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Extending the duration of endocrine treatment for early *®
breast cancer: patient-level meta-analysis of 12 randomised
trials of aromatase inhibitors in 22 031 postmenopausal

women already treated with at least 5 years of endocrine

therapy
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Previous endocrine therapy Events/women AIT events Ratio of annual event rates
. completed by all women; (95% Cl or 99% Cl)
-0 Post-censoring results +/-subsequent trial regimen AIT vs control
- 99%Cl
< 95%Cl Allocated Allocated Log-rank Variance
AIT control O-E of O-E
. A Previous TAM for 5 years, with no AIT (y2=2-4; p=0-66)
™ R ate R atio 2 7 % 1990 ABCSG 6a TAM 5 years; + ANA 3 years 34/365 66/449 124 233 ———
1998 MA.17/BIG 1-97* TAM Syears; + LET 5 years 125/2409 201/2420 -410 786 ——
o A 35 26 31 147 - >
B 5 D a 2 = 3 U > U 0- U 2001 NSABP B-33* TAM S years; + EXE 5 years 13/769 32/768 -9:0 107 —o—*—
64 54 52 s I
v B L N . L N _ 2001 ATENA TAM 5 years; + EXE 5 years 7/137 11/138 -29 37
2007 LATERANZBCTG 0501  TAM 5years; + LET 5 years 1/84 6/88 -2:4 16 -
Subtotal 180/3764 316/3863 -67.7 118.0 << 3 0-56 (0-47-0-68)
(4-8%) (8-2%) p<0-00001
B Previous TAM then AIT, each for mean <5 years (x3=10-9; p=0-092)
2004 ABCSG-16/SALSAT TAM 2-5 years; AIT 5-2 years; + ANA 3 years 134/1250 133/1251 01 636 —I—
5 () 3 3 I p A R R 1 . 3 5 2005 GIM 4/LEADT TAM 2-3 years; AIT 3-2 years; + LET 2-3 years 94/744 124/781 -148 526 —a—}
2006 NSABP B-42* TAM 2-3 years; AT 3-2 years; + LET 5 years 73/768 108/764 -189 443 —
. - 2006 DATA BOOG 2006-01f  TAM 2-3 years; AIT 3 years; + ANA 3 years 99/695 108/685 -84 497 — -
n O n 1- )K I_I 1- )K p I l_lJ 4* D 2007 LATERANZ BCTG 0501  TAM 1-4 years; AIT 4-1years; + LET 5 years 1/72 9/66 -38 24 —
2007 AERAS NSAS-BC 05 TAM 2-3 years; AIT 3-2 years; + ANA 5 years 3/64 7167 -22 23 >
T F T T 2 n A I 5 U n 7 2007 IDEAL BOOG 2006-05t  TAM 2-5-5 years; AIT 5-2-5 years; + LET 2-5years ~ 55/453 69/473 -62 295 —v-!——
w y X LIJ I Subtotal 459/4046  558/4087 -54-0 244-4 = 0-80(0-71-0-91)
H ™ / n 4 6 e (11:3%) (13-7%) 3 p=0-0006
'L 6 1 4 H ,1 rl C Previous AIT for =5 years (y2=3-8; p=0-43)
L 1998 MA.17R* AIT 5 years; + LET 5 years 65/904 96/920 -16-0 385 —
O Sl.lJ 6 Y 2004 ABCSG-16/SALSAT AT 7years; + ANA 3 years 9/101 14/106 -19 54 >
2006 NSABP B-42* AIT 5 years; + LET 5 years 132/1194 157/1193 -123 710 ——
2007 AERAS NSAS-BC 05 AIT 5 years; + ANA 5 years 49/721 731739 -126 295 ——
2007 IDEALBOOG 2006-05t  AIT 7-5 years; + LET 2.5 years 29/185 25/169 1-0 131 »
2007 LATERANZ BCTG 0501  AIT Syears; + LET 5 years 0/19 0/20
Subtotal 284/3124 365/3147 -41-9 1575 <;> 0-77 (0-66-0-90)
(91%) (11-6%) p=0-0009
Total (A+B+(Q) 923/10934 1239/11097 -163-5 5199 $ 0-730 (0-670-0-796)
Heterogeneity between three subtotals: 3=10-4; p=0-0055 (8-4%) (11-2%) : p<0-00001
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“— —>
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and logrank analyses
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2-3yearsof AIT  0.98 (66/6738) 116 (107/9251) 134(118/8776) 8/7273) 057 (54/9440) 035 (3/864)
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-14.0/603

0-49 (4/811)
1.53 (12/785)
039
(95% C10-14-1.08)
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Age F Age at entry (years; trend y2=2.0; p=0-16) E
<60 264/2533  317/2577 254 1421 —- 0-84 (0-67-1.04)
60-69 350/3053  414/3045  -363 1872 - 0-82 (0-68-0-99)
=70 129/1584 192/1612  -315 787 - 0-67 (0-50-0-90)
G BMI (kg/m?: trend y2=0-5; p=0-99) i
BMI <20 23257 24/268 _29 10.0 .
20-24 147/1612 214/1684  -298 850 —— 070 (0-53-0-93)
25-209 192/1699 221/1633  -209 97-4 —— 0-81 (0-62-1-05)
=30 164/1247 209/1252 -20-8 87.4 —.— 079 (0-60-1.04)
Unknown 217/2355 255/2397  -202 112.0 —+ 0-84 {0-65-1.07)
H Nodal status (trend x3=0.0; p=0-99) !
N ND 277/3809 339/3833 318 151-4 —— 0-81 (0-66-1.00)
N1-3 329/2663 423/2721  -494 1823 .. 0:76 (0-63-0-92)
N4+ 134/639  152/627 -129 659 —— 0-82 (0-60-113)
N unknown 3/59 9/53 -18 2.4 E >
| Progesterone receptor status (¥i=0-5; p=0-48) i
PAR  pesitive 570/5630 737/5735  -B44 3148 B 0.76 (0-66-0-88)
Negative 153/1364 1681307  -127 731 —— 0-84 (0-62-1-14)
Unknown 204176 18192 33 77 : @ b
J Tumour diameter (trend x3=0-2; p=0-65) i
T 1-20mm (T1) 7733133 346/3224 321 151:6 = 0-81(0-66-1.00)
21-50 mm (T2) 141709 2331649 -173 1080 —— 0.85 (0-66-1.00)
=50 mm {T3/T4) 29/179 47194 -8.2 16.4 —-—i—— 0-60(0.32-114)
Other or unknown 227/2149  297/2167 -35.0 1280 —— 076 (0-61-0.96)
K Tumaour grade (trend ¥°=1-3: p=0-2 |
Grade Well dif‘f&regtiatedl: X13:p=025) 44/542 61554 79 238 — - 0.72(0-42-1.22)
Moderately differentiated 243/1927 269/1931  -169 120.6 —— 0-87 (0-69-1-10)
Poorly differentiated 1157804 1157801 -2.2 c2.6 —|
Unknown 341/3897 478/3948 673 195.9 sz 071 (0-59-0-85)
e o ) . S |
l I[; Ll;lclts;uloglcaltype ((i=0-6; p=0-44) 251/2427 3282488 404 1385 - 075 (0-60-0.93)
Lobular 59/365 64/355 -30 253 —
Unknown 433/4378 531/4391 518 2292 1+ 0-80 (0-67-0-95)
I_0y.1- ; !
HER?2 ﬂi‘;iz s 1E=075) 45/418  58/403 71 230 — 073 (0-43-1:26)
Negative 374/3268 454/3289  -482 1991 - 079 (0-65-0-94)
Unknown 324/3484 4113536 -403 1732 - 079 (0-65-0-96)
Total 743/7170 923/7234 958 402.0 - 0.788 (0-715-0-869)
. | : | | Pp<0-00001
0 05 1.0 15 20

AIT better AIT worse

Braybrooke, Jeremy et allhe Lancet, Vol 406, 66514 64
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POSITIVE 6
N %
516 100
Age at enrolliment
Median 37 years (range 27-43
years)
<35 177 34%
35-39 221 43%
40-42 118 23%
Number of prior births
0 387 75%
1 107 21%
> 2 22 4%
TNM stage
I 242 47%
[l 240 47%
11 31 6%
Unknown 3 1%

v A 37
A o 5V
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AAMNYYXY 7 QAX NG

7NV IR B . B
Partridge AH et al.

Breast 2021,;59:32338.D0I:10.1016/j.breast.2021.07.021
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15.0 POSITIVE (44 events) k ™ 15.0 POSITIVE (22 events) P 'L ™
------ SOFT/TEXT (168 events) ) »====-- SOFT/TEXT (118 events)
Difference at 3 years (POSITIVE minus SOFT/TEXT): -0.2% : Difference at 3 years (POSITIVE minus SOFT/TEXT): —=1.4%

< 125 4 (95% Cl, =3.1% to 2.8%) - < 12.5 1 (95% Cl, -3.5% to 1.0%)

=) = | o

i Hazard ratio (POSITIVE vs. SOFT/TEXT): 0.81 ! = Hazard ratio (POSITIVE vs. SOFT/TEXT): 0.70

g (95% Cl, 0.57 to 1.15) p===' g (95% Cl, 0.44 to 1.12)
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HR (95% ClI)
ai ~ A GnRHa T vs 1 ° 1.29 (0.94 2 1.79)
&G ° " wvso 1.05 (0.85 2 1.32)
135-39 vs <35 0.74 (0.59 2 0.93)
40-42 vs <35 0.40 (0.29 2 0.56)

SERM+ 0

N vs SERM

0.94 (0.71 2 1.24)

Al+ 0 N vs SERM ~

0.94 (0.67 2 1.33)

Ao o vsT T 0.94 (0.72 2 1.23)

W . : 8 o A R R CHE 1.17 (085 2 1.63)
<35 168 107 50 29 18 5

AT AT 7 vs AT T 1.01 (0.78 2 1.32)

HR: hazard ratio, Cl: confidence interval, GnRHa: gonotropin releasing hormone analogue,
SERM: selective estrogen receptor modulator, OFS: ovarian function suppression, Al: aromatase inhibitor

Azim HA Jret al, J Clin Oncol. 2024 Aug 10;42(23):22832.



ni  ART 5
il H
Nod N ' ~d
OR (95% ClI)

35-39 vs <35 0.50 (0.29 - 0.86
40-42 vs <35 0.16 (0.08 - 0.29)
1 VSART, 1~ ° 0.85(0.48 - 1.50)
ARTVSART, T ~ ° 1.80 (0.92 - 3.57)
al A GnRHa 1 vs 1 ° 1.41 (0.70 - 2.82)
a1 vs GhRHa 1 ~ ° at 1.10 (0.70 - 1.75)

* 1 82

OR: Odds ratio, IVF: in-vitro fertilization, ART:

, GnRHa: gonadotropin releasing hormone analogue

Azim HA Jret al, J Clin Oncol. 2024 Aug 10;42(23):22832.
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