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@ The IES trial

Diagnosis of breast cancer and
treatment for primary disease

Yr after
start of

¥ tamoxifen
therapy

2-3 yr of tamoxifen therapy 0
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Yr after Randomization 2-3
randomization
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2-3 Yr of tamoxifen therapy 2-3 Yr of exemestane therapy
n=2362 n=2380
266 First events 123 First events
2-3 8.6% of patients continue 8.4% of patients continue 5
to receive treatment to receive treatment

Figure 1. Trial Schema.

The percentage of patients who continue to receive treatment represents the percentage who are not known to have discon-
tinued their randomized treatment and who began initial tamoxifen therapy less than five years before December 31, 2003.
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DFS (30.6 months follow-
up)

« EXE vs. TAM: HR 0.68
(0.56-0.82, p<0.001)

DFS (55.7 months follow-
up)

« EXE vs. TAM: HR 0.76
(0.66-0.88, p=0.001)
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Y The IES trial - CLBC ADin
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End Point Unadjusted Adjusted
Hazard Ratio Hazard Ratic
(95%CI)  PValue (95%Cl) P Value

Disease-free survival 0.68 (0.56-0.82) «0.001 0.67 (0.56-0.82) <0.001
Breast-cancer—free 0.63 (L51-0.77) <0001 0.62 (0.50-0.76) =<0.001
survival

Timetocontralateral 0.44 (0.20-0.98) 0.04 0.44 (0.20-0.98) 0.04
breast cancer

Overall survival 0.88 (Due¥Y-1.16) 037 0.89 (0.6¥-1.17) 041
Exemestane Group Tamaxifen Group All Patients
Variable (N=2362) (N=2380) (N=4742)
no. of patients
Events included in analysis of disease-free survival®
Local recurrence only 21 33 54
Distant recurrence 114 174 28R
Primary cancer in contralateral breast 9 20 29
Intercurrent death (without recurrence) 39 39 78
Recurrence, contralateral breast cancer, or intercurrent death 183 266 449
Death
Any cause 93 106 199
Breast-cancer—related 54 67 121
Intercurrent (without recurrence) i9 39 TE
Second primary non-breast cancer 27 53 80
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The IES trial - safety
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Type of Event Exemestane Group Tamoxifen Group P Value
Grade Grade Grade Grade Grade Grade Grade Grade
1 2 3 4  Any Grade 1 2 3 4  Any Grade
number (percent)
Cardiovascular disease other than 924 (42.8) 913 (39.2) 0.016
myocardial infarction

Hot flashes 504 363 97 3 Sa7 (42.00 4593 342 24 4 523 (39.6) 0.082
Pain or aches 392 305 61 3 766 (33.2) 133 247 55 4 ka4 (29.4) 0.001
Fatigue 336 178 i1 0 545 (23.8) 352 157 36 2 547 (23.5) 0.776
Insomnia 269 143 7 0 449 (19.5) 234 140 31 1 406 (17.4) 0.151
Sweating 222 153 51 3 429 (18.6) 215 145 57 1 418 (17.9) 0.702
Headaches 272 129 26 1 428 (18.6) 243 116 17 2 378 (16.2) 0.035
Dizziness 206 73 9 0 288 (12.5) 192 74 13 0 279 (12.0) 0.904
Mausea 177 57 14 0 248 (10.8) 189 53 1a 0 258 (11.1) 0.835
Visual disturbances 134 32 4 0 170 (7.4) 115 : 10 0 133 (5.7) 0.024
Osteoporosis 171 {7.4) 134 (5.7} 0.023
Gynecologic symptoms 135 (5.8) 211 (5.0) =0.001
Arthralgia 124 (5.4) 85 (3.6) 0.005
Depression 68 50 2 0 120(5.2) 51 37 5 0 93 (4.0) 0.114
Diarrhea B3 28 B 1 100 (4.3) 37 16 1 0 54 (2.3) =0.001
Vaginal bleeding 49 33 11 0 93(4.0) 73 50 5 1 129 (5.5) 0.087
Cramps 45 16 3 0 64 (2.8) 60 37 3 2 102 (4.4) 0.002
Thromboembolic disease 11 4 B 1 24 (1.0} 11 13 15 6 45 (1.9} 0.005

Including ungraded serious 30 (1.3) 55 (2.4) 0.007

adverse events
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AR The IES trial’s hypothesis A
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The IES trial data offer a hypothesis on which to base a primary breast cancer
prevention trial testing EXEMESTANE

The MAP.3 trial

4560 postmenopausal women with a 5-year Gail
score > 1.67% will be randomized to:

« Exemestane 25 mg daily x 5 years

* Placebo
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NCIC CTG MAP3

Exemestane = Celecoxib
International Womens' Health Consortium

l PLACEBO I
I EXEMESTANE I
EX

E
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e - The MAP.3 trial - efficacy ' ADn

100
. St Placebo
903 i
] 47
B0 . Annual Incidence (95% CI)
£ 50 3] Placebo 0.55% (0.36-0.73)
9 -] 71 Exemestane 0.19% (0.08—0.30)
c 60 i
b= . 2]
(W]
£ 503 i
g = 1 Exemestane
=R Ty i
Rk e
E 307 0 | . ) ' |
) . 0 1 2 3 4 5
207
. Hazard ratio, 0.35 (95% Cl, 0.18-0.70)
104 P=0.002 by stratified log-rank test
ﬂm
0 1 2 3 4 5
Years
Mo. at Risk
Placebo 2275 1203 1468 956 477 82
Exemestane 2285 la0z 1468 930 464 77
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» The MAP.3 trial - efficacy 2 ADin

Associazione Traliana di Oncologia Medica

Exemestane Placebo Hazard Ratio
Type of Event (N=2285) (N=2275) (95% CI)f P Values:
Annual Annual
Mo. of Incidence Mo. of Incidence
Cases (%a) Cases (7&)

Invasive breast cancer
All cases 11 0.19 i2 0.55 0.35 (0.18-0.70) 0.002
ER-positive % 0.12 27 046 0.27 (0.12-0.60) <.001
ER-negative 4 0.07 5 0.09 0.B0 (0.21-2.98) 0.74
PR-positive 5 0.05 20 0.34 0.26 (0.10-0.69) 0.004
PR-negative & Q.10 12 0.20 0.50 (0.19-1.33) 0.16
HERZ neu-positive 0 Q.00 6 010 MA MA
HERZ [neu-negative 10 0.17 26 044 0.40 (0.15-0.82) .01
HER2/neu unknown 1 MA 0 MA LA MA
T stage 1 3 0.14 28 43 0.29 (0.13-0.65) 0.001
T stages 2 to 4 3 0.05 3 0.05 0.98 (0.20-4.86) 0.93
T stage X 0 MA 1 MA MA MA
Node-positive 3 .05 9 0.15 0.33 (0.08-1.71) 008
Node-negative 7 a.12 22 033 0.33 (0.14-0.78) 0008
Mode unknown 1 MA 1 MA MLA, MA
M stage 11 0.1% 30 .51 0.38 (0.19-0.75) 0.004
M stage X1 0 MA s MA MA MA

DCIS) 9 016 14 0.24 (.65 (0.28-1.51) 0.31

Invasive breast cancer 20 0.35 44 0.77 0.47 [0.27-0.79) 0.004

and DCIS
ADH, ALH, and LCIS 4 0.07 11 020 036 (0.11-1.12) 0.08
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The MAP.3 trial - safety

side Effect [N =2240§ [N =2248) v:ue
Gradel Grade? Grade3d Graded Totzl Gradel Grade? Graded Graded  Total
no. no. () no. na. (3}
Any did 931 536 32 1963 [BE) 557 BT7 437 0 1901 {85) 0003
Cardiac: hypertension 119 109 112 1 341(15) 124 113 109 3 35418 065
Endacrine
Haot flashez 489 344 &7 Q00 [40) 450 125 43 718 37) <0u001
Fatigue 3432 150 31 2 525 (23] 305 135 25 465 (21) 003
Sweating 284 201 1 486 [22) 263 169 1 431(19)  OUME
Insommnia 117 98 15 230 (10 127 35 T 159 (&) 0D
Constitutional and
gastrointestinzl
Diarhea 7 32 ] 118 (5) 58 16 1 75 3) 0.002
Heartbumn 233 92 17 332 (15} 200 79 10 IED(13) 006
Mausea 137 15 3 155 [7) 102 18 ? 122 (5) 004
Musculoskeletzl: arthritis 102 113 in 2 247 (11) D& E3 7 196 (%) 001
Meurclogic
DHzziness 145 35 ] 183 () 152 48 a 209 (9) 032
Mood alteration or 123 90 19 4 I36 (11} 128 Qg E 1 B3N 096
depression
Fain
Back 106 77 21 2 306 {9) 119 0 23 T2 045
Extremmity & 68 17 1 153 [7) B 54 & 122 (5) 0,054
Jaint | 293 75 3 665 (30) 308 264 33 1 ED6(ZT) 004
Muscle 69 62 16 147 [7) 111 67 14 197 (3 0.01
Uppar respiratory: cough 196 28 10 134100 224 31 11 266 (12) 014
Sexual funciion: vaginal ] 142 1 I5Z{18) 219 124 343 (15) 068
dryness
secondary-end-point toxic
affects
clinical skeletal fractura 143 {5.7) 143 (64) 072
Mew 0ste0porosis 37 (1.7 (L3 039
Cardiovascular events 106 {4.7) 111 (4.9 @78
other solid tumars or he- 43 [1.9) IB(LT] 058
matolegic malignant
lesions
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The MAP.3 trial — bone safety
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A Total volumetric BMD Cortical valumetric BMD Trabecular volumetric BMD
0% - 1&-- Placebo
e + —a— Exemestane
X o
=
5
5 4
(w8
-6 — _
T T T T T T
0 1 2 0 1 2 0 1 2
Mumber assessed
Placebo 162 107 162 107 162 107
Exemestane 164 109 164 109 164 1049
B Lumbar spine areal BMD Total hip areal BMD Femoral neck areal BMD
{._4. S --?-._____”--“ J’: _ p
3 9
c 2
5
E
2 4 - -
oo
-6 T T T T T T
0 1 2 0 1 2 0 1 2
Years from baseline ‘ears from baseline ‘fears from baseline
Mumber assessed
Placebo 165 108 164 107 164 107
Exemestane 165 111 164 111 164 111
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= CONCLUSIONS - ASCO 2013 ADn

1. Exemestane is a reasonable option for reducing the risk of
invasive breast cancer in postmenopausal women at increased
risk of breast cancer

2. Women receiving exemestane should undergo bone monitoring
and have adequate vitamin D and calcium supplementation

3. Longer-term follow-up is needed to further characterize both
adverse effects and breast cancer outcomes

Progetto CANOA 22 marzo 2014



