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Background

• Uncertainty exists about the optimal 

schedule of adjuvant treatment with 

Aromatase Inhibitors (AI) in 

postmenopausal patients with hormone-

responsive breast cancer

• No trial has ever compared all the three AI 



Patient population

- Early breast cancer

- Postmenopausal

- ER or PgR +

- After surgery + CT + RT

Stratification:

- ER/PgR status (+/+, +/- or -/+, +/uk or uk/+, uk/uk)

- Previous chemotherapy (no/adjuvant/neoadjuvant or both)

- pN (pN0/pN1/pN2 or pN3)

- HER2 (positive/negative/unknown)
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Drug doses:

Anastrozole,  1 mg daily, orally

Exemestane, 25 mg daily, orally

Letrozole, 2.5 mg daily, orally

Tamoxifen, 20 mg daily, orally

Tamoxifen 2 yrs 

Exemestane 3 yrs
Exemestane 5 yrs

Letrozole 5 yrs

Tamoxifen 2 yrs 

Anastrozole 3 yrs
Anastrozole 5 yrs

Up-front vs sequential

treatment analysis

Anastrozole

vs 

Exemestane

vs 

Letrozole

analysis

Study design

Tamoxifen 2 yrs 

Letrozole 3 yrs



Study endpoint

Primary objectives: 

• To compare the disease free survival (DFS) in patients treated with:

- sequential (Tamoxifen 2 yrs →AIs 3 yrs) vs upfront (AIs 5 yrs) strategy of

treatment

- The three AIs (A – anastrozole, E – exemestane, L – Letrozole) among 

themselves

Secondary objectives:

• Overall survival (OS) 

•Toxicity

•Distant-metastasis-free survival (DMFS), 

• Cumulative incidence of contralateral breast cancer as first event 

• Breast cancer-free survival 

• Cumulative incidence and type of second non-breast invasive cancer



Sample size

• Sample size was calculated to detect a 

2% absolute advantage in DFS at 5yrs with 

Up-front schedule (HR=0.79)

- assuming  90% 5-yr DFS in the switch arm

- 2-sided alpha error = 0.05

- 80% power

• 669 events required 

• 3600 patients planned 
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3697 patients

Participating Centres:  96

Centres enrolled at least one patient: 76

Enrolment of first patient:   March 9th, 2007

Enrolment of last patient:    July 31st, 2012



Tamoxifen 2 yrs 

Exemestane 3 yrs

621 patients

Exemestane 5 yrs

617 patients

Tamoxifen 2 yrs 

Letrozole 3 yrs

618 patients

Letrozole 5 yrs

615 patients

Tamoxifen 2 yrs 

Anastrozole 3 yrs

611 patients

Anastrozole 5 yrs

615 patients

3697 patients

Study design

Up-front vs sequential

treatment analysis

Anastrozole

vs 

Exemestane

vs 

Letrozole

analysis
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Baseline characteristics
Age category pT category

Median (IQR) 64(58-70) pT1 2586(69.9%)

<60 1152(31.2%) pT2 893(24.2%)

60 – 69 1510(40.8%) pT3/pT4 91(2.5%)

70 + 1035(28.0%) Unknown 127(3.4%)

BMI category Histologic grading

Under/Normal 1031(27.9%) Low 485(13.1%)

Overweight 1105(29.9%) Intermediate 2129(57.6%)

Obese 842(22.8%) High 797(21.6%)

Unknown 719(19.4%) Unknown 286(7.7%)

Hormone receptors Previous chemo

Both positive 3288(88.9%) No 2282(61.7%)

Only one positive 409(11.1%) Yes 1415(38.3%)

HER-2 status Trastuzumab

Negative 3332(90.1%) No 3323(89.9%)

Positive 330(8.9%) Yes 257(7.0%)

Unknown 35(0.9%) Unknown 117(3.2%)

pN category Radiotherapy

pN0 2378(64.3%) No 1080(29.2%)

pN1 928(25.1%) Yes 2500(67.6%)

pN2/pN3 391(10.6%) Unknown 117(3.2%)

All balanced 

among 

comparison 

arms



Events
Switch Up-front Anastrozole Exemestane Letrozole

N=1850 N=1847 N=1226 N=1238 N=1233

DFS events 211 (11.4) 190 (10.3) 124 (10.1) 148 (12.0%) 129 (10.5%)

Type of 1st DFS event

Locoregional 30 (1.6%) 26 (1.4%) 12 (1.0%) 30 (2.4%) 14 (1.1%)

Distant 99 (5.4%) 84 (4.5%) 63 (5.1%) 57 (4.6%) 63 (5.1%)

2nd breast cancer 13 (0.7%) 16 (0.9%) 12 (1.0%) 11 (0.9%) 6 (0.5%)

2nd non-breast 

cancer
44 (2.4%) 36 (1.9%) 26 (2.1%) 29 (2.3%) 25 (2.0%)

Death without 

cancer
25 (1.4%) 28 (1.5%) 11 (0.9%) 21 (1.7%) 21 (1.7%)

Deaths 80 (4.3%) 58 (3.1%) 43 (3.5%) 52 (4.2%) 43 (3.5%)



Schedule comparison

Adjusted by ER status, HER2 status, Nodal status and Previous Chemotherapy



AIs comparison

Adjusted by ER status, HER2 status, Nodal status and Previous Chemotherapy



Forest plot of the effect of schedule on the HR of progression or 
death according to patients’ and tumors’ characteristics



0,0 0,5 1,0 1,5 2,0

# events/# patients Interaction

N A E/L HR (95% CI) P

All patients 3697

E vs A 124/1226 148/1238 1,24 ( 0,97 - 1,57 )

L vs A 124/1226 129/1233 1.05 ( 0,82 - 1,35 )

Age category 0.12

<60 1152

E vs A 47/391 33/365 0,77 ( 0,49 - 1,20 )

L vs A 47/391 42/396 0,91 ( 0,60 - 1,38 )

60-69 1510

E vs A 41/504 59/523 1,44 ( 0,96 - 2,14 )

L vs A 41/504 45/483 1,15 ( 0,75 - 1,76 )

70+ 1035

E vs A 36/331 56/350 1,57 ( 1,03 - 2,38 )

L vs A 36/331 42/354 1,14 ( 0,73 - 1,79 )

Body Mass Index 0.96

Underweight/Normal 1031

E vs A 32/326 41/366 1,29 ( 0,81 - 2,07 )

L vs A 32/326 34/339 1,13 ( 0,69 - 1,84 )

Overweight 1105

E vs A 36/388 37/357 1,16 ( 0,73 - 1,84 )

L vs A 36/388 38/360 1,09 ( 0,69 - 1,73 )

Obese 842

E vs A 34/285 36/269 1,18 ( 0,74 - 1,91 )

L vs A 34/285 34/288 1,00 ( 0,62 - 1,61 )

Hormone receptors 0.13

Both positive 3288

E vs A 104/1094 129/1099 1,30 ( 1,00 - 1,68 )

L vs A 104/1094 103/1095 1,00 ( 0,76 - 1,31 )

Only one positive 409

E vs A 20/132 19/139 0,92 ( 0,49 - 1,74 )

L vs A 20/132 26/138 1,38 ( 0,77 - 2,48 )

HER2 status 0.43

Negative 3367

E vs A 113/1119 136/1124 1,27 ( 0,99 - 1,63 )

L vs A 113/1119 114/1124 1,02 ( 0,79 - 1,33 )

Positive 330

E vs A 11/107 12/114 1,00 ( 0,44 - 2,30 )

L vs A 11/107 15/109 1,38 ( 0,63 - 3,04 )

Pathologic nodal status 0.82

pN0 2378

E vs A 51/788 65/799 1,27 ( 0,88 - 1,84 )

L vs A 51/788 50/791 1,00 ( 0,68 - 1,48 )

pN1 928

E vs A 38/311 40/308 1,13 ( 0,72 - 1,76 )

L vs A 38/311 33/309 0,86 ( 0,54 - 1,37 )

pN2 or pN3 391

E vs A 35/127 43/131 1,39 ( 0,88 - 2,19 )

L vs A 35/127 46/133 1,28 ( 0,82 - 1,99 )

E or L better A better

Forest plot of the effect of different aromatase inhibitors on the HR of progression or death according to 
major patient’s and tumor’s characteristics. A=anastrozole, E=Exemestane, L=Letrozole



0,0 0,5 1,0 1,5 2,0

# events/# patients Interaction

N A E/L HR (95% CI) P

Pathologic tumor category 0.60

pT1 2586

E vs A 75/863 84/856 1,14 ( 0,83 - 1,56 )

L vs A 75/863 70/867 0,92 ( 0,67 - 1,28 )

pT2 893

E vs A 43/296 53/306 1,35 ( 0,90 - 2,03 )

L vs A 43/296 52/291 1,37 ( 0,91 - 2,06 )

pT3 or pT4 71

E vs A 6/33 8/24 3,43 ( 0,77 - 15,37 )

L vs A 6/33 6/34 1,53 ( 0,44 - 5,31 )

Histologic grading 0.26

Low 485

E vs A 14/169 10/152 0,76 ( 0,33 - 1,73 )

L vs A 14/169 8/164 0,54 ( 0,22 - 1,31 )

Intermediate 2129

E vs A 67/708 67/699 1,05 ( 0,75 - 1,47 )

L vs A 67/708 70/722 1,06 ( 0,76 - 1,48 )

High 797

E vs A 34/256 58/281 1,73 ( 1,13 - 2,65 )

L vs A 34/256 44/260 1,14 ( 0,72 - 1,79 )

Previous chemotherapy 0.89

No 2282

E vs A 53/757 67/764 1,28 ( 0,89 - 1,84 )

L vs A 53/757 53/761 1,01 ( 0,69 - 1,48 )

Yes 1415

E vs A 71/469 81/474 1,21 ( 0,88 - 1,66 )

L vs A 71/469 76/472 1,07 ( 0,77 - 1,48 )

Trastuzumab 0.11

No 3441

E vs A 113/1138 140/1151 1,30 ( 1,01 - 1,66 )

L vs A 113/1138 116/1152 1,03 ( 0,79 - 1,34 )

Yes 256

E vs A 11/88 8/87 0,66 ( 0,26 - 1,69 )

L vs A 11/88 13/81 1,33 ( 0,59 - 3,00 )

Radiotherapy 0.36

No 1198

E vs A 37/425 41/385 1,27 ( 0,82 - 1,99 )

L vs A 37/425 43/388 1,34 ( 0,86 - 2,08 )

Yes 2499

E vs A 87/801 107/853 1,25 ( 0,94 - 1,66 )

L vs A 87/801 86/845 0,95 ( 0,70 - 1,28 )

E or L better A better

(continued). Forest plot of the effect of different aromatase inhibitors on the HR of progression or death
according to major patient’s and tumor’s characteristics. A=anastrozole, E=Exemestane, L=Letrozole



TAM = 204

AI      = 93 AI      = 131

Toxicity

Causes of treatment interruption



Side effects - schedule

Any CTCAE grade >0, n (%) P

Switch 
(N=1761)

Upfront 
(N=1766)

Hot flushes 193 (11,0) 145 (8,2) 0.005

Cholesterol 1040 (59,1) 1163 (65,9) <0.0001

Triglyceride 549 (31,2) 460 (26,0) 0.0007

Osteoporosis 343 (19,5) 422 (23,9) 0.003

Arthritis 456 (25,9) 595 (33,7) 0.0001

Muscle weakness/pain 230 (13,1) 294 (16,6) 0.003

Bone pain 387 (22,0) 483 (27,3) 0.0001

Neurology other 50 (2,8) 79 (4,5) 0.001

Vaginal other 29 (1,6) 6 (0,3) <0.0001

Vascular 68 (3,9) 41 (2,3) 0.007



Side effects – AIs

Any CTCAE grade >0, n (%) P

Anastrozole

(N=1175)

Exemestane

(N=1177)

Letrozole

(N=1175)

Gastrointestinal 116 (9,9) 144 (12,2) 89 (7,6) 0.0007

Cholesterol 752 (64,0) 698 (59,3) 753 (64,1) <0.0001



1st PubMed paper

1st  paper vs Tamoxifen
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GIM3 – FATA results within the current scenario

Upfront treatment with AI for 5 ys Vs. switch strategy

Comparison of AIs among each other

TEAM

BIG 1-98

MA.27

FACE

Exemestane
Anastrozole

Letrozole
Anastrozole

The EBCTCG Meta-analysis

Indirect comparison among AIs

No difference No difference

Small absolute benefit 
in favor of upfront AI

Clinically relevant?

No difference
No apparent 

difference No difference

GIM3 - FATA

Anastrozole

Letrozole

Exemestane

The EBCTCG Meta-analysis

GIM3 - FATA

TAM + 
Anastrozole

TAM + 
Letrozole

TAM + 
Exemestane

TAM + 
Exemestane

TAM + 
Letrozole



Conclusions

• In the FATA-GIM3 trial there was a small DFS 
advantage for Up-front vs Switch strategy (1.3% 
at 5yr, 95% CI 0.9-3.5), not significant according 
to the pre-specified hypothesis 

• No significant differences of efficacy were 
observed among anastrozole, exemestane and 
letrozole

• In both comparisons, toxicity profiles were 
consistent with expectations
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