Fulvestrant Bester  Placebo—Fulvestrant Befter
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PALOMA-3

Table 2. Adverse Events with an Incidence of 10% or More in the Palbocidlib-Fulvestrant Group, Regardless
of Relationship to Study Drugs.*

Palbociclib-Fulvestrant Placebo-Fulvestrant
Event (N=345) [(N=172)

Grad 3-4 advers olaylar;

Any Grade Grade 3 Grade 4 Any Grade Grade 3 Grade 4

*Notropeni (%62 vs 0.6) numberof e (peren)

Any adverse event 337(97.7)  202(58.6) 37(10) 153 (89.0) 28 {16.3) 3(L7)

.L61<0peni (%25.2 VS %06) Neutropenia 272 (78.8)  184(533] 3087} 6(3.5) 0 1{0.6)

Leukapenia 157 (45.5) 85{246)  2{0.6) 7(4.0) 0 1{06)

° * (0 4) Fatigue 131 (38.0) 7(2.0) 0 45(26.7) 2{1.2)
Aneml ( A) 2"6 \E: /0 1'2‘) Nausea 160 [29.0) 0 45 (26.2) 1{0.6)
Anemia a0 [26.0) 926) 17 (9.9) 307
Headache 73 12L.%) 1{03) 30(17.4)
Thrambocytopenta 67 (19.4) 6{1.7) ¢
Upper respiratory 67 (19.4) 110.3) 28 (16.3)
infectiont

Febril nétropeni (%0.6 vs %0.06 nthes e 0074

Constipation 58 [16.8) D 24 (14.0)

Alopecia 51 (14.83)3 10 (5.8)

Hot flushes 51(14.8) 28 (16.3)

Vemiting 50 (14.5) 21(12.2)

Anthralgia 45 (13.0) 28 (16.3)

Cough 45 {13.0) 18 (10.5)

Decreased appatite 44 (12.8) 13 (7.6

Stomatitis 40 (17.6) 4(2.3)

Back pain 39 (11.3) 26 (15.1)

Dizziness 37 (10.7) 0 18 (9.3)

Dyspnea 37 (10.7) 103} 11 6.4)

Bain in sxtremity 34 (9.9) 0 13 (11.0)

Plasebo-fulvestrant lehine

<
£ 2 ©
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The NEW ENGLAND JOURNAL of MEDICINE

CORRESPONDENCE

Palbociclib in Hormone-Receptor—Positive Advanced
Breast Cancer

To THE EDiTOR: In the PALOMAS study, Turner et
al. (July 16 issue)* report that the addition of pal-
bociclib to fulvestrant improved progression-free
survival as compared with fulvestrant alone in pa-
tients with advanced breast cancer, with similar
discontinuation rates because of adverse effects
{2.6% and 1.7%, respectively). However, molecu-
larly targeted therapies have moderate toxic effects
that may become unacceptable over the long term
and result in a deterioration in the quality of life,
as shown in a previous report.>? The PALOMA1

administration of the combination therapy or
hamper the use of subsequent therapies.
Akihiko Ozaki, M.D.

Minamisoma Municipal General Hospital
Fukushima, Japan

ozakizkihiko@gmail .com

Tetsuya Tanimoto, M.D.

Jyoban Hospital

Fukushima, Japan

Shigehira 5aji, M.D., Ph.D.

Fukushima Medical University

Fukushima, Japan
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ENDOCRINE THERAPY FOR RECURRENT OR STAGE IV DISEASE

Premenopausal patients with hormone-receptor positive disease should have ovarian ablation/suppression
and follow postmenopausal guidelines

Postmenopausal Patients
* Non-steroidal aromatase inhibitor (anastrozole, letrozole)
+ Steroidal aromatase inactivator (exemestane)

'.EI&MMLQI{E""
+ Palbociclib + letrozol

» Palbociclib + fulvestrant {category 1)2
~Fulvestrants
+ Tamoxifen or toremifene
* Megestrol acetate

* Fluoxymesterone

+ Ethinyl estradiol

2Palbociclib in combination with letrozole may be considered as a treatment option for first-line therapy for postmencpausal patients with hormone-receptor positive,
HERZ-negative metastatic breast cancer.

3For postmenopausal women or for premenopausal women receiving ovarian suppression with an LHRH agonist, with hormone-receptor positive and HERZ-negative
metastatic breast cancer that has progressed on endocrine therapy.
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