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Optimal adjuvant hormonal
therapy in premenopausal women

* Healthy, married woman, 40 years old
* Mastectomy +SNB + axillary dissection
* Histology: Ductal invasive carcinoma G2

* pT2 (2.5 cm) pN1la (1/26) ER 90% PgR 90%
HER-2 absent KI-67 16%

* No peritumoral vascular invasion
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Premenopausal Patients

Treatment selection

. Tamoxifen

. OFS

. Tamoxifen plus OFS
. Ais plus OFS

. Treatment duration
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About 5 years of tamoxifen versus not in ER-positive (or
ER-unknown) disease, by entry age
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Tamoxifen
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About 5 years of tamoxifen versus not in ER-positive (or ER-unknown) disease, by entry age
Recurrence/woman-years Breast cancer mortality/women
Events/woman-years Tamaxifen events Deaths/women Tamoxifen deaths
Category Allocated  Adjusted  Logrank Variance Ratio of annual event rates Category Allocated  Adjusted  Logrank Variance Ratio of annual death rates
tamoxifen  control 0-E of O-E Tamoxifen : Control tamoxifen  control 0-E of 0-E Tamoxifen : Control
(a) Dose of tamoxifen [x-%:o-u; 2p>==0-1; NS) ; (a) Dose of tamoxifen (xlfo-o; 2p=-0-1; NS) :
20 mg/day 84130896 1199/27508 -237-8 4742 = 061(SE0-04) | 20mg/day 561/3550 7743530 -1165 3114 n 069 (SE 0.05)
(27%ly)  (d-dnly) ' (15-8%) (21-9%) :
30-40 myg/day S7U16079 742/13540 -1467 2914 : 0-60 (5E 0-05) 30-40 myg/day 457/1675 574/1631 -905 2322 0-6E (SE0-05)
(36%y)  (5-5%y) . (27.3%) (35-2%) '
() Presence or absence of cytotoxics [x§= 3-1; p==0-1; N5) ; (b} Presence or absence of gytotoxics {x21= 2.0; p=0-1; NS} ;
Chemwith Tamvs ~ 223/3926  270/2979 -545 1063 _-_ 0-60 (5E 0-08) Chern with Tam vs 168488 212462 -417  B47 - 061 (SE0-09)
Chem alone (57 %4) (9-1%/y) ! Chem alone {34-4%) [45-9%) i
Chemthen Tamvs  242/B254  319/7682 -486 1332 - 0-69 (SE 0-07) Chem then Tam vs 142/1204 181/1176 -21.3 780 ——t 076 (SE0-10)
Chem alone (2-9%4y) {4-2%Jy) i Chem alone (11-B%) [15-4%) !
Tam alone vs O47/34795 1352/30387 -281-4 5261 = 0-59 (SE 0-03) Tam alone vs FOB/3533 955/3523 -1440 3810 = 069 (SE 0-04)
Nil {no adjuvant) (2-7%Y) (4-d%0y) ' Nil {no adjuvant) {20-0%) (27-1%) !
{c) Entry age (trend xi:;-ﬁ; 2p=0-05) ; (c) Entry age (trend x§=u~4; 2p=0-1; N5) |
Age <240 1133231 17772660 -368 637 —q'— 0-56 (SE 0-10) Age <40 F4fa1y 119/398  -210 440 _'i_ 0-61 (SE0-12)
(35%f)  (B7wy) ; (17.7%) (29-9%) :
40-49 759461 3518776 -490 1430 - 071(5EQ07) | 40-45 173/1119  219/1139 -248 903 —i— 076 (SE0-09)
(2-9%y) (4-0%/y) . (15-5%) (15-2%) .
50-59 452/14694 576/13114 -945 2283 s 0-66 (SE 0-05) 50-59 330/1591  394/1535 -452 1617 -l 076 (SE0-07)
(3-1%4y) (4-4%/y) ' {20-7%) (25-7%) :
B0-69 498/17399 724/14546 -1630 2700 ' 0-55 (SE0-05) 60-69 91822 SIFf17E9  -B7-1 2004 ‘— 055 (SE 0-08)
(295} (5-0%y) ' {20-8%) (25-5%) i
=70 702105  107/1867 -750 3152 —mf— 0-49(SE0-12) =70 62/266 8a/286 -136 299 e | 0-63 (SE0-15)
(33%h)  (57%) ; | (233%)  (311%) ;
Ageunknown 4710 67 0y 09 | Age unknown 010 014 !
Total 14y 1541/ _3B45 7656 | 0605 (SE 0-028) Total 1018/ 1348/ _2070 5436 : 0-683 (SE0-036)
. 46975 41048 ? 2p=<0-00001 . 5225 5161 ‘? 2p<0-00001
(3-0%Y) (4-7%ky) : {19-5%) (26-1%) |
4B 99% 0O =I= 5% Cls E M- 99% O == 95% Cls i
T T T 1 T |- T 1
[u] o5 1-0 1.5 20 o 05 1.0 1.5 2.0
Tamaxifen better | Tamaoxifen worse Tamoxifen better | Tamaoxifen worse
Treatment effect 2p<20-00001 Lancet 2005; 365: 1687-1717 Treatment effect 2p=-0-00001
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Overview: effects of ovarian ablation in the
absence of chemotherapy
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Overview: effects of LHRH agonist in the
absence of chemotherapy
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Mo systematll:them!}}' 171 146 106 75 43 28 No systematic therapy 171 171 140 104 63 41
LHRH agonist 167 155 121 ac SO 34 LHEH Egﬂl'liit 167 165 144 104 70 49
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Overview: addition of LHRH agonist to
tamoxifen

g _
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Nomperat sk e m1l?er . ;S‘k 561 538 455 267 161 89
Tamoxifen 561 498 303 216 131 63 ~ Tamaxifen
LHRH agonist+tamaxifen 450 407 343 276 132 78 LHRH agenist+tamoxifen 452 437 75 261 157 93
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IBCSG 13-93

Accrual: 1993-1999

Premenopausal, node-positive breast cancer

—> ACx4—CMFx3
> No Tam
—> ACx4—->Gap—->CMFx3

—> ACXx4->CMFx3 ->Tam

—> ACx4->Gap—>CMFx3 ->Tam

n=1,246
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Trial 13-93: Tamoxifen Question
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IBCSG Trial 13-93:
Amenorrhea and Tamoxifen for ER+

OFS
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LHRH analogue + Tamoxifen advanced disease

PFS OS
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Side effects of ovarian function

suppression

ZIPP Trial

pT=10mm, pN'CI| pN+ (1-3 I'IQdES}I pN+ (=4 nodes)

/

| Planned GMFx 6 | Planned CMFx 6
followed by Rt to
breast/chest wall
& regional nodes

(46 Gy/ 4,5 weeks)

| Randomization|

|Control | | Goserelin | |Goserelin plusTamoxifen | | Tamoxifen |

J Clin Oncol 21: 1836-1844, 2003
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EENESVD ZIPP Trial

Side effects of ovarian function
suppression

In the Goserelin group significantly higher problem
levels in terms of:

»\Vasomotor symptoms
»Vaginal dryness
»Changes in body Image
»Sleep Disturbances

> Sexual function
J Clin Oncol 19: 2788-2796, 2001

26-30 September 2014, Madrid, Spain J Clin Oncol 21: 1836_1844’ 2003

esmo.org
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Panel Voting St Gallen 2013

Endocrine Therapy: Establishing

Yes NO | Abstain
Standards for Premenopausal
Ovarian function suppression (OFS)
should be added to Tam:
e |n all patients? 149 | 80.9 | 4.2
e In the young (e.g. <40 yr)? 409 | 50.0 | 9.1
Al + OFS is a valid option in all patients? | 6.3 | 87.5 | 6.3

26-30 September 2014, Madrid, Spain
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mcongress O F S
SOFT [IBCSG 24-02, BIG 2-02]
Premenopausal, ER and/or PgR > 10%

Patients who remain premenopausal within 6 months after CT, or receive
tamoxifen alone as adequate treatment

OFS (ovarian function suppression) =
triptorelin x 5y, oophorectomy or ovarian RT

)
Strata :
- Tamoxifen x 5y
Any CT e
. OFS + Tamoxifen x 5y
p
No CT : OFS + Exemestane x 5y
S
d
|

26-30 September 2014, Madrid, Spain esmo.org

sample size: 3066 patients
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Ais plus OFS

DFS for women who received adjuvant therapy by
zoledronic acid versus no zoledronic acid and tamoxifen vs
anastrozole (ABCSG-12)
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S — Zoledropicacd "~ e Anastrozole
—— Mo zoledronic acid —— Tamaoxifen
D I | I [ T [ [ | CI I | | | T | [ |
0 12 24 36 438 60 72 84 a6 0 12 24 36 48 &0 72 84 g6
Patlents at risk Patients atrisk
Zoledronicacid 900 862 841 793 661 475 340 223 94 Anastrozole 903 866 843 792 646 463 341 22% g1
Mozoledronicacid 903 858 833 783 634 464 334 217 a1 Tamoxifen 900 854 831 784 649 466 333 215 94

Lancet Oncol 2011; 12

26-30 September 2014, Madrid, Spain
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TEXT and SOFT

Tamoxifen vs. Exemestane
n=4,717

—> Tam

—> TJTam+OFS —> Tam+OFS

—> Exe+OFS — EXe+OFS

MmMN—Z002>»32
MmMN—Z00z2>»3
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Exemestane+OFS improved DFS

o5-yr DFS

(Eli—'g _"i'_"—“-_
't 80 87.3%
§ Difference 3.8% at 5 years
S 60 Exemestane+OFS (N=2346)
- Tamoxifen+OFS (N=2344)
S
o 407
>
< Events HR 95% Cl P
C a
g 29| E+OFs 216 072 0.60-0.85 0.0002
) T+OFS 298

0 1 2 3 4 5 6

Years since Randomization

5.7 years median follow-up

26-30 September 2014, Madrid, Spain esmo.org
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Exemestane+OFS improved DFS

No. Patients HR (95% CI) 5-yr DFS %
E+OFS T+OFS E+OFS T+OFS
All Patients 2346 2344 91.1 87.3
Cohort ]
No chemotherapy, TEXT 526 927 i 96.1 93.0
No chemotherapy, SOFT 470 473 j 95.8 93.1
Chemotherapy, TEXT 806 801 89.8 84.6
Prior chemotherapy, SOFT 544 943 —--i- 84.3 80.6
Lymph Node Status ;
Negative 1362 1350 —i 95.1 91.6
Positive 984 994 —F—\ 85.6 81.4
I | I I I 1 | | 1
25 S0 72 10 20 4.0
< >
Favors E+OFS Favors T+OFS
26-30 September 2014, Madrid, Spain 5.7 years median fO”OW-Up esmo.org

Pagani O. et al. NEJM, 2014, 371:107-118
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Sites of First Failure

Ais plus OFS
TEXT and SOFT

| 60%
distant

Site of First Failure E+OFS T+OFS Overall
(DFS event) (N=2346) (N=2344) (N=4690)
All DFS events N (%) 216 (9.2) 298 (12.7) 514
Local 23 (1.0) 28 (1.2) 51
Contralateral breast 9 (0.4) 27 (1.2) 36
Regional + above 9 (0.4) 30 (1.3) 39
Soft tissue / distant LN * above 4 (0.2) 6 (0.3) 10
Bone * above 54 (2.3) 65 (2.8) 119
Viscera * above 75 (3.2) 105 (4.5) 180
Second (non-breast) malignancy 38 (1.6) 32 (1.4) 70
Death without prior cancer event 2(0.1) 5(0.2) 7
Death with recurrence suspected 2(0.1) -- 2

26-30 September 2014, Madrid, Spain

Pagani O et al. NEJM, 2014; 371:107-118

esmo.org
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TEXT and SOFT

Conclusions

* Exemestane+OFS, as compared with tamoxifen+OFsS,
significantly improves DFS, BCFl and DRFI

* |t is a new treatment option for premenopausal

women with endocrine- responsive operated breast
cancer

* No significant difference in overall survival, conclusions
premature at this early point in follow-up of endocrine-
responsive breast cancer

26-30 September 2014, Madrid, Spain esmo.org
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Long-term effects of continuing adjuvant tamoxifen by age

Treatment duration

Reduction in event rate

Age (yr) Recurrence Death
<40 0.56 0.61
40-49 0.71 0.76
50-59 0.66 0.76
60-69 0.55 0.65
>69 0.49 0.63

No evidence of heterogenity in effect of tamoxifen by age

26-30 September 2014, Madrid, Spain esmo.org

The Lancet, 381: 805 - 816, 2013
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Panel Voting St Gallen 2013

Endocrine Therapy: Establishing
Standards for Premenopausal

Yes

No

Abstain

Tam alone as default?

83.3

16.7

Tamoxifen duration should be extended

to 10 years in patients remaining

Panel had access to ATLAS publication
But not aTTom ASCO presentation

premenopausal:

e For most patients?

42.9

49.0

3.2

e For some patients?

88.9

3.9

2.2

26-30 September 2014, Madrid, Spain

esmo.org
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Adjuvant Endocrine Therapy for Women with Hormone
Receptor-Positive Breast Cancer: ASCO Clinical Practice
Guideline Focused Update

Women diagnosed with hormone receptor—positive
breast cancer who are pre- or perimenopausal should
be offered adjuvant endocrine therapy with:

— Tamoxifen for an initial duration of 5 years
After 5 years, women should receive additional
therapy based on menopausal status

— If women are pre- or perimenopausal, or if menopausal
status is unknown or cannot be determined, they should be
offered continued tamoxifen for a total duration of 10 years

26-30 September 2014, Madrid, Spain J C|In OﬂCOl 32 20 14 esmo.org
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Conclusion

Tamoxifen alone or Exemestane plus OFS can be
considered as proper endocrine therapies in
premenopausal patients

Despite the lack of conclusive data favoring the
combination, exemestane plus OFS might be preferred
in premenopausal patients at higher risk

Some may have similar treatment outcomes with
tamoxifen or exemestane plus OFS

OFS plus tam: wait for SOFT!
OFS alone inappropriate unless tam contraindicated

26-30 September 2014, Madrid, Spain esmo.org
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Conclusion

* Limited information on tailoring adjuvant
treatment for an individual young patient

* The identification of distinct clinical entities

is the key achievement for proper
management

* Disease extent, host factors, patient
preferences, and economic and social
factors should impact the choice of therapy

26-30 September 2014, Madrid, Spain esmo.org



