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Category Events/woman-years (rate | % per year]) Tamoxiten events Ratio ot annual event rates
Allocated tamoxifen Allocated control Log-rank Variance Tamoxifen : control
O-E of O-E
(a) ER-poor
ER=0 162/5060 (3-2) 163/5941 (2-7) 7-4 69-5 — 1 111 (SE013)
ER1-3 202/6645 (3-0) 192/6357 (3-0) 22 855 —m 1-03 (SE0-11)
ER 4-9 185/5490 (3-4) 188/5588 (3-4) -6-6 775 — - 0-92 (SE 0-11)
Other ER-poor 449/9528 (4-7) 451/8995 (5-0) -14.9 1955 — 1 0.93 (SE 0.07)
- (a) Subtotal 998/26723 (3-7% per year) 994/26 881 (3-7% per year) -12.0 428.0 <] 0.97 (SE 0-05) 2p=0-6
Test for trend x;=1-4; 2p=0-2
(b) ER-positive by ER measurement '
ER10-19 232/8173 (2-8) 316/7252 (4-4) -47-4 120-6 —— 0-67 (SE 0-08)
ER20-29 158/5104 (3-1) 197/4630 (4-3) -27-3 76-4 —;— 0-70 (SE 0-10)
ER 30-49 235/8107 (2-9) 260/6952 (3-7) -29.0 112-1 + 0-77 (SE 0-08)
ER 50-99 293/10650 (2-8) 361/8973 (4-0) -69-6 144-8 B = 0-62 (SE 0-07)
ER 100-199 211/8429 (2-5) 344/7376 (4-7) -804 122-8 —-—i— 0-52 (SE 0-07)
ER=200 216/8279 (2-6) 325/6672 (4-9) -78:2 119.-0 —Jl+ 0-52 (SE 0-07)
Other ER+ 308/7868 (3-9) 415/6898 (6-0) -72-9 161-3 _Ej_ 0-64 (SE 0-06)
- (b) Subtotal 1653/56610 (2-9% peryear) 2218/48753(4-5% peryear) -404-8 856-9 <(> 0-62 (SE 0-03) 2p<0-00001
Test for trend x=9-5; 2p=0-002
(c) ER-positive by PR measurement 2
PR=0 167/7076 (2-4) 273/6055 (4-5) -68-1 966 0-49 (SE 0-07)
PR 1-9 141/4241 (3-3) 171/3620 (4-7) -23.5 60-7 — - 0-68 (SE 0-11)
PR 10-49 347/11413 (3-0) 442/10001 (4-4) -74-3 163-6 - 0-63 (SE 0-06)
PR 50-99 184/6422 (2-9) 258/5801 (4-4) -43-2 955 3 0-64 (SE 0-08)
PR=100 446/18490 (2-4) 611/15639 (3-9) -122-0 238-1 0-60 (SE 0-05)
Other PR 180/3992 (4-5) 244/3575 (6-8) -39-3 92-1 — 0-65 (SE 0-08)
PR unknown 188/4907 (3-8) 219/3981 (5-5) -36-2 83-9 —D— 0-65 (SE 0-09)
- (c) Subtotal, stratified by PR measurement, not ER measurement -406-6 8305 ¢ 0-61 (SE 0-03)
Test for trend x:=0-8; 2p=0-4
(d) ER unknown 426/17 968 (2-4% per year) 517/14517 (3-6% per year) -73-0 203-9 4+ 0-70 (SE 0-06)
- Total (a+b+d) 3077/101301 (3-0% peryear) 3729/90151(4-1% per year) -489-7 1488-8 ) 0-720 (SE 0-022;
95% Cl 0-68-0-75)
T T 1
0 0-5 1-0 2.0

- 99% or =T 95% Cls

Difference between treatment effects in subtotals (a) and (b): ¥;=56-4; 2p<0-00001

Tamoxifen better
Treatment effect 2p<0-00001

EBCTCG, LANCET2011

Tamoxifen worse



ER-positive disease only: entry age <45 years

Anydeath (%; 1SE)

2614 women (44% node positive, 79% chemotherapy)
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10-3% RR 0-71 (95% Cl 0-61-0-83)
Log-rank 2p=0-00002
15-year gain 10-6% (SE 2-2)
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Tamoxifen

Death rates (2% per year: total rate minus rate in women
without rcurrence) and log-rank analyses
Years 5-9 Years 10-14
2-63 (SE 0-25) 1-29 (SE 0-24)

Years 0—4
2-15 (SE 0-19)

Year 15+
0-98 (SE 0-37)

Control 2-80 (SE 0-21) 3-74 (SE 0-30) 2-39 (SE 0-35) 0-85 (SE 0-38)
Rate ratio 0-76 (SE 0-10) 0-69 (SE 0-10) 0-56 (SE 0-18) 1-07 (SE 0-61)
(O-E)/V -19-9/71-9 -23-7/63-8 -10-5/18-1 0-2/2-8
ER-positive disease only: entry age 55-69 years
4373 women (27% node positive, 24% chemotherapy)
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RR 0-63 (95% Cl 0-56-0-71)
Log-rank 2p<0-00001
15-year gain 11-7% (SE 1-5)
o T L) T
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Tamoxifen
Control
Rate ratio
(O-E)/V

Death rates (% per year: total rate minus rate in women
without rcurrence) and log-rank analyses
Years 5-9 Years 10-14
2-03 (SE 0-15) 1-68 (SE 0-16)
3-43 (SE 0-21) 2-49 (SE 0-21)
0-56 (SE 0-08) 0-69 (SE 0-11)
-57-7/98-9 -20-5/54-7

Years 0-4
1-74 (SE 0-13)
2-59 (SE 0-16)
0-63 (SE 0-08)

-46-4/99-9

Year 15+
1-76 (SE 0-22)
2-48 (SE 0-28)
0-84 (SE 0-16)

-5-6/31-3

£15)
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2614 women

Control
38-1%

26-8%
=5 years
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11-0% RR 0-71 (95% Cl 0-61-0-83)
Log-rank 2p<0-00001

15-year gain 11-2% (SE 2-3)

o] 5

T T
10 15 years

Death rates (% per year) and log-rank analyses

Years 0—-4 Years 5-9
2.29 (139/6058) 2-72 (116/4263)
2-91 (178/6109) 3-89 (161/4140)

0-78 (SE 0-10) 0-68 (SE 0-10)

-19-1/75-9 -25-2/66-2

Years 10-14
1-52 (33/2167)
2-79 (55/1970)
0-56 (SE 0-16)

-12-5/21-3

Year 15+
1-40 (10/715)
1-52 (9/591)

0-84 (SE0-43)

-0-8/4-5

4373 women

Control
46-4%

36-9%
=5 years
tamoxifen

33-0%

23-7%
15-4%

RR 0-78 (95% Cl 0-71-0-85)
Log-rank 2p<0-00001
15-year gain 9-5% (SE 1-6)

11-1%

o 5

L) T
10 15 years

Death rates (% per year) and log-rank analyses

Years 0-4 Years 5-9 Years 10-14 Year 15+
2-40 (253/10545) 3-24 (279/8624) 3-87 (247/6384) 5-92 (215/3631)
3-22 (317/9831) 4-59 (349/7607) 4-34 (237/5455) 5-55(170/3062)

0-70 (SE 0-07) 0-66 (SE 0-07) 0-86 (SE 0-09) 1-05 (SE 0-11)
-47-0/131-9 -61-2/144-9 -16-9/111-4 4-2/86-4

EBCTCG, LANCET2011



ER-positive disease

50 4 ER-positive PR-positive: 7378 women — ER-positive PR-poor: 2310 women
(45% node positive, 55% chemotherapy) (41% node positive, 41% chemotherapy) - :
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RR 0-63 (95% Cl 0-58-0-68) RR 0-60 (95% Cl 0-52-0-69)
Log-rank 2p<0-00001 Log-rank 2p<0-00001
10-year gain 12-9% (SE 1-2) 10-year gain 15-0% (SE 2-1)
o
o ;‘, 10 y'ears o % 10 y'ears
Recurrence rates (% per woman-year) and log-rank analyses Recurrence rates (% per woman-year) and log-rank analyses
Years 0-4 Years 5-9 Years 10+ Years 0-4 Years 5-9 Years 10+
Tamoxifen 3-41 (570/16701) 2-47 (303/12248) 2-10 (219/10446) 4-42 (222/5018) 2-58 (94/3638) 1-49 (57/3837)
Control 6-00 (926/15432) 3-50 (360/10295) 2-19 (188/8577) 8-52 (388/4556) 3-02 (90/2983) 1-52 (47/3092)
Rate ratio 0-55 (SE 0-04) 0-68 (SE 0-07) 0-93 (SE 0-10) 0-50 (SE 0-06) 0-84 (SE 0-14) 0-92 (SE 0-20)
(O-E)/V —209-5/349-4 —60-3/157-1 -6-8/96-4 -94-1/137-8 ~7-4/42-5 —2-1/23-9
ER-poor disease
50 - ER-poor PR-positive: 1236 women — ER-poor PR-poor: 4748 women
(49% node positive, 94% chemotherapy) (33% node positive, 89% chemotherapy)
il ER )
Control =5 years
— 32-5% z
o= -l P R+ Siles tamoxifen
'.:‘. =5 years 29-0%
= 25-9% tamoxifen 27-4%
g Control
5 22-2%
g 20 20-8% 22056
o
10 —
RR 0-90 (95% Cl 0-73-1-12) RR 1-03 (95% Cl 0-92-1-16)
Log-rank 2p=0-35 Log-rank 2p=0-60
10-year gain 1-6% (SE 2-9) 10-year loss 1.6% (SE 1-4)
o
o é 10 y'ears % 10 y|ears
Recurrence rates (% per woman-year) and log-rank analyses Recurrence rates (% per woman-year) and log-rank analyses
Years 0-4 Years 5-9 Year 10+ Years O-4 Years 5-9 Years 10+
oxifen 4-66 (122/2616) 2-74 (46/1677) 1-88 (12/640) 5-26 (519/9870) 1-86 (113/6081) 1-09 (29/2652)
ontrol 6-23 (158/2538) 1-93 (31/1603) 1-04 (7/675) 5-05 (493/9754) 1-50 (93/6183) 1-45 (43/2961)
e ratio 0-78 (SE 0-11) 1.27 (SE 0-28) 2.03 (SE 0-69) 1-02 (SE 0-07) 1.27 (SE 0-16) 0-70 (SE 0-20)
p-E)/Vv -15-5/61-4 3-9/16-2 3-2/4-5 3-5/229-4 11-8/49-7 -6-2/17-0

The Lancet 2011; 378:771-784

Terms and Conditions




ATAC: Avs T in Postmenopausal
Women With Localized Breast Cancer

e Previous ATAC results showed less disease recurrence in postmenopausal women
with localized disease on anastrozole vs tamoxifen(

— Anastrozole well tolerated but higher risk of fractures

* Current study assessed long-term efficacy and toxicity of anastrozolel?

Year 5

|

Postmenopausal
women with
early-stage invasive —, Long-term

breast cancer follow-up
Tamoxifen

(N = 6241) (n=3116)

1. Howell A, et al. Lancet. 2005;365:60-62.
2. Forbes JF M, et al. SABCS 2007. Abstract 41.



ATAC-DFS (HR+)

25 HR 95% Cl P Value

HR+ 497 0.83 (0.73-0.94) .005
20 ITT 651 0.87 (0.78-0.97) 01
15

Patients (%)

== Anastrozole (A)

10 = Tamoxifen (T)

Absolute
difference: 1.6%, 2.6%

2.5% 3.3%

2 3 4

Ul
(@)

Follow-up Time (Years)

DFS includes all deaths as a first event

Howell A. 2004 SABCS. Abstract 1.

Geg niiksler yillik %2-3 hizla devam eder
Cuzick et al. Lancet Oncol 2010



ATAC: Efficacy Results

Long-term results showed that anastrozole superior to tamoxifen for
DFS, TTR, TTDR, and CLBC, but not for OS and deaths after recurrence

— Similar findings observed when analyses restricted to hormone receptor—
positive population

Outcome (Hormone Receptor—Positive Patients) HR (95% CI) P Value
DFS 0.85 (0.76-0.94)
TTR 0.76 (0.67-0.87)
TTDR 0.84 (0.72-0.97)

CLBC 0.60 (0.42-0.85)
OS 0.97 (0.86-1.11)
Death after recurrence 0.90 (0.75-1.07)

Forbes JF, et al. SABCS 2007. Abstract 41.



Letrozole Therapy Alone or in Sequence with Tamoxifen in Women Breast Cancer

The BIG 1-98 Collaborative Group
NEJM 361;766,2009

Surgery

b

2-Group Option
Randomization A Tamoxifen (N=911)
and Enrollment
1998-2000
(N=1828) B Letrozole (N=917)
Stratification according to institution
and according to whether chemo-
therapy was neither given nor
planned: was completed before 4-Group Option
randomization, or was planned
to be given concurrently with :
endocrine therapy A Tamoxifen (N=1548)
Randomization B Letrozole (N=1546)
and Enrollment
1993-2003 c Tamoxifen Letrozole
(N=0l82) (N=1548)
D Letrozole Tamoxifen
(N=1540)

N=8010

Years




BiG 1-98, ilk analiz
Thurlimann B, et al. N Engl J Med 2005;353:2747-57

me e TR Letrozole (351 events)
§- -y Tamoxifen (428 events)
= o0
& |
& a0
g |
a 20—
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0 L] L | ] L ] )
0 1 2 3 4 S
Years after Randomization
Letrozole
No. at risk 4003 3892 2964 1261 892 S67
Disease-free 97.7 95.1 90.5 86.8 840
survival (%6)
Tamoxifen
No. at risk 4007 3896 2926 1238 866 S44
Disease-free 97.6 93 .4 290 846 81.4

. survival (%6)




BIG 1-98 Trial
NEJM 361;766,2009

Years since Randomization
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-

% 78.6 % 77.8 % 77.3

OS % 87.5 % 87.7 % 85.9

Regan MM, et al. Lancet Oncol 12;1101,2011
(8.1 yil takip sonuclari)



BiG 1-98, ilk analiz
Thurlimann B, et al. N Engl J Med 2005;353:2747-57
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Kardiyak
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Kalp Yetm
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Vajinal kan.

Sicak basmasi
Gece terl.
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Artralji

Myalji

3.5

1.2
0.4
0.2
6.6
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16.2
4.0
12.3
6.1

1.5

1.4
0.8
0.5
3.3

33.5
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5.7
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6.4

0.91
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0.28
0.01
0.04
<.001

<.001
0.004
<.0001
<.0001
0.61



BIG 1-98’de Kardiyovaskiiler Yan Etkiler
Mouridsen H et al. JCO 25:5715,2007

Kardiyak Olay
G3-5 KVO 1.4 2.4 .001

(¢ogu
hiperkolesteremi)

TrombEmb 3.9 1.7 <.001



Meta-analysis of Randomized Trials: Als vs
Tamoxifen

Designs of Cohort 1 and Cohort 2
B Tamoxifen M Al

Cohort 1: direct comparison as monotherapy (N = 9,856)

_ i
R ATAC
~ I BIG 1-98/IBCSG 18-98

Trials
~ I
N < GABG/ARNO
] IES/BIG 2-97
2-3 yrs 2-3 yrs ITA

ABCSG VI

5yrs
Ingle JN, et al. SABCS 2008. Abstract 12.



Comparison of Tamoxifen vs Al:
Cohort 1 Recurrence Rates

e Cohortl1=5 yrs of >0 7 5-yr gain 2.9% (SE 0.7)
. 40 - 8-yr gain 3.9% (SE 1.0)
A| VS tamOX|fen X Log rank 2P < .00001
g 30- _
 ER positive : femoxiten
e N=9856 =

Recurrence Rates (% yr) and Log Rank Analyses
Yrs 0-1 Yrs 2-4 Yrs 5+
Al 1.69 (163/9647) 2.31 (261/11297) 2.33 (160/6879)
Tamoxifen 2.46 (234/9510) 2.81 (307/10938) 2.78 (180/6478)
Rate ratio, from 0.67 SE 0.08 0.81 SE 0.08 0.83 SE 0.10
(O-E)IV -38.4/96.6 29.5/137.9 -15.7/83.0

Ingle JN, et al. SABCS 2008. Abstract 12.



Comparison of Tamoxifen vs Al:
Cohort 2 Recurrence Rates

e Cohort?2 >0 3-yr gain 3.1% (SE 0.6)
. i 6-yr gain 3.5% (SE 1.1)
2-3 yrs of tamoxifen, o 40 Log rank 2P < 00001
then 2-3 yrs (Al vs tam) g 307
= Tamoxifen
o, 3 20 = 1%
* ER positive i o150 16.1%
e (N=9,015)
0 | | 0 1 | | é | | 1 é
(=0) (=2) ?2) (=8)

Recurrence Rates (% yr) and Log Rank Analyses

Yrs 0-1 Yrs 2-4 Yrs 5+
Al 1.68 (187/11134) 2.81 (149/5298) 3.21 (23/716)
Tamoxifen 2.76 (303/10962) 3.00 (150/5007) 3.87 (27/697)
Rate ratio, from 0.60 SE 0.07 0.83 SE 0.11 0.85 SE 0.27
(O-E)IV -51.0/118.4 -5.6/72.6 -2.0/12.1

Ingle JN, et al. SABCS 2008. Abstract 12.



Erken Evre Meme Kanserinde Endokrin Tedavi

(ilk 5 yil)

Tamoksifen
Premenopozal +/- Over abl/sup (?)

Tamoksifen
Aromataz inh.
Postmenopozal i .
P Tamoksifen — Aromataz inh.

Aromatazinh — Tamoksifen

Yiiksek riskli postmen meme Ca’da ilk tercih Ai olmali.
Ardisik tedavi yan etkiler agisindan yararli olabilir

. Kardiyovaskiiler hast
. Endometriyal patoloji
. Osteoporoz/kirik




Over Supresyonu ile Ilgili Calismalarin
Meta-Analizi
Early Breast Cancer Overview Group

* 16 randomize calisma (1987-2001)
N =9022, ER veya PR + hasta
" % 92 ER+
* Medyan FU 7.3 yil
= Aks (-) % 51

* LHRH agonistleri genellikle 2-3 yil, birkac¢
calismada 5 yil kullanilmis

EBCOWG, Lancet 2007




n Nukste| |p | Nuksten sonraki |p
mortalitede |
LHRH vs takip 338 -% 28.46 | .08 | -% 17.8 49
Tam+/-LHRH 1013 |-%14.5 |.20|-% 15.9 33
KT(+/-Tam) vs +/-LHRH | 3307 |-12.2 .04 | -% 15 .04
KT vs LHRH 3184 |+% 3.9 52 [ -% 6.7 40
KT vs LHRH+Tam 1577 |(-% 101 |.25|-% 11.1 37

EBCOWG, Lancet 2007




yas

Niiks HR (%)

Nuksten sonra
mortalite HR (%)

Sist Tx yok +/- (LHRH+Tam)

=<40 71 -7.9 87 -30.5 .59
>40 336 -64.7 <.0001 |-51.2 .03
=<40 203 -32 12 -35.6 2
>40 810 -1.5 9 -0.1 99
=<40 714 -24.7 .01 -27.3 .02
>40 1662 -5.1 .55 -5.3 41
=<40 81** -31.2 33 -21 .66
>40 284 5.3 .82 -23.4 41

Hormon Res+ olgularda tedavi gruplarinda yasa gore HR degisiklikleri

** hasta sayisi az

. EBCOWG, Lancet 2007
HR=hazard ratio



Bes Yildan Uzun Endokrin Tedavi

MA.17 (Letr vs Plasebo)
NSABP B-33 (Exem. vs Plasebo)

ATLAS (Tam 5-yil vs 10-yil)
aTTom (Tam 5-yil vs 10-yil)




MA 17

g /Lr:trnml:r: (n= :533}5 —_— L-n:lr-::ml;-: (r = 2457)
Tamoxifen =
4.5—6 years | = Na, . No letrozole (n = 613)
™~ Placebo (rn = 2587) | ~
Letrozole (n = 1655)
’ }
1998 2003 2005
(Ot 9) (Crct @)
Data cutofl

Follow-up (months) 30 (1.5-61.4) 54 (16-86)
Median {range)

“ig. 1 Patients included in intent-to-treat analysis of the MALLT
trral, at a median follow-up of 534 months. Adapted from [26]

J Natl Cancer inst 97:1262,2995 (30 ay takip)
Ann Oncol 19:877,2008 (64 ay takip)
Breast Cancer Res Treat 112:45,2008




FU=64 ay Univariyet analiz Multivariyet analiz

-y|I
%
DFS .0001 .0001
Letr 94.3 0.68 0.68
Plasebo 91.4
DDFS .082 .089
Letr 96.3 0.80 0.81
Plasebo 94.9
(0 .853 .828
Letr 95.1 0.98 0.98
Plasebo 95.1

Ingle JN, et al. Ann Oncol 19;882,2008



MA.17: Nodal Duruma Gore Etkinlik Analizi

64 ay takip

HR p
DFS
N+ 0.51 0.0005
N- 0.74 0.01
DDFS
N+ 0.74 0.04
N- 0.90 >0.05
0S
N+ 0.84 >0.05
N- 1.24 >0.05
Kontrlat. Ca 0.61 0.033

KLCa yillik ins. hizi : 0.28 vs 0.46

Ingle JN et al, 19;877,2008



MA.17’de Tamoksifen Alirkenki Menopozal

Duruma Gore Etkinlik

Premenopozal - Postmen. Postmenopozal - Postmen
N= 877 N=4289
HR p HR p

DFS 0.26 .0003 0.67 .006

interaction p 0.03

DDFS 0.15 .02 0.45 .03

Goss et al. Ann Oncol 24;355,2013



MA. 17 Trial, Crossover Etki Dikkate
Alinarak Yapilan Degerlendirme

FU 64 ay Letrozol vs Plasebo

HR p
DFS 0.52 <.001
DDFS 0.61 <.001
OS 0.71 <.001

Jin H, et al. JCO 30:718,2012



Tamoksifen x by — Exemestan vs Plasebo
NSABP B-33

100 e — 98%
5 95%
_. 80- i
X . RR:1.2
* ' P=.63
£ 60- :
2 :
5 :
& 40 - E
(@] :
Group n Events :
20 1 —— Placebo 779 13 i
— Exemestane 783 16 !
O | | 1 | | Il
4

* Eigible pts with follow-up 2 3
Years After Randomization

Greyd 3 toxicity: 9% vs 6% (P = .03)

Mamounas E, et al. SABCS 2006. Abstract 49.



MA.17: Yan Etkiler

Letrozol Plasebo o]
Sicak basmasi 58 54 0.003
Vajinal kana. 6 8 0.005
Artrit 6 5 0.07
Artralji 25 21 <.001
Myalji 15 12 .004
Hiperkolest. 16 16 0.79
Osteoporoz 8.1 6.0 0.003
(yeni tani)
Kink 5.3 4.6 0.25
Kvask. 5.8 5.6 0.76
hastalik

Goss, Breast Cancer Res Treat 112;45,2008



Uzamis Tamoksifen Tedavisi

e ECOG Trial, N=194

— Tam. devam vs Tam.’i 5 yilda kes

— Devam etmek daha iyi gibi
* Tormey, JNCI 2001

e Scottish Adj. Trial, N= 342

— Sureklivs 5 yil
— Surekli Tam. daha kot
e Stewart, JNCI 2001

* NSABP B-14, N=1152

— 5 yildan sonra re-rand.

— 5 yildan uzun Tam. daha kotu.
* Fisher, JNCI 2001



Long-term effects of continuing adjuvant tamoxifen to 10 years
versus stopping at 5 years after diagnosis of oestrogen
receptor-positive breast cancer: ATLAS, a randomised trial
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15244 women randomly allocated*
7629 to continue tamoxifen for another 5 years
7615 to stop tamoxifen immediately

2350 excluded completely, as tamoxifen duration before random
allocation was <4 years

)

\ 4

12894 included in analyses of side-effects, among whom
median tamoxifen duration was 5 years (IQR 4-8-5-2)
6454 allocated to continue tamoxifen to 10 years
6440 allocated to stop tamoxifen at 5 years

6048 excluded from analyses of main effects, as ER status was
unknown or negative

—

h 4

6846 with ER-positive disease included in analyses of main effects on
recurrence and breast cancer mortality
3428 allocated to continue tamoxifen to 10 years
3418 allocated to stop tamoxifen at 5 years

. - The Lancet 2013; 381:805-816
ELSEVIER Terms and Conditions




ATLAS: 5 vs 10 Yrs of Tamoxifen in ER-Positive
Disease: Recurrence and Survival

>

Cumulative incidence (%)

Recurrence Breast Cancer Mortality
50 A B -
5-9 yrs: RR 0.90 (0.79-1.02) 5-9 yrs: RR 0.97 (0.79-1.18)
40 - > 10 yrs: RR 0.75 (0.62-0.90) > 10 yrs: RR 0.71 (0.58-0.88)
All yrs: log-rank P = .002 All yrs: log-rank P = 0.01
30 1 -
25.1%
- 21.4% -
20 14.5% ° 15.0%
10 13.1% - M 12.2%
» 5.8%
0 T T T R— T i
0 5 10 15 0 5 10 15
Diagnosis ATLAS EOT 10 Yrs Diagnosis ATLAS EOT 10 Yrs
Entry Since Entry Entry Since Entry

=®= Continue tamoxifen to 10 yrs
Stop tamoxifen at 5 yrs



Recurrence Breast cancer mortality

10645 women (100% ER positive, 44% node positive, 51% chemotherapy) 10645 women
20 Control h
46:2%
401% 1
40+ 2 4
= 0
7 g Control
W 33.0% 2 331%
& 30- 287% _ =5 years £
% tamoxifen g 25.19
> 25:9% g zg-g%
] =5 years
o al = y
“ 2 tamoxifen
7]
7 11.9% :
16-4% = . 17:9%
10- -

0-4y 5-9y 10-14y
Niiks RR 0.53 0.68 0.97
P <.00001 <.00001

Mort. RR 0.71 0.66 0.68
P .05 .05 .08

EBCTCG, LANCET2011



Events/women 10 years events Ratio of annual
event rates (SE)

Continue tamoxifen  Stop tamoxifen Log-rank Variance
to 10 years at 5 years O-E of O-E
Age at diagnosis (p=0-82)
<55 years 303/1730 (18%) 354/1729 (20%) -29-6 1642 _-_ 0-83(0:07)
255 years 314/1698 (18%) 357/1689 (21%) -26.2 1676 -+ 0-86 (0-07)
Nodal status at diagnosis (p=0-82) -
Node-negative 252/1832 (14%) 295/1845 (16%) -22.0 1367 —-—— 0-85(0-08)
Node-positive/unknown 365/1596 (23%) 416/1573 (26%) -36-2 1950 _._ 0-83 (0:07)
Tumour diameter (p=0-99)
1-20 mm/unknown 298/1868 (16%) 338/1838 (18%) -26.3 158.9 —.—- 0-85 (0.07)
>20 mm 319/1560 (20%) 373/1580 (24%) 290 1729 —- 0-85(0-07)
Previous duration of tamoxifen (p=0-43) g
4-4-9 years 223/1095 (20%) 242/1081 (22%) -127 116-2 _'-._ 0-90 (0-09)
=5years 394/2333 (17%) 469/2337 (20%) -43-3 215-6 - 0-82 (0-06)
Entire breast ever removed (p=0-61) :
Yes 414/2230 (19%) 472/2162 (22%) -42:2 2212 —.— 0-83(0-:06)
No/unknown 203/1198 (17%) 239/1256 (19%) -14-4 1104 —— 0-88 (0-09)
Ever hysterectomised (p=0-99)
Yes 115/620 (19%) 143/679 (21%) -108 64-4 — 0-85(0-11)
No/unknown 502/2808 (18%) 568/2739 (21%) -45-2 2673 ' 0-84 (0-06)
Menopausal status at ATLAS entry (p=0-79) H
Premenopausal 64/326 (20%) 73/304 (24%) -7:2 342 —.—— 0-81(0-15)
Postmenopausal or unknown  553/3102 (18%) 638/3114 (20%) -48-8 297-6 ' 0-85 (0-05)
Geographic distribution (p=0-58)
European origin* 470/2577 (18%) 552/2570 (21%) -473 2554 -.— 0-83(0:06)
Asian/Middle Eastern origin  147/851 (17%) 159/848 (19%) -87 764 —— 0-89 (0-11)
Site of first recurrence (p=0-24)
Isolated local 7913428 (2%) 106/3418 (3%) -14-7 462 —I—-—— 073(0-13)
Isolated contralateral 109/3428 (3%) 141/3418 (4%) -18.0 625 Com 075(011)
Distantf 429/3428 (13%) 464/3418 (14%) =232 2232 _._ 0-90 (0:06)
Period of endpoint (years since diagnosis) (p=0-30) :
0-4 (not applicable before ATLAS entry) i > :
5-6 196/3428 (6%) 213/3418 (6%) -9-0 1022 —~.-— 0-92 (0-09)
7-9 232/3110 (7%) 258/3073 (8%) -157 1225 —l-—— 0-88 (0-08)
=10 189/2605 (7%) 240/2526 (10%) 311 107-1 + 075 (0-08)
.Total 617/3428 (18%) 711/3418 (21%) -55-9 3319 <:> 0-845 (0-051)
I 99% Cl or=t=> 95% Cl T : : T p=0-002
Global heterogeneity p=0-8 0 ) 05 10 1.5 - 20
Favours treatment Favours stopping
to 10 years at 5 years

The Lancet 2013; 381:805-816

Terms and Conditions




ATLAS : Niikssuiz Hastalar

Vaskiiler Olay

Felg 62 59 1.03 0.89
PE 10 8 1.21 0.69
Kalp hast. 178 205 0.85 0.10

Kanserden ex

Dlger
____

Karsi meme 419 0.88 0.05

Endometr. 116 63 1.74 0.00002

KC 3 3 0.99 0.99

Kolon 46 52 0.86 0.44

Diger 254 251 0.99 0.91

ATLAS trial. Lancet 381;805,2013



ATLAS : Yan Etkiler(2)

Non-neoplastik Hastaliklar

10 yil 5 yil HR p
Felg 130 119 1.06 0.63
Pulm.emb. 41 21 1.87 0.01
ASKH 127 163 0.76 0.02
Safra tas! 75 66 1.11 0.54
Katarakt 72 63 1.11 0.54
Kirik 62 70 0.86 0.39

ATLAS tr. Lancet 381;805,2013



aTTom : 10 yil vs 5 yiIl Tamox.
Gray et al. Abs. ASC02013
N= 6953
Niiks (RR) = 0.85
— abs. azalma % 4 (p=0.003)

Meme Ca mort. RR =0.88
— abs. azalma % 2 (p=0.06)

Niikssliz olumler: benzer
Tim olumler: benzer (heniiz)
10 yila kadar fark yok



Adjuvan Tedavide Al’nin 5 yildan daha
uzun kullanilmasi ile ilgili etkinlik veya
toksisite verisi yok




Erken Evre Meme Ca End. Tedavi Erken Evre Meme Ca End. Tedavi

(ilk 5 yil) (ikinci 5 Yil)
Tamoksifen PREMENOPOZAL
Premen. (<40 yas icin) .|./_ TamOkSifen veya tEdaVi keSiIEbiIir
Over +/- Al POSTMENOPOZAL
abl/sup Kanit? Tam. veya Al veya tedavi kesilebilir
Tamoksifen Al veya tam. veya ted. kesilebilir
i Tamoksifen (?) veya ted. kesilebilir
Postmen.  Aromatazinh. (?) vey
Tam. — Al Al veya Tam.(?) veya HiC
Ai —  Tam. Tam. veya Ai (?) veya HiC

*Hastanin 5 yildan sonra niiks riski (Adjuvant online)
eHastanin diger morbiditeleri (Ozellikle KV hast. ve osteoporoz; end.
hiperplazi/histerektomi, TE olay)

eHastanin ila¢ toleransi ve kompliyans




Tesekkiir ederim






ORNEK OLGULAR

AA, 34 yas IDK, G3, LVi+
T1=45cm T2=1.5cm 17/17 LN+
ER %90+, PR %30+, erbB2 (-)

Adj. Online ilk tanida % 98.7

5 yil sonra % 52.3

HY, 38 yas IDK G3
TlveT2=4cm,T3=2cm  8/16 LN+
ER %80+, PR %90+, erbB2 (-)

Adj. Online ilk tanida % 84
5 yil sonra % 38.7
ZPO, 36 yas IDK, G2, Ki-67 % 40

T=1.6 cm LN (-)
ER %95+, PR %60+, erbB2 (-)

Adj. Online ilk tanida % 25

5 yil sonra % 7.5



ORNEK OLGULAR

BK, 57 yas IDK, G2, T=1.6 cm, LN (-)
ER % 95+, PR % 60+
Adj. Online ilktanida % 25

S5yilsonra % 7.5

KA, 49 yas IDK, G2, T=2.1 cm, 2/22 LN+
ER % 85+, PR %75+, erbB2 (-)
Tam 3 yil = Letrozol 2 yil

Adj. Online ilk tanida % 55

5 yil sonra % 20.5
Letrozol ile devam (Ai toplam 5 yil)



Tesekkiir ederim



Early Breast Cancer
Overview Group: LHRH Agonist Etkisi
Meta-analysis

= 13 randomize ¢alisma (1987-2001)
= N=9022

EBCOWG, Lancet 2007




Recurrence (%)

50~

40+

30+

20"

104

LHRH agonistinin etkisi

Recurrence

— No systemic therapy
= = LHRH agonist

HR: 0.72; 95% Cl: 0.50-1.03;
P =.08 (n = 338)

F 33.7% vs 24.1%
et 9.6% reduction

1 2 3 45 6 7 8 9 10
Years Since Randomization

Cuzick J, et al. SABCS 2006. Abstract 15

EBCOWG, Lancet 2007

Death After Recurrence (%)

50 A

40 A

30 A

20 A

10 A

O-

Death After Recurrence

— No systemic therapy
= = LHRH agonist

HR: 0.82; 95% Cl: 0.47-1.43;
P = .49 (n = 338)

9.2% vs 5.8%
3.4% reduction

01 2 3 45 6 7 8 910

Years Since Randomization



501

Recurrence (%)

LHRH Agonistleri Kemoterapi kadar Etkili

Recurrence

— Chemotherapy
= = LHRH agonist

HR: 1.04; 95% Cl: 0.92-1.17;
P=.52 (n =3184)

29.8% vs 27.6%
2.2% increase

0O 1 2

3 45 6 7 8 91
Years Since Randomization

Cuzick J, et al. SABCS 2006. Abstract 15
EBCOWG, Lancet 2007

Death After Recurrence (%)

Death After Recurrence

— Chemotherapy
= = LHRH agonist

HR: 0.93; 95% ClI: 0.79-1.10;

501
P =.40 (n = 3184)
404
30+ 13.0% vs 12.1%
0.9% reduction
201
107
0' T T T T T T T T 1
01 2 3 45 6 7 8 91

Years Since Randomization



LHRH Analogu

« LHRH analogu,

» Tek basina kullanildiginda niiks ve oliim olasiligimi

azaltmaz (?!)
» Kemoterapiye esdeger sonuc verir (o0zellikle CMF)

» Kemoterapi (p=.04) ve tamoksifene (p>.05)

eklendiginde etkinligi artirir

» Kemoterapi ile birlikte? Ardisik?

EBCOG, Lancet 2007
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401

w
o
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o
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Recurrence
[E=Y
(@)

o

0

Recurrence

— Tamoxifen
= = LHRH + tamoxifen

HR: 0.85; 95% Cl: 0.67-1.09;
P=.20(n=1013)

22.8% vs 18.2%
4.6% reduction

1 2 3 45 6 7 8 9 10
Years Since Randomization

Cuzick J, et al. SABCS 2006. Abstract 15

EBCOWG, Lancet 2007

Death After Recurrence (%)

Ul
o
1

40 1

301

201

101

0

Tamoksifen vs Tamoksifen+LHRH analogu

Death After Recurrence

— Tamoxifen
= = LHRH + tamoxifen

HR: 0.86; 95% CI: 0.61-1.19;
P=.33(n=1013)

8.8% vs 7.3%
1.5% reduction

01 2 3 45 6 7 8 9 10
Years Since Randomization



Recurrence (%)

Premenopozal hastada
Over Ablasyonu veya Supresyonu

Recurrence Breast cancer mortality
60 - 60 ~
Control
50 — 51-6% 50 -
Oviridn Control
40- 47-3% el Ovarian
E‘ 34 ablation or
: SUPPression
g 403%
o g - 322
20 = 7=
; 166 ;
15-year gain 4-3% (SE 1-9) 15-year gain 3-2% (SE 2.0)
10 < Logrank 2p=0.00001 10 4 Logrank 2p=0004
0 | | | | 0 | ! |
0 5 10 15 0 5 10 15
Years Years

EBCTCG, Lancet 2005



