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Sede Maschi ‘ Femmine
Vie aerodigestive superiori® 7.000 2.200
Esofago 1.300 600
Stomaco B.200 5.500
Colon-retto 23.100 22.800
Colon 19.800 14.500
Retto 9.400 4.500
Fegato 8.500 3.800
Colecisti e vie biliari 2.200 2.500
Pancreas 5.900 6.600
Polmone 29.400 11.700
Osso 300 300
Cute [melanomi) 5.900 5.400
Mesotelioma 1.400 500
Sarcoma di Kaposi &00 300
Tessuti molli 1100 700
ammella 300 47.900 >
Utero [cervice] 2.100
Utero [corpo) 8.200
Ovaio £.800
Prostata 35.200
Testicolo 2.300
Rene, vie urinarie** 8.300 4.300
Parenchima 6£.800 3.500
Pelvi e vie urinarie 1.200 700
Vescica*** 21.100 4£.900
Sistema nervoso centrale 3.200 2500
Tiroide £.100 11.300
Linforna di Hodgkin 1.300 1.100
Linfoma non-Hodgkin 7.000 6.000
Mieloma 2.900 2.400
Leucemie 4.800 3.500
Tutti i tumori, esclusi carcinomi della cute 194.400 168.900



Percent of New Cases by Age Group: Breast Cancer
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Breast cancer in young women:
specific clinical issues

* Risk of hereditary breast cancer
* Optimal endocrine treatment
* Fertility/pregnancy issues
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Proportion of Breast Cancer Subtypes by Age
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Keegan et al, BCR, 2012



Benefits of 5 years of Tamoxifen:
entry age < 45 years and ER+ disease only

50

Breast cancer mortality (%; +1 SE)

10+

Tamoxifen
Control
Rate ratio
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ER-positive disease only: entry age <45 years
2614 women (44% node positive, 79% chemotherapy)

Control
35-9%

28-0%

—a—h 253%
- =5 years
tamoxifen

RR 071 (95% (1 0-61-0-83)
Log-rank 2p=0-00002
15-year gain 10-6% (SE 2-2)

T

15 years

Death rates (% peryear: total rate minus rate inwomen
without rcurrence) and log-rank analyses

Years 0-4 Years 5-9 Years 10-14 Year 15+
2-15(SE019) 2-63(SE025) 129(SE0-24) 0498 (SE0-37)
2.80(SE021) 374(5E0-30) 2-39(5E0-35) 0-85(5E038)
076 (SE0-10) 0-69(SE010) 056(SE0-18)  1.07 (SE 0-61)

-19-9/71.9 -237/63-8 -10-5/181 02/2.8

EBCTCG, Lancet 2011
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Figure 3- Recurmende (A) and breast cancer mortality (2) by treatment allocation for 6846 women with ER-positive disease
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SOFT

Stratified by prior chemotherapy
(ves vs no) and nodal status (+ vs -)

e T

Premenopausal pts

(N = 3047) \

5Yrs

* Primary endpoint: DFS
* Secondary endpoints: BCFI, DRFI, OS

*Triptorelin, oophorectomy, or irradiation

Francis P, et al. SABCS 2014. Abstract S3-08. Francis PA, et al. N Engl J Med. 2014;
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1066 Patients underwent randomization

J

L

L]

1021 Were assigned to receive 1024 Were assigned to receive 1021 Were assigned to receive
tamuoxifen tamaxifen plus ovarian suppression exemestane plus ovarian suppression
—=| 3 Withdrew consent =| 9'Withdrew consent = 7 Withdrew consent
J L L]
1018 Were included in the 1015 Were included in the 1014 Were included in the
intention-to-treat population intention-to-treat population intention-to-treat population

b

2033 Were induded in the intention-to-
treat population for the primary analysiz

Figure 1. Randomization and Primary Analysis Populations.




ADJUVANT OVARIAM SUPPRESSION IN BREAST CANCER

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

Characteristic
Age at randomization
Median —yr
Distribution — no. (28)
<35 yr
35-39yr
4049 yr
=50yr
Lymph-node status — no. (36)
Megative
Positive
Tumeor size — no. (%) T
=2cm
=2cm
Tumor grade — no. (%) f
1
2
3
HERZ2-positive — no. (%)
Interval fram surgery to randomization — mo
Median
Interquartile range

Endocrine therapy before randomization — no. (36)§

Mo Chemotherapy
[N=949)

46

14 (1.5)
7% (8.2)
702 (74.0)
155 (16.3)

861 (20.7)
88 (9.3)

306 (34.9)
136 (14.3)

389 (41.0)
483 (50.9)
65 (6.8)
40 (4.2)

18
1224
47 (5.0)

Prior Chemotherapy
(N=1084)

40

219 (20.2)
309 (28.5)
522 (48.2)
34 (3.1)

463 (42.7)
621 (57.3)

526 (48.5)
513 (47.3)

151 (13.9)
523 (48.2)
374 (34.5)
196 (18.1)

3.0
5.8-10.3
475 (43.3)

Overall
(N=2033)

43

233 (11.5)
387 (19.0)
1224 (60.2)
189 (9.3)

1324 (65.1)
709 (34.9)

1332 (65.5)
649 (31.9)

540 (26.6)
1006 (49.5)
439 (21.6)
736 (11.6)

32
1.7-8.33
532 (25.7)
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A Disease-froe Survival

Patients (%)

No. at Risk
Tamexifen
Tamoxifen—05

100
30|
B0
704
60
50
40|
304
20
10+

w

Tamaxifen

-

a 1 2 3 4 5 [}

Years since Randomization

1018 951 835 247 718 525 305
1015 966 327 78 742 5356 343

No. of

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

Tamoxifen
Tamaoxifen—0S

1018 180 347
1015 133 B6.6

Hazard ratio for recurrence, second invasive cancer,
or death, 0.83 (95% CI, 0.66—1.04)
P=0.10

B End Points, Overall and According to Chemotherapy Cohort

End Point

Disease-free survival
All patients
Prior chemaotherapy
Mo
Yes

Freedom from breast
cancer

All patients

Prior chemotherapy
Mo
Yes

Freedom from distant
recurrence

All patients

Prior chemotherapy
Mo
Yes

Cwverall survival

All patients

Prior chemotherapy
Mo
Tes

Mo. of Patients

No. of Patients

with Event

1015

473
542

1015

473
542

1013

473
542

1015

473
542

1018

476
542

1018

476
542

1018

476
542

1018

476
542

139

32
107

120

3
a7

9

82

47

160

38
122

140

24

116

2%

20

59

57

5-¥r Rate (%)

Tamoxifen—05 Tamoifen Tamoxifen—OS Tamoxifen Tamoxifen—OS Tamoxifen

B6.6

934
0.7

95.1
8225

313

9E.7
B4E

96.7

992
94.5

Hazard Ratio (95% CI)

P Value

847 : 0.83 (0.66-1.04) 010
i
913 ' 0.83 (0.52-1.34) 036
771 L 0.32 (0.64-1.07)
i
:
E6.4 0 021 (0.63-1.03) 0.09
1
1
1
953 0.95 (0.54-1.65) 0.54
1
720 ; 0.78 (0.60-1.02)
1
1
i
0.7 0.28 (D.56-1.18) 040
1
1
9.6 : 116 (0.39-3.44) 062
816 0.87 (0.64-1.17)
1
1
1
95.1 L 0.74 (0.51-1.09) 013
1
1
1
998 ————————— =134 (0.81-18.08) 0.03
1
0.9 ' 0.64 (0.42-0.96)
T T T T T T T 1
0.25 0.50 1.00 200 400
Tamoxifen—0O5  Tamoxifen
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SOFT

“No chemotherapy” pts had low risk features

* 90% > 40 yrs,

* 91% node negative,
* 85% tumor £2 cm,
* 41% grade 1

Francis P, et al. SABCS 2014. Abstract $S3-08. Francis PA, et al. N Engl J Med. 2014.



Percent without Breast Cancer
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60 ]
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Premenopausal No Chemotherapy

No Chemotherapy No Chemotherapy
Breast Cancer-Free Interval Distant Recurrence-Free Interval
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e 3
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B
]
"g' 40
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T 476 [24\ 958 2 o0l T 476 76\ 986
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Cohort selected for low risk clinicopathologic features

Francis P, et al. SABCS 2014. Abstract $S3-08. Francis PA, et al. N Engl J Med. 2014.



Premenopausal after Prior Chemotherapy

Prior Chemotherapy Prior Chemotherapy
Breast Cancer-Free Interval Distant Recurrence-Free Interval
100 ; 100 ;
. :
S sof 1 : g0 T — e
R e 3 9| Tiors ——
-g x E+OFS
- |
o]
£ 40 "g 40 1
= Pts Events]5-yr % HR 95% CI £ Pts Events|5-yr % HR 95% ClI
g 20{ T 542 116 | 78.0 2 20T 542 90 | 836
o T+OFS 542 97 § 825 78 .60-1.02 E T+OFS 542 82 848 87 64117
0. 0 E+OFS 544 80 L 857 65 45087 o 0 E+OFS 544 &7 878 72 52-098
) . . . . ] . . \
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years since Randomization Years since Randomization

T+OFS v T: Absolute improvement in 5-yr BCFI: 4.5%
E+OFS v T: Absolute improvement in 5-yr BCFI: 7.7%
E+OFS v T+OFS: Absolute improvement in 5-yr DRFI: 4.2%

Francis P, et al. SABCS 2014. Abstract $S3-08. Francis PA, et al. N Engl J Med. 2014.



All women < 35 years of age

350 patients
(11.5%) < age 35

94% received
chemotherapy
in this age group

Percent without Breast Cancer

100

80 1

60

401

Pts Events 5-yr%  95% CI

204 T M2 34 &fi7 &73-76.0
T+OFS 121 27 789 B98-855
0 E+OFS 117 19 634 749-893

0 1 2 3 4 5 B
Years since Randomization

Francis P, et al. SABCS 2014. Abstract $S3-08. Francis PA, et al. N Engl J Med. 2014.



Table 2. Key Targeted Adverse Events Reported during Follow-up, According to Treatment Assignment.”

Adverse Event Tamaoxifen (N=1006) Tamaoxifen plus Ovarian Suppression (M= 1005)
Any Bvent Grade 3 or4 Event Any Bvent Grade 3 or4 Event
mo, of patents no., of patients mo, of patients mo, of patients

with event % (95% ) with evert % (95% ) with event % (95% ) with evernt %6 (95% C)
Heit flus hes 803 79.8 (77.2-82.3) 76 76 (6.0-54) 939 93.4 (91.7-94.9) 133 13.2 (11.2-15.5)
Depression 469 46.6 (43.5-49.8) £t 3.8 (2.7-5.1) 522 51.9 (48.3-55.1) 44 4.4 (3.2-5.8)
Sweating 436 48.3 (45.2-51.4) — — 621 61.8 (58.7-64.8) — —
Insamnia 466 46.3 (43.2-49.5) 29 2.9 (1.9-41) 575 57.2 (54.1-60.3) 46 46 (3.4-6.1)
Hypertension 173 17.2 (14.9-19.7) 54 5.4 (4.1-6.9) 233 232 (20.6-25.9) 75 7.5 (5.9-9.3)
Musculoskeetal symptoms 604 69.0 (66.0-71.8) &3 6.3 (4.3-7.9) 755 75.1 (72.3-77.8) 55 5.5 (4.1-7.1)
Osteoporosis 124 12.3 (10.4-14.5) 1 0.1 {0.0-0.6) 201 20.0 (17.6-22.6) 3 0.3 (0.1-0.9)
Vaginal dryness 421 41.3 (38.3-45.0) — — 500 49,8 (46.6-52.9) — —
Decreased libida 427 42.4 (39.4-45.8) — — 477 47 .5 (44.3-50.8) — —
Glucose intolerance 18 18(1.1-28) 3 0.3 (0.1-0.9) 35 3.5(24-48) 14 14 (0.8-23)

Any targeted adverse event} 959 95.3 (93.8-96.5) 238 237 (21.1-26.4) 989 98 .4 (97 4-99.1) 315 313 (28.5-34.3)
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CONCLUSIONS

Adding ovarian suppression to tamoxifen did not provide a significant benefit in
the overall study population. However, for women who were at sufficient risk for
recurrence to warrant adjuvant chemotherapy and who remained premenopausal,
the addition of ovarian suppression improved disease outcomes. Further improve-
ment was seen with the use of exemestane plus ovarian suppression. (Funded by
Pfizer and others; SOFT ClinicalTrials.gov number, NCT0O0066690.)
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Adjuvant Exemestane with Ovarian Suppression
Premenopausal Breast Cancer

2672 Patients underwent random iz ation

3066 Pationts underwent randomization

i3

1

2346 Were included in the

intention-to-treat
population

1% Started treatment
2& Never started
treatment

24 Withdrew consent
74 Were lost to follow-up

in TEXT in 3OFT
¥ '
1338 Were assigned to 1334 Were assigned to 1021 Were assigned to 1024 Were assigned to 1021 Were assigned to
exemestana plus ovarian tamoxifen plus ovarian exemestane plus ovarian tamoxifen plus ovarian tamaxifen
supprassion suppression suppression suppression
I I |
l |
2359 Waere assigned to 2358 Were assigned to
exemestane plus ovarian tamoxifen plus ovarian
supprassion supprassion
13 Were excluded from the
intention-to-traat
population 14 Were excluded from the
2 Had inadequate docu- mtenfu:_n-tu—lreat
mentation of informed |~ population
Tre 2 Were at a nonadherent
1Was at a nonadherant e
T 12 Withdrew consent
10 Withdrew consent
1

intention-to-treat
population

15 Never started
treatment

2344 Were included in the

2329 Started treatment

108 Withdrew consent
77 Were lost to follow-up

Figure 1. Randomization, Treatment, and Fellow-up.

Of the 383 patients who withdrew consent or were lost to follow-up, 150 consented to the continued submission of disease-recurrence
and survival status from medical records or such updates are obtainable from tumor and vital registries according to the protocol fol-
low-up schedule. SOFT denotes Suppression of Ovarian Functicn Trial, and TEXT Tamoxifen and Exemestane Trial.




DFS

A Disease-free Survival

100
90 _ﬁhk:
E0—
_ 7 No. of
N Patients
8 Mo. of  with B-Yr
,5 Patients Ewvent %
£ 409 __ Exemestane-OS 2346 216  91.1
30— Tamoxifen—05 2344 208 &7.3
20+  Hazard ratio for recurrence, second invasive cancer,
10 or death, 0.72 (95% CI, 0.60-0.85)
P=0.001
0 T T T T T 1
0 1 i 3 4 5 6
Years since Randomization
Mo. at Risk

Exemestane— 2346 2217 2128 1848 1517 1289 Ebb
05
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Exemestane+OFS Reduced Recurrence
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s =3

o
=

Percent without Breast Cancer
Pad
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=

Breast Cancer-Free Interval
5-yr BCFI

_\&?8%
[ ———

E+OFS
T+OFS

88.8%

Events HR  95% Cl

— Exemestane+OFS (N=2346)
— [amoxifen+OFS (N=2344)

P

175 0.66 0.55-0.80 <0.0001

262

0

1

2 3 4 5
Years since Randomization

6

=

]
=

[ =
= =

Percent without Distant Recurrence
o= =

5yr DRFI

93.8%

92 0%

Events HR  95% Cl

P

Distant Recurrence-Free Interval

H

E+OFS 142 078 062097 002

0

T+OFS 183
1 2 3 4 5
Years since Randomization

6

Percent Alive

100

80

=

=
=

B3

=

Overall Survival
5yr 08
96.9%

ﬂ
95.9%

Events HR 9% ClI P
E+OFS 102 114 086151 037
T+OFS 92
0 1 2 3 4 5 6
Years since Randomization

* 4% absolute improvement in 5-yr freedom from breast cancer for Exe+OFS
* 1.8% absolute improvement in 5-yr freedom from distant recurrence for Exe+OFS

* No significant difference in overall survival



Women Who Did Not Receive
Chemotherapy

No Chemotherapy, TEXT
Breast Cancer-Free Interval

5-yr BCFI
97.6%
100
8]
g 94.6%
O 80
%
® pgl — Exemestane+OFS (N=526)
o —— Tamoxifen+OFS (N=527)
=]
o]
£ 40
2
€ 9 Events HR 95% Cl
8 E+OFS 13 041 0.220.79
@ | THOFS 31

0 1 2 3 4 5 6
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16% <40 years; 19% T-size >2cm; 21% N+

—
o
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[o2]
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Percent without Breast Cancer

o

o
o

.
o
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No Chemotherapy, SOFT
Breast Cancer-Free Interval

5-yr BCFI
97.5%

94 8%

| = Exemestane+OFS (N=470)
—— Tamoxifen+OFS (N=473)

Events HR 95% CI
E+OFS 12 0.53 0.26-1.06
T+OFS 23
0 1 2 3 4 5 6
Years since Randomization

9% <40 years; 15% T-size >2cm; 8% N+




Women Who Received Chemotherapy

Chemotherapy, TEXT Prior Chemotherapy, SOFT Chemotherapy, TEXT Prior Chemotherapy, SOFT
Breast Cancer-Free Interval Breast Cancer-Free Interval Distant Recurrence-Free Interval Distant Recurrence-Free Interval
5-yr BCFI 5-yr DRF
1004 91.5% 100 SBCFL a0 918% @100 >yr DRF
- - 86.1% 9 ﬁ*-"?—-ezﬁ2 2 88.0%
8 8 g 89.2% g
= c 3 2%
@ 80 0% a 80 o 80 3 80 0
9 86.0% 3 8220 & E 84.6%
@ 7] - -
S g0 | —— Exemestane+OFS (N=806) S g0 —— Exemestane+OFS (N=544) § 60 | — Exemestane+OFS (N=806) £ 50 | —— Exemestane+OFS (N=544)
- —— Tamoxifen+OFS (N=801) @ — Tamoxifen+OFS (N=543) 3 |~ Tamoxifen+OFS (N=801) g —— Tamoxifen+OFS (N=543)
: : R
2 4 24 3 40 3 40
3 3 = £
E, 20 Events HR  95%Cl E 20 Events HR  95%Cl .Z 20 Events HR  95%Cl ; 20 Events HR  95%Cl
5 E+OFS 78 064 048085 g E+OFS 72 082 060-1.12 3 E+OFS 89 077 0.56-1.06 9 E+OFS 61 081 058113
i i o T:OFS 88 o
0l T+OFIS .118 . . . . 0 T+OFIS ?0 ‘ ‘ ’ o : . , , . . E 0 T+OFIS 7:7 . . .
0 1 2 3 4 5 6 0 1 2 3 4 5 6 0 1 2 3 4 5 6 0 1 2 3 4 5
Years since Randomization Years since Randomization Years since Randomization Years since Randomization
| 66% N+; 53% T-size >2cm; 30% <40 years | | 57% N+; 47% T-size >2cm; 49% <40 years |

Absolute improvement with exemestane+OFS
5-yr freedom from breast cancer: 5.5% in TEXT and 3.9% in SOFT
5-yr freedom from distant recurrence: 2.6% in TEXT and 3.4% in SOFT



Table 2. Targeted Adverse Events Reported during Follow-up, According to Treatment Assignment.*

Adverse Event Exemestane plus Ovarian Suppression (N =2318)

Any Event Grade 3 or 4 Event

no. of patients no. of patients

with event % (95% Cl) with event % (95% Cl)
Allergic reaction or hypersensitivity 115 5.0 (4.1-5.9) 11 0.5 (0.2-0.8)
Injection-site reaction 168 7.2 (6.2-8.4) 1 <0.1 (0.0-0.2)
Hot flushes 2125 91.7 (90.5-92.8) 232 10.0 (8.8-11.3)
Depression 1165 50.3 (48.2-52.3) 87 3.8 (3.0-4.6)
Sweating 1264 54.5 (52.5-56.6) - -
Insomnia 1348 58.2 (56.1-60.2) 89 3.8 (3.1-4.7)
Fatigue 1420 61.3 (59.2-63.2) 73 3.1 (2.5-3.9)
Hypertension 527 227 (21.0-24.5) 151 6.5 (5.5-7.6)
Cardiac ischemia or infarction 16 0.7 (0.4-1.1) 7 0.3 (0.1-0.6)
Thrombosis or embolism 24 1.0 (0.7-1.5) 19 0.8 (0.5-1.3)
Nausea 721 311 (29.2-33.0) 17 0.7 (0.4-1.2)
Musculoskeletal symptoms 2057 ; 87.4-90.0) 254 11.0 (9.7-12.3)
Osteoporosis 894 36.6—40.6} 10 0.4 (0.2-0.8)
Fractures 158 6.8 (5.8-7.9) 29 1.3 (0.8-1.8)
Vaginal dryness 1214 (50.3-54 .4) — —
Decreased libido 1042 45.0 (42.9-47.0) — —
Dyspareunia 707 @ 28.6-32.4) 53 2.3 (1.7-3.0)
Urinary incontinence 304 13.1(11.8-14.6) 6 0.3 (0.1-0.6)
CNS cerebrovascular ischemia 5 0.2 (0.1-0.5) 4 0.2 (0.0-0.4)
CNS hemorrhage 15 0.6 (0.4-1.1) 1 <0.1 (0.0-0.2)
Glucose intolerancer 54 2.3 (1.8-3.0) 11 0.5 (0.2-0.8)
Hyperglycemiaf 61 2.6(2.0-3.4) 13 0.6 (0.3-1.0)
Anytargeted adverse event 2279 98.3 (97.7-98.8) 710 30.6 (28.8-32.6)

Tamoxifen plus Ovarian Suppression (N =2325)

Any Event
no. of patients
with event % (95% Cl)
107 4.6 (3.8-5.5)
187 8.0 (7.0-9.2)
2169 93.3 (92.2-94.3)
1164 50.1 (48.0-52.1)
1371 (56.9—61.0}
1361 58.5 (56.5-60.5)
1463 62.9 (60.9-64.9)
509 21.9 (20.2-23.6)
7 0.3 (0.1-0.6)
50 2.2 (1.6-2.8)
671 28.9 (27.0-30.7)
1766 76.0 (74.2-77.7)
586 25.2 (23.5-27.0)
120 5.2 (4.3-6.1)
1101 47 4 (45.3-49 4)
950 40.9 (38.9-42.9)
601 25.8 (24.1-27.7)
414 17.8 (16.3-19.4)
11 0.5 (0.2-0.8)
21 0.9 (0.6-1.4)
54 2.3 (L7-3.0)
80 3.4 (2.7-4.3)
2285 98.3 (97.7-98.8)

Grade 3 or4 Event

no. of patients
with event

9

1
279
102
100
67
169
3
45
13
122

18

15
15
683

% (95% Cl)
0.4 (0.2-0.7)
<0.1 (0.0-0.2)
12.0 (10.7-13.4)
4.4 (3.6-5.3)
43 (3.5-5.2)
2.9 (2.2-3.6)
7.3 (6.2-8.4)
0.1 (0.0-0.4)
1.9 (1.4-2.6)
0.6 (0.3-1.0)
5.2 (4.4-6.2)
0.3 (0.1-0.6)
0.8 (0.5-1.2)

1.4 (0.9-1.9)
0.3 (0.1-0.6)
0.3 (0.1-0.7)
0.1 (0.0-0.3)
0.6 (0.4-1.1)
0.6 (0.4-1.1)
29.4 (27.5-31.3)




To understand absolute benefit in

SOFT/TEXT trials

TEXT and SOFT ITT population
(N =5,707)

Excluded (n=2816)
Submitted material; not hormone receptor positive {n = 64)
Ineligible; locally determined hormone receptor negative {n=5)
Tumor HER2 positive by central or local determination (n=747)

TEXT and SOFT hormone receptor—positive,
HER2-negative analysis population
(n=4,891)

SOhFI' no-chemotherapy = 1.353) TEXT no-chemotherapy TEXT chemotherapy SCIhFI' prior-chemotherapy
rmE:':::::s:':r1est.'=1ma lus OFS n{; ='454:I cohort {n —891) cohort in =~ 1.276) r;:{:.Em‘t:;mﬂstan«\:.- lus OFS
Tamoxifen pllf.ls OFS  (n— 449) Exemestane plus OFS (n =493) Exemestane plus OFS (n = 644} Tarmoxifen pIF:.ls OFS

T ifen al {n = 450) Tamoxifen plus OFS  (n=438) Tamoxifen plus OFS  (n=632) T ifan al
amoxifen alone amoxifen alone

(n=1,271)

{n =4186)
{n =423)
{n =432)

Regan M, et al. J Clin Oncol 2016



A

BCFI (%)

BCFI (%)

Prognostic factors

100 -
80 - —
Age
60 1 No. of
patients Events S-year BCFI (% = SE)
40 J — > 50 463 24 956 + 1.0
45-49 1,626 89 94.9 + 0.6
20 — 4044 1,560 138 91.2 0.8
] s 3530 812 125 85.1+ 1.4
<35 430 a7 79.2 £ 2.1
0 1 2 3 4 5 6
Time Since Random Assignment (years)
100
80 -
Tumor
60 - .
Slze
40
No. of
20 J patients Events 5-year BCFI (% + SE)
m— < 20m 3,176 191 945 + 0.4
>2cm 1,632 265 840+ 1.0
0 1 2 3 4 5 6

Time Since Random Assignment (years)

B 100
80
—_ Nodal
X 60+ status
&
o 40 MNo. of
patients Events 5-year BCFI (% = SE)
20 4 e N0 2,939 161 94904
— N 1-3 1,401 158 89.2:009
Na+ 561 154 TJ28=+ 21
0 1 2 3 4 5 6
Time Since Random Assignment (years)
D 100
80
= 604 ER expression
u
m 40
MNo. of
20 patients Events 5-year BCFI (% = SE)
— 2 50 4,624 423 91.2x05
< 50% 196 42 82728
0 1 2 3 4 5 6

Time Since Random Assignment (years)

Regan M, et al. J Clin Oncol 2016



Prognostic factors

80 - 80 -
— PgR expression — Grade
22 60 - = 60 -
& &
o 40 A No. of o 40 No. of
patients Ewvents 5-year BCF| (% = SE) patients Events 5-year BCFI (% = SE)
20 - > B0% 3,892 293 8926+05 20 === (Grade 1 1,120 30 87.9+£05
0% to 49% 400 66 859 +1.8 == Grade 2 2,765 261 90.9+ 0.6
< 20% 509 103 814 +1.8 Grade 3 1,006 182 82113
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Time Since Random Assignment (years) Time Since Random Assignment (years)
G 100 e
80 - _ —
Ki-67
= 60 expression
i MNo. of
{EJ’ 40 patients Events 5-year BCFI (% + SE)
< 14% 1,222 82 8967 +05
20 - m— 14% to 19% 1,182 91 8925+08
0% to 25% 737 a3 B6E+14
> 26% 785 141 829+14
0 1 2 3 4 5 6

Time Since Random Assignment (years)

Regan M, et al. J Clin Oncol 2016



Cox Proportional Hazards Model for Defining the
Composite Measure of Recurrence Risk

Parameter | HR_| 95%Cl | Pvalue_

Age at random assignment, years

<35 2.2 1.6-3.1 <0.01
35-39 1.7 1.3-2.3 <0.01
40-44 1.3 1.0-1.7 NS
45-49 Ref - -
>50 1.2 0.7-1.8 NS
No. of positive nodes

0 Ref - i,
1-3 1.5 1.1-1.9 <0.01
>4 3.1 2.4-4.0 <0.01
Tumor grade

1 Ref - .

2 2.5 1.7-3.8 <0.01
3 3.0 1.9-4.9 <0.01

Regan M, et al. J Clin Oncol 2016



Cox Proportional Hazards Model for Defining the
Composite Measure of Recurrence Risk (cont’d)

Tumor size, cm

<2 Ref
>2 1.5
ER expression, %

<50 1.3
>50 Ref
PgR expression, %

<20 1.6
20-49 1.3
>50 Ref
Ki-67 expression, %

<14 Ref
14-19 1.1
20-25 1.3
226 1.6

1.2-1.9

0.9-1.8

1.2-2.0
1.0-1.7

0.7-1.6
0.9-1.9
1-2.3

<0.01

NS

<0.01
0.06

NS
NS
0.03

Regan M, et al. J Clin Oncol 2016



5-year BCFI (%)

STEPP of 5-year BCFIl according to
Composite Risk Score: Overall HER2-negative

80":
40
20 - e !
Overall i
0 '
0.16 092 139 181 216 261 298 335
Median CPRS in Subpopulations
100 ﬁ\
80 -
60 4
40 No. of
patients Events 5-year BCFI (% = SE)
m— First quartile 1,273 22 98.6 £ 0.3
20 Second quartile 1,179 59 95.4+07
=== Third quartile 1,219 105 91.2+08
= Fourth quartile 1,220 287 775+£13
1 T 1 1 T
0 1 2 3 4 b

Time Since Random Assignment (years)

No. of Patients

600

1st

Quartile

2nd 3rd 4th

500 +

400

300

200

100

1 f 1
I
|

1 2 3 4
Composite Risk
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STEPP of 5-year BCFIl according to
Composite Risk Score: Overall HER2-negative

5-year BCFI (%)

100 et eme e
45-49 yr
80 1| NO
T<2cm
| Grade 1
1 (o)
60 - E:f;;é;ﬁ (2024 yr 40-44 yr v\ ...........
PgR >50% N1-3 NO <35yr
T<2cm T>2cm N 4+
40 Grade 2 Grade 3 T>2cm
Ki67 14-19% Ki67 >26% Grade 3
ER 250% ER 250% Ki67 >26%
20 - PgR >50% PgR >50% ER <50%
PgR <20%
0 -

0.92

139 181 216

261

298 335

Median Composite Risk Score in Subpopulations

Regan M, et al. J Clin Oncol 2016




STEPP of 5-year BCFIl according to Composite
Risk Score: TEXT +/- Chemo

100_ P
|
................................................ JI
!
80 P 1I ......................................................................
................................................ I
|
60 _I ........................................................................

~—4+—4 Exemestane + OFS
40 4 ¥—"Y Tamoxifen + OFS

5-year BCFI (%)

20 T

N 001 W 0 T 100100071001 1700170 0011000 R 0 A A A

0.30 0.80 124 160 203 243 3.07
Median Composite Risk Score in Subpopulations
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STEPP of 5-year BCFIl according to Composite
Risk Score: SOFT No Chemo

100 7

80 T

<) |
N !
N .
E 60 T |
O i
m « o o Exemestane+OFS |
3 40 | 4—*— Tamoxifen + OFS !
g ¥—¥—¥ Tamoxifen :
! !
LO !
|
20 T !
|
i
i
o
0 I T PP RO v ¢ 10

016 051 1.00 150

Median Composite Risk Score in Subpopulations
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STEPP of 5-year BCFIl according to
Composite Risk Score: SOFT Prior Chemo

100 7

80 T :
<) |
S |
N .
E 60 T |
Q 5
m « o o Exemestane+OFS |
S 40 4 ~—+— Tamoxifen + OFS !
g ¥—¥—¥ Tamoxifen :
- i
LO !
|
20 i
|
!
5
Ao
0 AL 3 1A AR R L O A O G
1.35 1.93 247 3.08

Median Composite Risk Score in Subpopulations
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Absolute benefit (AB) in 5-year BCFl and
NNT according to clinical scenario

SOFT No-Chemo

5-year BCFI 96.1%

Pts did well with all
endocrine therapies

*high composite risk
**low composite risk

§

TEXT No-Chemo

OFS+Evs OFS + T
(AB 3.6%; NNT 27)

OFS+Evs OFS + T
(AB* 10%; NNT 10)

OFS+EvVvsOFS+ T
(AB** 1%; NNT 100)

'

SOFT Chemo

TEXT Chemo

OFS+EVSOFS+T OFS+EVsOFS+T
(AB 5.8%; NNT 17) (AB 5.4%; NNT 18)
OFS+Evs T

OFS+Evs OFS+T  (AB 7.4%: NNT 13)

(AB* 15%; NNT 6)
OFS+TvsT
OFS+Evs OFS+T  (AB* 5%; NNT 20)

(AB** 5%: NNT 20)



EXPERT REVIEW OF ANTICANCER THERAPY, 2015 e Taylor & Francis
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REVIEW

Endocrine therapy in premenopausal women with breast cancer: a critical
appraisal of current evidence

Filippo Montemurro®, Lucia Del Mastro® Michele De Laurentiis® and Fabio Puglisi®*

Table 1. Authors’ suggestions on the optimal duration of
tamoxifen therapy, the use of OFS, and the choice between
tamoxifen plus OFS and exemestane plus OFS.

Which is the optimal duration of Well-grounded evidence shows the
tamoxifen thergpy? benefits of prolonging tamoxifen
therapy up o 10 ywears, compared
with stopping treatment at 5 years.
Prolonged tamoxifen may however
be associated with a potentially
increased risk of endometrial cancer.
Should OF5 be prescribed to all Available evidence shows that the
premenopausal patients? addition of OFS to tamaxifen or
exemestane contributes to further
reduce the risk of recurrence in
moderate- and high-risk patients.
Should exemestane pius OF5 be Exernestane plus OF5 prolongs DFS
preferred over tamaoxifen plus as compared with tamoxifen plus
OFs? OF5. However, no advantages in 05
were shown. Exernestane plus OFS is
a reasonable option for higher-risk
patients and for patients for whom
tamaifen should be avoided.

DF5: disease-free survival OF5: ovaran function suppression.
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