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Analisi critica

* Peculiarita e rilevanza del quesito

— popolazione / interventi / outcomes
* Validita

— disegno / conduzione / analisi
* Risultati

— presentazione / interpretazione

* Implicazioni



Peculiarita del quesito

* Terapia adiuvante:

— Trattamento di pazienti apparente libere da malattia per
ridurre il rischio di recidive

e Peculiarita:
— si applica a molte pazienti,
ma poche ne trarranno beneficio

e Ricadute:

— Disegno (protocol changes)
sample size (1000 pts/arm)
durata (=12 yrs)

— valutazione benefico:rischio



Validita

* Disegno
— Pragmatico, di strategia

e “all inclusive”: minime restrizioni
« different option for ovarian ablation/suppression allowed

* Criticita
— Case-mix differente rispetto all’atteso:
pazienti piu anziane e a minor rischio
— Riduzione della potenza statistica

—Cambio del quesito
e Esclusione del confronto col braccio con Al exemestane
da analisi primaria



CONSORT flow-diagram

Total Randomized
(N=3066)

I
Tamoxifen (N=1021) Tamoxifen+OFS (N=1024)

Excluded from ITT Excluded from ITT
* Patient withdrew — » Patient withdrew —
consent (N=3) consent (N=9)

Tamoxifen ITT (N=1018) Tamoxifen+OFS ITT (N=1015)

Treatment: Treatment:

» Initiated (N=1007) » Initiated (N=1007)

= Never started (N=11) = Never started (N=8)
Follow-Up: Follow-Up:

» Withdrawn Consent (N=56) = Withdrawn Consent (N=57)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

I |
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ITT for Pnmary Analysis
(N=2033)

Exemestane+0OFS (N=1021)

Excluded from ITT
* Patient withdrew
consent (N=7)

Exemestane+OFS ITT (N=1014)

Treatment:

* Inttiated (N=1001)

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

* Withdrawn Consent (N=58)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




Effetti sulla precisione

Da protocollo

“We calculated that with an estimated 186 events of disease recurrence, second
invasive cancer, or death in the two treatment groups after a median follow-up of 5
years, the study would have at least 80%, 69%, and 52% power to detect reductions in
risk of 33.5%, 30%, and 25%, respectively, with tamoxifen plus ovarian suppression
versus tamoxifen alone, at a two-sided alpha level of 0.05”

Al momento dello studio: eventi 299

Potenza Riduzioni del rischio
prima dopo relative — assolute 5y — NNT
80% 93% 33.5% 5.0% 20
69% 87% 30.0% 4.0% 25

52% 70% 25.0% 3.5% PAS



| risultati ottenuti: EP primario DFS

Disease-free Survival
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No. of

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

Tamoxifen 1018 160  84.7
Tamoxifen-OS 1015 139 866

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

Years since Randomization

951 895 847 719 525 309
966 927 878 742 556 349

Riduzione
e relativa: 17%

e assoluta 5y: 2%
e NNT: 50



Analisi aggiustata: DFS
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| risultati ottenuti: EP secondari

No. of Patients
with Event

End Point

No. of Patients

Tamoxifen—OS Tamoxifen

Disease-free survival
All patients
Prior chemotherapy
No
Yes

Freedom from breast
cancer

All patients

Prior chemotherapy
No
Yes

Freedom from distant
recurrence

All patients

Prior chemotherapy
No
Yes

Overall survival

All patients

Prior chemotherapy
No
Yes

1015

473
542

1018

476
542

139

32

160

38

5-Yr Rate (%)

Tamoxifen—OS Tamoxifen Tamoxifen—OS Tamoxifen

86.6

93.4
80.7

84.7

83.3
77.1

86.4

95.8
78.0

90.7

98.6
83.6

95.1

99.8
90.9

Hazard Ratio (95% Cl) P Value

0.83 (0.66-1.04) 0.10

0.83 (0.52-1.34)

0.82 (0.64-1.07)

0.81 (0.63-1.03) 0.09
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| risultati ottenuti: DFS sottogruppi

Ho. Patients HR (95% CI) HR (95% CI) No. Events 5yr DFS %
Tamoxifen+0OFS Tamoxifen T+OFS Tamoxifen T+OFS Tamoxifen

All Patients 1015 1018 X 0.83 (0.66-1.04) 139 160 86.6 o847

Age at Randomization
= 35 121 112 0.68 (0.41-1.10) 35 T2
35-39 184 D.78 {(0.49-1.24) 41
40-44 311 D52 (0.59-1.43) 41
45-49 1.01 {D.60-1.72) 27
=50 D.64 (0.30-1.39) 16

Lymph Node Status
phNO D69 (0. 48-0.97) 76
ph+ 1-3 1.02 {0.69-1.586) 45
phl+ 4+ D.81 {0.52-1.286) 39

Tumor Size
<1 cm 0.45 (0D_22-0.92) 24
1-2 cm D.76 (0.52-1.12) 59
= 2-5 cm D87 (0.60-1.286) 59
=5 cm 1.80 {(D.74-3.43) 10
Undcrvonaen: 8

Tumor Grade
1.23 (0.66-2.29) 18
0.67 (0.48-0.95) 79
D.85 (0.59-1.23) 51
Undcronaer 2
Hormone Receptor Status
ER+ f PgR+ 0.90 (0.70-1.16)
ER+ f PgR- 0.77 (0.42-1.41)
ER-/ PgR+ D.14 (0.03-0.81)
Other
HER2 Status
Negative D.88 (0.69-1.13)
Positive 0.42 (0D_22-0.80)
Undcrvonaen:

T T T

.2I5 .5'D . 20 4I.EI
-
T+0OFS Better Tamoxifen Better




| risultati ottenuti: | sede relapse

Chemotherapy Stratum

No Chemotherapy Prior Chemotherapy Treatment Assignment

Sites of First Failure

(DFS event) Tamoxifen Tamoxifen Tamoxifen

Tamoxifen +OFS Tamoxifen +OFS Tamoxifen +0OFS
N % N % % N | % N % N %
N Patients 476 | 100 | 473 | 100 100 | 542 | 100 | 1018 | 100 | 1015 | 100
N (%) DES events 38 | 80 | 32| 6.8 22,5 1107 | 19.7 | 160 | 15.7 | 139 | 13.7
Site of First Failure
Local 6 1.3 3 0.6 | . 2.8 1.7 | 21 2.1 12 1.2
Contralat. breast tabove | & 1.7 9 1.9 1.5 : 0.6 16 1.6 | 12 1.2
Regional +above 0.8 5 1.1 | 1.8 0.9 14 14 | 10 1.0
Soft tissue / distant
lymph nodes +above | - - : 0.6 : 0.6 ; 0.3 : 0.3
Distant bone +above , , 50 | : 6.5 3 3.0 | : 3.6
Distant viscera zabove , , 9.6 7.7 5.3 4.5
Second (non-breast)

invasive cancer® : : 0.9 | 1.8 | 1.7 | 1.9

Death without prior

cancer event . 0.4 - - 0.4




Adverse Events

Adverse Event Tamoxifen (N=1006) Tamoxifen plus Ovarian Suppression (N=1005)
Any Event Grade 3 or 4 Event Any Event Grade 3 or 4 Event

no. of patients no. of patients no. of patients no. of patients
with event % (95% Cl) with event % (95% Cl) with event % (95% Cl) with event % (95% Cl)

Hot flushes 303 79.8 (77.2-823) 76 76 (6.0-9.4 939 93.4 (91.7-94.9) 133 132 (112-15.5)
Depression 469 46.6 (43.5-49.9 38 38 (27-5.]) 522 51.9 (48.3-55.1) 44 44(3.2-5.9)
Sweating 436 483 (45.2-514) = = 621 61.8 (58.7-64.9) = =
Insomnia 466 46.3 (43.0-49.5) 29 9 (19-4.]) 575 57.2 (54.1-60.3) 46 46 (3.4-6.])
Hypertension 173 172 (149-19.7) 54 5.4 (4.1-6.9) 233 232 (20.6-25.9) 75 75 (5.9-93)
Musculoskeletal symptoms 694 69.0 (66.0-71.8) 63 6.3 (4.8-79) 755 75.1(723-7738) 55 55 (41-7.)
Osteoporosis 124 123 (104-14.5) 1 0.1 (0.0-06) 201 20.0 (17.6-22.6) 3 0.3 (0.1-0.9)
Vaginal dryness 421 418 (38.8-45.0) — — 00 49.8 (46.6-52.9)
Decreased libido 427 42.4 (39.4-45.6) = = 477 475 (443-50.6)
Glucose intolerancef 18 18 (11-28) 03 (0.1-09) 35 35 (24-48) 14 14(0.8-23)
Anytargeted adverse eventi 959 95.3 (93.8-96.5) @DLl-264 989 98.4 (97.4-99.1) CIi85-343)

Incremento relativo del rischio: 32% Rapporto R/B
Incremento assoluto del rischio: 7.6% — 4 AE Gr 3-4 in piu per
NNH: 13 1 relapse evitato




Conclusioni

e This trial did not support routine use of

ovarian suppression in premenopausal breast
cancetr.

* Nevertheless, there may be some benefit from
ovarian suppression in the subgroup of
younger patients whose menses return after
adjuvant chemotherapy, but also more
symptomes.



