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x Liviel Intervention Following Breast
Cancer; Efficacy Recurrence and
Tolerability Endpoints

.
i Breast Cancer Drug: Tibolone 2.5 mg/day  Phase Il
Clim. Symptoms Drug: Placebo

A Multinational, Multicenter, Randomized, Double-Blind, Parallel-Group,
Placebo-Controlled Trial to Invetstigate Safety and Efficacy of Tibolone in
Women With Climacteric Symptoms and a History of Breast Cancer


http://clinicaltrials.gov/ct2/help/conditions_desc
http://clinicaltrials.gov/ct2/help/interventions_desc
http://clinicaltrials.gov/ct2/help/phase_desc

Lancet Oncol 2009 10 135-465
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Safety and efficacy of tibolone in breast-cancer patients > W
with vasomotor symptoms: a double-blind, randomised,
non-inferiority trial

Peter Kenemans, Nigel | Eundred, Jean-Michel Foidart, Ernst Kubista, Bovon Schoultz, Piero Sismondi, Rena Vassilopoulou-Sellin, Cheng Har Yip,
JanEgberts, Mirjam Mal-Arts, RoelMulder, Steve van Os, Matthias W Beckmann, on behalf of the UBERATE Study Group™

Summary
Background Vasomotor svmptoms and bone loss are complications frequently induced by adjuvant treatment for Lascet Oncd 2008 10: 13546
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LIBERATE

3685 assessed for eigibility

L J

437 did not meet the
selection criteria

3148 randamised

+

157G allocatad to
tibszkone

'

1560 al kated to
placebo
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LIBERATE
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Tibalone group Placebo group HR {95% CI)* pvaluet
(N=1EC&), m (%) (M=1542), n (%)
Creralld 237 (15-2) 165 (107 ) 1-397 11-144-1.704) Q-0
Location
Local 4831 3321 1-419{0.911-2.211) 0-122
Cortralateral 25 (16) 17 (1-1) 1387 (0742-2.594 ) - 305
Distant 171 (1100 12107 -8) 1.378 (1.092-1.740) 0007

*Tibokore compared with placeba, FWakd test in Cox model, stratified by { pocded) country forthe null by pothesis of no
treatment diference. 3402 patients were reported with a breast-cancer recurrence, ofwhom 13 had a recurrence at
e than one site.

Table 2: Incidence of breast-cancer recurrence in the ITT population




Tibolone  Placebo
oup - grup
m (%) ni{%) StaDt i Wien
Mortality
During individual trial participation  19(1-2) 20013} 0844
Orverall funtil database closure) 72i{46) 63 (4-0) 05090
Primary malignancies (except breast-cancer recurrences)
Endormetrium 704} 4003} 05481
Tther gynaecological 30(0-2) & i(0-4) 0341+
Gastrointestinal 7i0-4) Ci04) 0774t
Pulmonary 2001} 2001} 1.000+%
Thyroid 3(0:2) 2000 10004
Cther 5(0-3) 6(0-4) 0773t
Cardiovascular events
Venousthromboembalism Gi0-3) 300-2) 04844
Coronary heart disease 4i(0-3) 20013 0417+
Cerebrovascular disease G030 S04 0-997%
Clinical fractures
Wrist 13(0-3) 20013 02251
rverall &0 (3-8) 77 (4-9) 01371
“Walkd test in Cox model, stratified by (pocled) country. tFisher exact test
tevc-sicked. $Walkd test in Cos model,
Table 3: M ain safety outcomes during the trial inthe all patients-treated
population
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B EMEA subgroupt: change over a 12-week period
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Cumulative probability of breast-cancer recurrence versus time in the ITT population

A Overall (N=3038)

7] —Tibolone 2.5 mg

B Distant breast-cancer recurmence (N=2098)

C Node-positive primary tumour (n=1792)
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Time sinca rndomisation (days)
Murnber at risk
Tibclone 2.6 mg 204 268 245 155 52
Placebo 320 203 Zyo 168 47

67 611 0] 523
646 5E7 £h1 c0d

G Tamoxifen vse at baseline {n=2068)

T T T 1
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Q55 ] tEL 185
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E Positive oestrogen-receptor status in
_ primary tumour (n=2185)
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1073 G924

€25 1490
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F Aromatase inhibitor use at baseline {n=202)
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Timesince randomisation (days)
103 a3 1 [0 15
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Figure 2: Cumulative probability of breast-cancer recurrence versus time in the ITT population
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Zusammenfassung
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The findings from the LIBERATE trial imply that the
use of tibolone for women with a known, past, or
suspected breast cancer will remain contraindicated. The

findings of this trial will provide a better basis for general
prachtioners, gvnaecologists, oncologists, and other

doctors when counselling patients with breast cancer
who are severely symptomatic with hot lushes and night
sweats that interfere with sleep and impair quality of life.
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x Trial to Evaluate Tibolone In the
Treatment of Osteoporosis

.
i Osteporosis Drug: Tibolone 1.25 mg/day Phase Il
Drug: Placebo

A Multinational, Multicenter, Randomized, Double-Blind, Parallel Group,
Placebo Controlled Trial of the Effects of Tbolone 1.25mg on the Incidence
of New Vertebral Fractures in Osteoporotic Postmenopausal Women


http://clinicaltrials.gov/ct2/help/conditions_desc
http://clinicaltrials.gov/ct2/help/interventions_desc
http://clinicaltrials.gov/ct2/help/phase_desc

N Engl] Med 2008;359:697-708.

Copyright € 2008 Massachusetts Medical Society. Rudolfstiftung
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The NEW ENGLAND JOUENAL of MEDICINE

ORIGINAL ARTICLE

The Eftfects of Tibolone in Older
Postmenopausal Women

Steven R. Cummings, M.D., Bruce Ettinger, M.D.,
Pierre D. Delmas, M.D., Ph.D., Peter Kenemans, M.D., Ph.D.,
Victoria Stathopoulos, Ph.D., Pierre Verweij, Ph.D., Mirjam Mol-Arts, M.D.,
Lenus Kloosterboer, Ph.D., Lori Mosca, M.D., Ph.D., M.P.H.,
Claus Christiansen, M.D.. J{j]l']r\ Bilezikian, M.D., Eduardo Mario |<[%IZ|_‘}{f!r;::, M.D..
Susan Johnson, M.D., Jose Zanchetta, M.D., Diederich E. Grobbee, M.D., Ph.D.,
Wilfried Seifert, Ph.D., and Richard Eastell, M.D., for the LIFT Trial Investigators*



Table 1. Characteristics of the Patients.*

Tibolone Placebo =
Characteristic (N=2267) (N=2267) Rudolfstiftung

Age StaDt s Wien
Mean —yr 68.315.2 68.2+5.2
=69 yr — no. (%) 1352 (60) 1349 (60)
=70 yr— no. (%) 915 (40) 918 (40)

Body-mass index 25.7+3.4 25.7+3.4

Previous hormone therapy — no. (%4) 482 (21) 461 (20)

Family history of breast cancer — no. (%) 208 (9) 223 (10)

Current smoker — no. (%) 289 (13) 254 (11)

Hypertension — no. (95) 807 (36) 806 (36)

Diabetes — no. (%) 106 (5) 115 (5)

Prevalent vertebral fracture — no. (%4) 607 (27) 584 (26)

Previous nonvertebral fracture — no. (%) 528 (23) 479 (21)

Bone mineral density T score:

Total hip -1.8+0.78 -1.8+0.79
Lumbar spine -2.9+061 -2.9+0.55
Intact uterus — no. (%) 1746 (77) 1773 (78)

* Plus—minus values are means +£5D. The total numbers of patients in each
group include all those who underwent randomization with the use of an in-
teractive voice-response system, although 18 patients in the tibolone group
and 10 in the placebo group did not receive a study drug. The body-mass in-
dex is the weight in kilograms divided by the square of the height in meters.

1 Patients had a history of breast cancer in a first-degree female relative.

& Measurements of bone mineral density that were obtained with the use of
Lunar and Hologic densitometers were standardized for comparability.
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Ergebnisse
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Table 2. Major OQutcomes.*

QOutcome

New vertebral fracture
Nonvertebral fractured:

Breast cancer

Colon cancer

Stroke (ischemic or hemarrhagic)
Coronary heart disease

Venous thrermbeemboelism

Tibolone
(N =2249)
no. of cases per 1000
no. of events person-pears

70 10.9
122 19.5
6 0.9
4 0.6
28 4.3
27 4.1
5 0.8

Placebo
(N=2257)
no. of cases per 1000
no. of events person-pears
126 19.6
166 26.3
19 2.8
13 19
13 1.9
20 3.0
9 1.3

Relative Hazard
(95% Cl)

0.55 (0.41t0 0.74)
0.74 (0.58 10 0.93)
0.32 (0.13 to 0.80)
0.31 (0.10t0 0.96)
2.19 (L1410 4.23)
1.37 (0.77 to 2.45)
0.57 (0.19 to 1.69)

Difference in Tibolone

P Value Group (95% CI)j
no. of cases per 1000
person-years
<0.001 -8.6 (-12.51t0-4.4)
0.01 -6.9 (-12.2 to-1.6)
0.02 -19 (-3.4t0-0.5)
0.04 -13 (-26t0-0.1)
0.02 23 (0.4 t0 4.2)
0.28 11({-0.9t032)
0.31 -0.6 (-1.7t0 0.5)
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Table 3. Effects of Tibolone on New Fractures, According to the Presence or Absence of a Vertebral Fracture at Baseline.*

Variable

MNew vertebral fracture
No prevalentvertebral fracture
Prevalent vertebral fracture
Nonvertebral fracture
No prevalentvertebral fracture

Prevalent vertebral fracture

no. of events

47
23

8%
33

Tibolone
(N=2059)

no. of cases per
1000 person-years

10.0
13.6

19.3
20.0

no. of events

70
56

106
60

Placebo
(N=2087)

no. of cases per
1000 person-pears

146
34.3

22.5
7.7

Relative Hazard
(95% C1)

0.69 (0.48 to 1.00)
0.39 (0.24 10 0.63)

0.86 (0.65 to 1.14)
0.53 (0.35 t0 0.81)

P Value
Treatment Interaction
0.05 0.07

<0.001
0.28 0.07
0.004

Risk Difference in
Tibolone Group
(95% Cl)j

no. of cases per
1000 person-years

-46 (-9.0t0-0.1)
-208 (-31.3 t0-10.2)

-32 (-9.1t027)
-17.7 (-29.4 t0-6.0)




Brustkrebsrisiko sinkt

StoDt i Wien

A Invasive Breast Cancer
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Nebenwirkungen
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Table 4. Adverse Events.*
Tibolone Placebo
Event (N=2249) (N=2257) P Value
no. of events (34)
Death 26 (1.2) 28 (1.2) 0.89
Serious eventy 548 (24.4) 517 (22.9) 0.26
Any event 2098 (93.3) 2067 (91.6) 0.03
Gynecologic events:
Vaginal discharge 221 (9.8) 40 (1.8) <0.001
Breast discomfort 203 (9.0) 65 (2.9) =0.001
Vaginal bleeding] 165 (9.5) 45 (2.5) <0.001
Vaginal infection 186 (8.3) 56 (2.5) <0.001
Pelvic pain 33 (2.4) 29 (1.3) 0.007
Other event:
Falling 154 (6.8) 205 (9.1) 0.006
Gastroenteritis 57 (2.3) &7 (3.9) 0.01
Sinus bradycardia 33 (L.5) 52 (2.3) 0.008
Discontinued treatment owing to adverse event 422 (18.8) 296 (13.1) <0.001
Reason for discontinuation
Vaginal bleeding] [1 8) 7 (0.4) «0.001
Increased endometrial thickness 6(1.2) 6 (0.3) <0.001
Breast discomfort 25 (1.1) 4(0.2) <0.001
Vaginal discharge 24 (1.1) 2 {0.1) =0.001




Zusammenfassung

StoDt i Wien

We conclude that among older women with
osteoporosis, tibolone decreased the risk of ver-
tebral and nonvertebral fractures, particularly in
patients who had already had a vertebral fracture.
[t was associated with a decreased risk of breast
cancer and perhaps colon cancer. However, it was
associated with an increased risk of stroke and
therefore should not be used in elderly women
and women with risk factors for stroke. Tibolone
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Endometrial Effects of Tibolone in Elderly,
Osteoporotic Women

Bruwee Eatnger, mp, Peter Kememmans, wo, Shsaw K. fofnson, s, as, Winam Mol-Aris, sm,
Swene Vam 04, an, WElFed Seqere, o, Prerre [ M Verwedy, o, and m R Cwmmings, uo

WL 112, M3, 3, SEPFTERBER. ZCOB CESTETRICS & CYREDOLTEDY 653
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Baseline Characteristics

Randomly Assigned Subjects

Tibolone
in=1,746)

Placebo
in=1,773)

Discontinued Subjects

Tibolone
in=341)

Placebo
(N=339)

Age (y]

White

Time since menopause (y)
Body mass index (kg/m?)
Frevious hormone therapy
Previous oral contraceplive
Current smoker

Diabetes mellitus
Nulliparity

Endomeirial thickness (mm)

GR.2+5.3
e
19.6+7.0
25.6%x3.4
15
25
13
A
!J
22x0l

AH.2+5h.2
bt
19.8+7.0
2h.5x3.4
19
25
11
5
8
22049

GRU+55
40
202x72
Z2hAx3.0
11
17
la
I

11
2.2+0.49

6U.9+5.7
40
21.5x7.
2hAx3.5
1§
1&
14
=
11
2.2=+1.1

Ha

=

Drata are mean*standard deviation or %o,
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