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oS RCT/2 0 0 0 0 0 0] 5541 1683 5551 1592 HR 0.93]0.86, 1.01  [3&(A) 8
Toxicity RCT/2 0 0 0 0 0 0] 5541| 1683 5551 1592 HR 7 iélti?_ﬁ;ﬁﬂﬁ—i?__%%\ﬁ
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Aromatase inhibitor

Tamoxifen

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Cuzick J Lancet Oncol 2010 -0.09431 0.042931 124 36 G3.0% 0.91[0.84, 099

Regan it Lancet Oncol 2011 BIG 1 98 -0.15082 0.056124 2463 24589  37.0% 0.86([0.77, 0.96] L
Total (95% Cl} 5588 5575 100.0% 0.89 [0.83, 0.95] |
Heterageneity: Chi = 064, df=1(P=0420F=0% 'D.D1 Df1 1- 1'D 1DD'
Test for overall effect: £= 3.38 (P =0.0007) Favours Al Favours TAM

Aromatase inhibitor Tamoxifen Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Cuzick J Lancet Oncol 2010 -0.03046 0.054807 3125 3116 62.4% 0497 [0.87, 1.08]

Regan MM Lancet Oncol 2011 BIG 1 98 -0.13926207 0.070543 2463 2459 37E% 087 [0.76,1.00]

Total (95% CI) 5588 5575 100.0% 0.93 [0.86, 1.01]

Heterogeneity: Chi = 148, df =1 (P=0.22F=33% 'EI.EI1 EI!1 ] 1'IZI 1DD'
Testfor overall effect Z=165(P=010) Favours Al Favours TAM
Table 4. Adverse Events.*

Type of Event Exemestane Group Tamoxifen Group P Value

Grade Grade Grade Grade Grade Grade Grade Grade
4 Any Grade 1 4 Any Grade
nurnber (percent)
Cardiovascular disease other than 984 (42.6) 913 (39.2) 0.016
myocardial infarction

Hot flashes 504 363 a7 3 967 (42.0) 493 342 B4 4 923 (39.6) 0.082

Pain or aches 392 305 61 ] 766 (33.2) 383 242 55 4 684 (29.4) 0.001

Fatigue 336 178 31 0 545(236) 352 157 36 7 547 (21.5) 0.776

Insomnia 269 143 37 ] 449 (19.5) 234 140 3l 3 406 (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

Nausea 177 57 14 0 248 (10.8) 189 53 16 0 258(111) 0.835

Visual disturbances 134 32 4 0 170(7.4) 115 3 10 0 131(57) 0.024

Osteoporosis 171 (7.4) 134 (5.7) 0.023

Gynecologic symptoms 135 (5.8) 211 (9.0) <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 63 28 8 1 100 (4.3) 37 16 1 ] 54 (2.3) <0.001

Vaginal bleeding 49 313 11 0 93(4.0) 73 50 5 1 129 (5.5) 0.087

Cramps 45 16 3 1] 64 (2.8) (] 37 3 71 102 (4.4) 0.002

Thromboembolic disease 11 4 8 1 24 (1.0) 11 13 15 [ 45 (1.9) 0.005

Including ungraded serious 30 (1.3} 55 (2.4) 0.007
adverse events




Table 2. Any CTC Grade Adverse Events Reported Post-Treatment

Exemestana Tamexifen Tetal
in = 2,105} [n = 2,036 N = 4.141)
Adverse Event No. % No. % No. %o OR 9% CI P

All cardiovascular events {excluding hypertension and VTE} 250 123 n 104 470 3 1.21 0.94 to 1.57 049
Ischemic cardiovascular disease 127 6.0 a4 46 2 53 133 0.92 t0 1.92 043
Angina 110 52 79 35 189 46 1.37 0.92 to 2.05 .028
Other cardiovascular event 129 6.1 109 B4 238 E7 115 0.81to 1.65 284
Hypertension BE2 267 475 233 1,028 251 1.20 099t 1.45 .o
VTE 20 10 19 08 29 0.9 1.02 0420249 955
DVT 17 08 18 08 a5 08 091 03510233 788
Fractures 144 68 17 E7 261 8.3 1.20 0.861to 1.689 147
Arthritis (all types) 184 87 167 82 351 85 1.07 080 to1.44 534
Ostecarthritis 118 57 118 58 237 L) 0.97 0.68t01.39 844
Carpal tunnal syndrome 10 05 7 03 17 0.4 1.38 0.36te 6.11 509
Osteoporosis 106 50 98 a7 202 49 1.07 0.73t0 157 832
Muscle cramp 132 086 15 07 it} 0.7 0.24 02810240 B840
Pain, musculoskelatal 215 15.0 260 128 B75 139 1.20 0.95 to 1.62 .04
Pain, limb andfor foot &7 27 49 24 106 28 1.13 0.67 to 1.92 540
Arthralgia 135 64 130 64 265 6.4 1.00 0.72t01.41 870
Myalgia 18 09 1 05 pat] 0.7 1.59 0.56 to 4.97 225
Pain, abdominal 48 23 kel 15 79 19 1.51 081t0288 078
Pain, other 116 55 124 B.1 240 58 0.90 063t01.28 425
Sarious gynecologic events el 15 38 18 B7 1.6 0483 0.42 to 1.82 451
Waginzl bleeding 16 08 25 12 41 1.0 0.62 0.25t01.48 129
Uterine polypsffibroids and endometrial hyperplasia® 17 09 30 17 47 13 0.56 0.23t01.28 052
Uterine palyps/fibroids 18 08 28 16 42 1.2 053 0.21t01.24 043
Endometrial hyperplasia 2 0.1 4 02 B 0.2 0.49 0.02t05.91 408
Vaginal discharge e 04 13 08 bl 05 0.59 0.15t02.03 242
Menopausal events 245 116 233 14 478 115 1.02 0.79t0 1.32 844
Hot flashes 189 90 180 =k} 269 89 1.02 0.76t0 1.36 878
Anxiety 36 17 27 13 B2 15 1.29 0.85to 2.63 313
Depression 102 49 a3 48 196 47 1.07 0.73t0 159 822
Diarrhez 17 08 17 ] 24 08 0.97 0.37t0 252 922
Dizziness B2 32 79 35 147 35 083 053t01.29 258
Fatigue 128 66 137 B7 278 6.6 0.97 0.70t01.35 823
Gl ulzer 18 08 B 03 24 0.6 292 08610 13.10 .018
Headaches a3 39 95 a7 178 43 0.24 0560 1.268 252
Hypercholesterolemia 107 51 100 49 207 5.0 1.04 07110151 800
Insomniz 132 63 128 62 258 8.2 1.0 0720142 913
Mausea 26 17 30 5 BB 186 1.16 0.60to 2.30 543
Parasthesia ] 04 B 03 18 0.4 148 03310733 AT7
Polypectomy 2 0.1 5 02 7 0.2 0.39 0.02t03.80 238
Swaating 77 37 78 38 185 37 0.95 082t01.47 789

MOTE. Danominators include patients who are disaase free and have at laast 8 months of post-treatmant follow-up.

Abbreviations: CTC, (Mational Cancer Institute] Common Toxicity Critaria; DVT, deep vein thrombasis; OR, odds ratio; VTE, venous thromboambolic event.
“Gynecologic adverse events involving the uterus exclude patients who had hysterectomy prior to random assignment {denominaters: exemestane, 1,790;
tamaxifen, 1,774, total, 3.564).
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TAM-Al switch TAM Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Aihara T BCO3Z Breast Cancer Res Treat 2010 26 347 37 349 29% 0.71[0.44 1.14] T
BIG 1-98 Collaborative Group M Engl J Med 2009 2549 1548 565 2459 34.7% 0.73 [0.64, 0.83] L
Blizs JM IES J Clin Oncol 2012 530 2372 G622 12352 49.7% 0.84 [0.76, 0.93] |
JdonatV ABCEGE ARNO ITA Lancet Oncol 2006 92 2009 159 1997 127% 0.58 [0.45,0.74] -
Total {(95% CI) G276 7157 100.0%  0.77[0.71,0.83] L]
Total events 907 1383
iy: ChiF= =3(P=00;F= : : : |
Heterageneity: Chi —.9.3E,df—3|{F‘—D.DE),I = hEE% o 0 10 100
Testfor overall effect: = 6.91 (F < 0.00001) Favours TAM-Al Favours TAM alone
TAM-Al switch TAM Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aihara T BCO3Z Breast Cancer Res Treat 2010 4 347 B 349 0.8% 0.67 [0.19, 2.36] D
BIG 1-98 Collaborative Group M Engl J Med 2009 154 1548 343 2459 34.45% 0.71 [0.60, 0.85] L3
Blizs JM IES J Clin Oncol 2012 3582 2372 405 21352 53.0% 0.B6 [0.76, 0.98] |
JdonatV ABCEGE ARNO ITA Lancet Oncol 2006 G 2009 90 1987 11.8% 0.73[0.43,1.00] ]
Total {(95% CI) G276 7157 100.0%  0.79[0.72, 0.88] L]
Total events a7E g44
iy: ChiF= =3 (P =036y F= : : : |
Heterageneity: Chi —.3.24,df—3(P—D.35),I =8% o 0 10 100
Testfor overall effect: £= 4.54 (F < 0.00001) Favours TAM-Al Favours TAM alone
Table 2. Any CTC Grade Adverse Events Reported Post-Treatment
Exemestane Tamoxifen Total
in = 2,105) in = 2,038) N = 4,141)
Adverse Event No. % No. % No. % OR 99% ClI P
All cardiovascular events (excluding hypertension and VTE) 259 12.3 211 10.4 470 11.3 1.21 0.94 to 1.57 049
Ischemic cardiovascular disease 127 6.0 a4 4.6 221 h3 1.33 0.921t01.92 043
Angina 110 5.2 79 39 189 48 1:37 0.92 to 2.05 038
Other cardiovascular avent 129 6.1 109 5.4 238 5.7 1.16 0.81 to 1.65 284
Hypertension 563 28.7 475 233 1,038 251 1.20 0.99t0 1.45 on
VTE 20 1.0 19 0.9 39 0.9 1.02 0.42 to 2.49 955
DVT 17 0.8 18 0.9 35 0.8 0.9 0.3510 2.33 788
Fractures 144 6.8 17 57 261 6.3 1.20 0.86 to 1.69 147
Arthritis (all types) 184 8.7 167 82 351 8.5 1.07 0.80to1.44 534
Osteoarthritis 119 5.7 118 5.8 237 5.7 0.97 0.68to 1.39 844
Carpal tunnel syndrome 10 0.5 7 0.3 17 0.4 1.38 0.35t06.11 509
Osteoporosis 106 5.0 96 4.7 202 49 1.07 0.73t01.57 632
Muscle cramp 13 0.6 15 07 28 0.7 0.84 02810 2.40 640




Pain, musculoskeletal
Pain, limb andfor foot
Arthralgia
Myalgia

Pain, abdominal

Pain, ather

Serious gynecologic events
Vaginal bleeding

Uterine polyps/fibroids and endometrial hyperplasia®
Uterine polypsffibroids
Endometrial hyperplasia

Vaginal discharge

Menopausal events
Hot flashes

Anxiety

Depression

Diarrhea

Dizziness

Fatigue

Gl ulcer

Headaches

Hypercholesterolemia

Insomnia

Nausea

Paresthesia

Polypectomy

Sweating

315
57
135
18
48
116
A
16
17
15

245
189
36
103
17
B8
138
18
83
107
132
36
9

2
77

15.0
2T
6.4
0.9
2.3
5.5
1.5
0.8
0.9
0.8
01
0.4

116
9.0
1.7
49
0.8
3.2
6.6
0.9
39
5.1
6.3
1.7
0.4
0.1
3.7

260
49
130
11
31
124
36
25
30
28
4
13
233
180
27
93
17
79
137
6
95
100
126
30
6

5
78

128
24
6.4
0.5
15
6.1
1.8
1.2
1.7
16
0.2
0.6

1.4
88
1.3
46
0.8
39
6.7
03
47
49
6.2
1.5
03
0.2
38

575
106
285
29
79
240
67
4
47
43
6

21
478
369
B3
196
34
147
275
24
178
207
288
66
15
7
155

139
26
6.4
0.7
19
5.8
1.6
1.0
13
12
0.2
0.5

11.5
89
1.5
4.3
0.8
35
6.6
0.6
4.3
5.0
6.2
16
04
0.2
3.7

1.20
1.13
1.00
1.59
1.51
0.80
0.83
0.62
0.56
0.563
0.49
0.59
1.02
1.02
1.29
1.07
0.87
0.83
0.87
2.92
0.84
1.04
1.0
1.16
1.45
0.29
0.85

0.95t01.52
0.67 to 1.92
0.72t01.41
0.56 10 4.87
0.8110 2.86
0.63t01.28
0.42101.62
0.25101.46
0.23101.26
0.21t01.24
0.02105.91
0.15t0 2.03
0.791t0 1.32
0.76 to 1.36
0.6510 2,63
07310 1.59
0.37 0 2.52
053101.29
0.70t0 1.35
0.86t0 13.10
0.56t01.26
0.71t0 1.51
07210 1.42
0.6010 2.30
0.331t07.33
0.02 to 3.80
0.62 10 1.47

041
540
970
225
075
425
451
29
052

913

AT77
238
769

NOTE. Denominators include patients who are disease free and have at least 8 months of post-treatment follow-up,

Abbreviations: CTC, (Mational Cancer Institute) Comman Toxicity Criteria; DVT, deep vein thrombosis, OR, odds ratio; VTE, venous thromboembalic event.

“Gynecologic adverse events involving the uterus exclude patients who had hysterectomy prior to random assignment (denominators: exemestane, 1,790,

tamoxifen, 1,774; total, 3,564).
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Ex
DFS fjg/ij_ 0 0 0 0 0 0| 48876| 2218 56747| 1653 HR 0.61|0.50, 0.75 [3&(A) 9
[ON] fjg/ij_ 0 0 0 0 0 0| 48876 56747 HR 0.78/0.74, 0.83 [3&(A) 8
Toxicity fjg/ij_ 0 0 0 0 0 0| 48876 56747 7 E%‘_/ét[j"_%
cost 0 3
AV (BE TS EILICEA)
TAM observation Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
EBCTCG metaanalysis 2011 -0.4943 0105417 G6747 43876 100.0% 0.61[0.50 0.75]
Total (95% CI) 56747 48876 100.0% 0.61 [0.50,0.75] L 2
Heterogeneity: Mot applicable I t { {
Testfar overall effect: Z=4.69 (P = 0.00001) oot ID:-;VDurs TAM Favours olger\:ating oo
TAM Control Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

EECTCG metaanalysis 2011

-0.24346 0.03 56747

43876 100.0% 0.78[0.74 0.83]




Total (95% CI) 56747 48876 100.0% 0.78[0.74,0.83] |
Heterogeneity: Mot applicable f

Test for overall effect; Z=8.28 (P = 0.00001) 0.01 ngurs T-“\l'v'|1 Favours c;nutrol 100

Numberof events 0-E Variance EventRR(SE) pvalue*

(both groups) of 0-E
Death with or without recurrence
Death without recurrence 1117 4-9 258-6 1-02 (0-06) 079
Death with recurrence 2604 -224.5 620.2 070 (0-03) =0-00001
Any death 3811 -219-6 8788 078(0-03)  <0-00001

Death without recurrence (selected groups of causes)

Vascular disease

Stroke 64 4.8 152 1.37(030) 027

Pulmonary embolust 12 2.5 30 2-30(0-90) 0-25

Heart and other vascular 212 61 50-1 0-89 (0-13) 0-43
Neoplastic disease

Uterus, excluding cervixt 10 32 2.2 4-28(1-52) 0-07

Other neoplastic 187 -01 442 1-00(0-15) 100

Other specified cause 312 46 71.0 1.07(0:12) 063
Unspecified cause 320 -4-0 729 0-95 (0-11) 0-68

Second cancer incidence without previous recurrence (selected sites)
Contralateral breast, by age at entry (years)

<45 110 17.7 272 052 (0-14) 0-001
45-54 169 -18.8 415 0-64(0-12) 0-004
55-69 268 287 64-0 0-64 (0-10) 0-0001
=70 17 01 41 . -

All ages 564 651 1367 062 (0-07) <0-00001

Uterus, excluding cervixt, by age at entry (years)
<45 11 01 2.7 1.04 (0-62) 1-00
45-54 25 33 59 1.75(055) 0-25
55-69 71 18.0 16.6 2.96 (0-44) 0-00002
=70 1 08 02 . .

All ages 108 222 25-4 2-40(0-32) 0-00002

Other or unknown site 606 2.6 1436 1.02 (0-08) 0-86
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DFS ;\/}}177_'}/ 0 0 0 =i 0 0 1546 236 1540 248 HR 0.96(0.76, 1.21 [535(C) 9|#R1ZIZBoT-1-
XA
0s ;\’;;’1777"?/ 0 0 0 -1 0 0 1546 1540 HR 0.9(0.65, 1.24 [55(C) 8
. AT F)L EMLE 2a—%
Toxicity 2 “I o of o -1 o o 1546 1540 HR 7 %ﬁ(f:“g\o
cost 0 3
AV (BT HEIVICEA)
Toremifene Tamoxifen Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Zhou WiB Breast Cancer Res Treat 2011 0.04879 0.0585212 18490 1857 1000% 1.05[094, 117
Total (95% CI) 1890 1857 100.0% 1.05[0.94,1.17]
Heterogeneity: Mot applicahle T o 1 s 100

Test for overall effect, Z= 088 (P =023

Study or Subgroup log[Hazard Ratio]

Favours toremifene Favours tamoxifen

Hazard Ratio
IV, Fixed, 95% CI

Toremifene Tamoxifen Hazard Ratio

SE Total Total Weight IV, Fixed, 95% Cl

ZhouWE Breast Cancer Res Treat 2011 0.067B58E5

0.054233

1840 1857 100.0% 1.07[0.96,1.19]



Total (95% CI)
Heterogeneity: Mot applicable
Testfor overall effect Z=1.29 (P =021}

1890 1857 100.0% 1.07 [0.96, 1.19]

T

0.01 04

Favours toremifene Favours tamoxifen

1

deep vein thrombosis cerebrovascuar accident

Shudy % Study ]

o Tamariten Toremiteng OR(95% Q) Weight D Tamautan Toremifene OR (@S%Cl)  Weght

EventsTotal EvertzTotal EvantsTatal Evante/Tobal
Hol K 1140 —4.—— £1450 009(0.28,1.74) 3369 Hioli K 127440 —li—— L1450 039094, 1.92) 4324
Fagani O 4498 { 458 050009273 1217 Pagani 0 24g8 3484 1.50(0.25,9.02) 712
Lewis ID b —a—— 13908 0720035148 5413 Lewis JD 14907 —13'—— V0 054(020. 149 4954
Overall (l-squared = 0.0%, p = 0.826) C:— 058040, 1171 100.00 nvarall {-aquared = 0.0%, p = C.438) <>- 0.59(0.32, 1.09) 100,00
: 5 T T
0008 1 " T 1 a02

pulmonary embolism Thremboembolic events

Study % Study %

]} Tanosifen Toramilend OR (5% Cl) Woight [+] Tamoritan Toremilene RR (35% C1) Weight

Evernits/Total Evenis/Total Events Total Events Total

Holi K J440 —_— V454 0.96(0.19, 8.TT) 2346 Holli K 261440 _'r—— 645D BT4(050, 1 00 3368
Pagani&  wane & 1/4ua 1334003, 330) 310 Pageni O wae { &40 0.80 (043, 1.49)  12.07
Lawis JO T —_—— £/006 1A5(040, 30T} 5342 Leswis JO L —u—— a0l 087 (006, 1.14p 5425
Oversl (I-squared = 0.0%, p = 0.618) <> 0.91(042,201)  100.00 0.81(065, 1.01x 100.00

Dveral (-squared = 0.0%, o = 0.799) @

T
42r 1

10

100



endometrial polyps

Sty %
D Tamoxifen Toremitene  OR (95% Cl) Weight
Events/Total Events/Taotal
Holli K 7440 —Io"— 8/459 1.10(0.39, 3.05) 25 46
Pagani O 1/498 2400— 2.00 (0.18,2213) 361
Lewis JD 200907 —_— 19/906 0.95(0.50, 1.79) 7093
Overall {I-squared = 0.0%, p = 0.831) <> 1.03(061,1.73)  100.00
] I
0452 1 221
endometrial cancer
Study %
D Tamaxifen Toremifena CR (85% CI) Weight

Events/Total

Events/Tatal
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Test for overall effect 7= 0.64 (P =0.52)
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