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SUPPLEMENTARY MATERIAL

Title: “Endocrine therapy-based treatments in hormone receptor-positive/HER2-negative advanced breast

cancer: Systematic Review and Network Meta-analysis”

Supplementary Methods

Searches covering the periods from inception of the database to 15™ October 2019)

Search strategy used in MEDLINE:

("breast cancer" OR "breast neoplasm" OR “breast tumor” OR “breast tumors” OR “breast tumour” OR
“breast tumours” OR "Breast Neoplasms"[MeSH]) AND ("metastatic" OR "advanced" OR "palliative" OR
“relapsed”) AND ("hormone receptor positive" OR "endocrine receptor positive" OR "endocrine receptor" OR
"hormone receptor" OR "estrogen receptor" OR "oestrogen receptor" OR "progesterone receptor" OR “ER-
positive” OR “ER+” OR “HR+” OR “HR-positive”) AND ("endocrine therapy" OR "hormone therapy" OR
"tamoxifen" OR "toremifene" OR “megestrol” OR "letrozole" OR "anastrozole" OR "fulvestrant" OR
"exemestane" OR "aromatase inhibitors" OR “selective estrogen receptor degraders” OR “SERDs” OR
“Abemaciclib” OR “palbociclib” OR “ribociclib” OR “cyclin-dependent kinase 4/6 inhibitors” OR “CDK4/6
inhibitors” OR “everolimus” OR “temsirolimus” OR “mammalian target of rapamycin inhibitors” OR “mTOR
inhibitors” OR “phosphatidylinositol 3-kinase inhibitors” OR “PI3K inhibitors” OR “alpelisib” OR “taselisib” OR
“buparlisib” OR “bevacizumab” OR “antiangiogenic agents”) AND (randomized controlled trial [pt] OR
controlled clinical trial [pt] OR randomized [tiab] OR placebo [tiab] OR drug therapy [sh] OR randomly [tiab]
OR trial [tiab] OR groups [tiab]) NOT (animals [mh] NOT humans [mh])
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Supplementary Figure 1 — Frequentist pairwise meta-analysis forest plot of the comparison of CDK4/6

inhibitors (CDK4/6i) + aromatase inhibitors (Al) £ goserelin vs Al £ goserelin in endocrine-sensitive patients

with de novo or recurrent metastatic disease.
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HR: hazard ratio; 95% Cl: 95% confidence interval.
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Supplementary Figure 2 — Network plots of progression-free survival subgroup analysis in patients with
visceral disease in the (A) endocrine-sensitive and (B) endocrine-resistant settings.
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*+ goserelin. Al: aromatase inhibitor; anti-andro: anti-androgen agent; CDK4/6i: CDK4/6 inhibitor; F500:

fulvestrant 500 mg; pan-PI3Ki: pan-PI3K inhibitor.
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Supplementary Figure 3 — Frequentist pairwise meta-analysis forest plot of the comparison of CDK4/6

inhibitors (CDK4/6i) + aromatase inhibitors (Al) £ goserelin vs Al £ goserelin in endocrine-sensitive patients

with bone-only disease.
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HR: hazard ratio; 95% Cl: 95% confidence interval.
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Supplementary Figure 4 — Two network plots of progression-free survival subgroup analyses in endocrine-

resistant patients with bone-only disease.
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*+ goserelin. Al: aromatase inhibitor; anti-andro: anti-androgen agent; CDK4/6i: CDK4/6 inhibitor; F500:

fulvestrant 500 mg; pan-PI3Ki: pan-PI3K inhibitor.
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Supplementary Table 1 — Cochrane Risk of Bias Evaluation of the included studies in the systematic review

RISK OF BIAS EVALUATION AREAS

Trial name / first

author, publication year Allocation Allocation Doubled Outcome Incomplete Selective Other sources of
Sequence Conceal Blinded Blind Outcome Reporting bias

Ibrahim et al, 2011* Unclear risk Unclear risk Unclear risk Unclear risk®

SWOG S0226, 20122 Unclear risk Unclear risk

Paul et al?, 20133 Unclear risk Unclear risk Unclear risk Unclear risk Unclear risk®

Unclear risk

PALOMA-1, 20154

PALOMA-2, 2016710 Unclear riskd

MONALEESA-2, 2016114 Unclear risk?

FALCON, 2016%-%7

MINT, 20168

Unclear risk

MONARCH 3, 20171920 Unclear risk Unclear risk?

Unclear risk Unclear risk

MONALEESA-7, 20182 Unclear risk?

TAMRAD, 20122

Unclear risk Unclear risk

BOLERO-2, 2012%-%

Unclear risk?

Unclear risk

SoFEA, 20132

Unclear risk

CALGB 40302, 2014%° Unclear risk Unclear risk Unclear risk?
SAKK21/08, 20153%° Unclear riske
Adelson et al, 20153! Unclear risk Unclear risk

PALOMA-3, 20151032-34 Unclear risk?

O'Shaughnessy et al,
2016%

Unclear risk Unclear risk

FERGI, 20163¢ Unclear riskd

BELLE-2, 20173738 Unclear riskdf

MONARCH 2, 2017203° Unclear risk?

Musolino et al, 20174 Unclear riskd

Zhao et al, 20174 Unclear risk Unclear risk

Unclear risk Unclear risk
Unclear risk

MANTA, 2019

PrE0102, 20184 Unclear risk Unclear riskd

BELLE-3, 2018% Unclear riskf

ACE, 2019% Unclear riske

Unclear

FAKTION?, 2019% X
risk

Unclear risk Unclear risk

EGF30008, 20097 Unclear risk Unclear risk Unclear risk Unclear risk Unclear risk Unclear riskd

Unclear risk Unclear risk Unclear risk?

Unclear risk

Krop et al?, 20174 Unclear risk Unclear risk Unclear risk

KCSG BR10-04 / FLAG,

2018% Unclear risk Unclear risk

MONALEESA-3, 2018%° Unclear risk Unclear risk Unclear riskd
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2Results published only in meeting abstracts (without a full publication).

b Interim analysis should have been triggered after the randomization of the first 31 patients, but the study
was stopped only after 110 patients were randomized.

¢ Crossover biasing the overall survival analysis.

4 Though the trial is placebo controlled, the very specific toxicity profile associated with the targeted agent
being tested could lead investigators to infer what arm the patient was on and bias assessments and decision-
making during trial participation.

¢ Inappropriate definition of intention-to-treat population.

f Buparlisib has the potential for adverse events of emotional/psychological nature that are very hard to

accurately grade, which can bias safety reporting.
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Supplementary Table 2 — Rankograms and SUCRA values for all strategies in endocrine-sensitive (ES) patients, both for progression-free survival and overall

survival.
Progression-free survival Overall survival

RANK 10 RANK 9 RANK 8 RANK 7 RANK 6 RANK 5 RANK 4 RANK 3 RANK 2 RANK 1 SUCRA RANK SUCRA RANK 1 RANK 2 RANK 3 RANK 4
<0.1% <0.1% <0.1% <0.1% <0.1% 0.1% 0.6% 3.0% 16.4% 80.0% 97.3% CDK4/6i + F500 91.0% 78.6% 17.0% 3.2% 1.2%
<0.1% <0.1% <0.1% <0.1% <0.1% <0.1% 0.4% 8.1% 74.5% 17.1% 89.8% CDK4/6i + Al* 78.6% 20.7% 54.3% 24.5% 0.5%
<0.1% 0.4% 1.6% 4.6% 12.3%  235%  31.0%  26.4% 0.3% <0.1%  61.8% F500* 57.3% 0.7% 26.2%  51.3% 21.8%
<0.1% 0.3% 1.0% 4.6% 14.0% 28.1% 31.6% 20.0% 0.4% <0.1% 60.6% F250 + Al N/A N/A N/A N/A N/A
2.0% 4.9% 8.3% 9.1% 12.1% 15.7% 17.6% 25.1% 4.2% 1.1% 55.6% Anti-andro + Al N/A N/A N/A N/A N/A
14.3% 13.2% 15.0% 7.5% 9.7% 9.6% 10.1% 14.5% 4.2% 1.8% 40.6% AS1402 + Al N/A N/A N/A N/A N/A
1.1% 5.0% 14.4% 26.0% 30.1% 16.1% 5.9% 1.5% <0.1% <0.1% 39.8% Lapatinib + Al N/A N/A N/A N/A N/A

1.3% 9.3% 35.5% 37.8% 13.9% 2.1% <0.1% <0.1% <0.1% <0.1% 28.9% Al* 14.1% <0.1% 2.5% 21.0% 76.5%
16.4% 43.1% 17.9% 8.1% 6.5% 4.1% 2.4% 1.5% <0.1% <0.1% 19.4% Sapat 40 mg + Al N/A N/A N/A N/A N/A
64.8% 23.8% 6.4% 2.3% 1.5% 0.7% 0.4% 0.1% <0.1% <0.1% 6.3% Sapat 20 mg + Al N/A N/A N/A N/A N/A

*+ goserelin. Al: aromatase inhibitor; CDK4/6i: CDK4/6 inhibitor; F250: fulvestrant 250 mg; F500: fulvestrant 500 mg; N/A: not applicable; sapat: sapatinib. SUCRA:

Surface Under the Cumulative Ranking curve values.
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Supplementary Table 3A — Rankograms and SUCRA values for all strategies in endocrine-resistant (ER) patients, for progression-free survival.

Progression-free survival

RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK RANK

RANK SUCRA 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
CD::(:I{SI * 95.7% 43.5% 36.8% 14.6% 4.1% 0.8% 0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%
Capivasertib +
F500 88.7% 25.0% 20.6% 18.9%  13.7% 8.5% 5.4% 3.6% 2.4% 1.3% 0.4% 0.2% 0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%
Everolimus +
F500 86.1% 8.5% 17.0%  25.2% 22.7%  14.0% 7.3% 3.7% 1.1% 0.4% 0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%
Mu;;n;(l,(l + 78.0% 11.8% 103% 12.5% 13.0% 10.7% 9.2% 8.8% 8.0% 6.8% 4.4% 1.9% 1.1% 0.5% 0.3% 0.2% 0.2% 0.2% 0.1% 0.1% <0.1%
Everolimus +
Al 75.4% 7.3% 7.5% 10.5% 11.8% 11.4% 10.3% 10.7% 10.5% 10.6% 9.3% 0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%
Bortezomib +
F500 73.9% 3.5% 6.0% 10.5% 12.9% 13.2% 12.8% 11.9% 11.3% 9.0% 4.7% 1.9% 1.0% 0.4% 0.3% 0.2% 0.2% 0.1% 0.1% 0.1% <0.1%
PanF-:(I).’(.)Kl + 72.6% <0.1% 0.2% 2.3% 9.2% 20.6%  26.9%  22.6%  12.5% 4.5% 0.8% 0.3% 0.1% 0.0% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%
VISt:SS[')(I)nt * 70.4% 0.4% 1.4% 4.6% 9.8% 14.4% 16.7% 19.1% 17.9% 8.7% 3.8% 1.5% 0.8% 0.4% 0.2% 0.2% 0.1% 0.1% 0.1% <0.1% <0.1%
Vistus. cont +
F500 60.6% <0.1% <0.1% 0.5% 1.7% 4.4% 8.3% 14.1% 22.7% 23.83% 12.8% 5.5% 2.7% 1.2% 0.7% 0.5% 0.4% 0.3% 0.3% 0.2% 0.1%
F500* 51.5% <0.1% <0.1% <0.1% <0.1% <0.1% 0.1%  1.0%  59% 221% 433% 13.7% 7.0%  2.8%  15%  09%  06%  06%  04%  02%  0.1%

Tucidinostat +
Al

Lapatinib + Al 43.3% <0.1% 0.1% 0.2% 0.5% 0.8% 1.1% 1.8% 2.9% 4.6% 7.2% 24.7%  264%  13.3% 6.4% 3.6% 2.4% 1.7% 1.2% 0.7% 0.3%

46.4% <0.1% 0.1% 0.2% 0.5% 1.0% 1.4% 2.2% 3.5% 5.8% 9.0% 32.7%  25.4% 10.3% 4.1% 1.9% 0.9% 0.6% 0.3% 0.1% <0.1%

Anti-androgen .. o 0194 <01% <01% <0.1% <0.1%  01%  02%  0.3%  0.5%  08%  2.8%  7.5%  158% 157% 13.0% 119% 113%  10.8%  73%  2.2%

+Al
Al* 233% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%  0.1%  02%  09%  6.4% 17.4% 245% 23.1% 16.0%  82%  27%  0.4%
F250 + Al 23.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%  0.1%  02%  03%  06% 17%  51% 11.9% 13.8% 143% 147% 143% 11.8%  7.9%  3.3%
Goserelin 220% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%  0.1%  02%  04%  0.8%  64%  9.1% 12.8% 93%  7.8%  7.4%  7.9%  98%  14.1%  13.9%
"ap:zt's';b ¥ 186% <01% <01% <0.1% <0.1%  0.1%  0.1%  01%  02%  05%  0.8%  24%  49%  86%  89%  88%  93% 115% 144% 167% 12.8%
F250 17.4% <01% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%  0.1%  0.2%  05%  15%  45%  87% 11.6% 14.8% 183% 20.1% 14.6%  5.0%
" 145% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%  0.1% 2% 3%  1.0% 4% 52%  7.4%  7.9% 1%  111%  14.8% 21.7%  18.9%
A'('::nag';:)m % <0.1% <0.1% <0.1% <0.1% <0.1% <0.1% <0.1%  0.1%  02%  0.3% 0% 2.4% 2% % 9% 9.1% % 8% 21.7%  18.9%
Metformin +
" 13.0% <0.1% <0.1% <0.1% <0.1%  0.1%  02%  02%  04%  06%  08%  2.6%  42% 59% 53%  46% 50%  6.0%  7.8%  135% 42.8%
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Supplementary Table 3B — Rankograms and SUCRA values for all strategies in endocrine-resistant patients, for overall survival.

Overall survival

RANK SUCRA RANK1 RANK2 RANK3 RANK4 RANK5 RANK6 RANK7 RANK8 RANK9 RANK10 RANK11 RANK12
CDK4/6i + F500 69.9% 4.6% 20.8% 21.4% 12.2% 9.1% 10.3% 11.6% 7.4% 2.3% 0.3% 0.0% 0.0%
Capivasertib + F500 84.7% 48.3% 17.6% 7.8% 5.8% 5.5% 5.7% 3.6% 2.3% 1.7% 1.1% 0.5% 0.1%
Everolimus + F500 22.7% 0.5% 1.3% 2.0% 2.6% 3.6% 7.1% 5.3% 5.6% 7.9% 12.6% 27.2% 24.5%
MultiTKI + F500 60.0% 15.2% 15.1% 8.7% 7.8% 7.6% 7.4% 6.9% 6.4% 6.6% 8.0% 7.0% 3.2%
Everolimus + Al 71.8% 15.0% 18.7% 14.7% 10.9% 9.5% 10.7% 10.8% 6.0% 2.4% 1.0% 0.3% 0.0%
Bortezomib + F500 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
Pan-PI3Ki + F500 55.7% 0.5% 3.9% 13.8% 18.3% 11.2% 9.8% 11.7% 14.7% 11.9% 3.4% 0.7% 0.1%
Vistus. int + F500 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
Vistus. cont + F500 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
F500* 37.8% 0.0% 0.0% 0.4% 5.7% 15.3% 10.9% 9.0% 11.6% 17.6% 21.2% 7.5% 0.9%
Tucidinostat + Al N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
Lapatinib + Al N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
Anti-androgen + Al N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
Al* 57.5% 0.9% 7.5% 14.3% 14.1% 11.9% 10.7% 13.1% 14.4% 9.4% 3.2% 0.5% 0.0%
F250 + Al 49.9% 2.4% 5.5% 8.7% 11.2% 10.7% 9.5% 10.3% 12.3% 13.8% 10.5% 4.3% 0.8%
Goserelin 10.4% 0.1% 0.3% 0.5% 0.6% 0.9% 2.0% 2.9% 3.4% 4.8% 8.7% 22.4% 53.4%
Lapatinib + F250 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
F250 31.3% 0.1% 0.6% 1.4% 4.6% 8.2% 8.8% 8.0% 9.4% 14.0% 20.1% 17.7% 7.0%
Anti-andro (single) N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
Metformin + Al 48.4% 12.4% 8.6% 6.3% 6.2% 6.5% 7.1% 6.9% 6.4% 7.7% 10.0% 11.8% 10.0%

*+ goserelin. Al: aromatase inhibitor; CDK4/6i: CDK4/6 inhibitor; cont: continuous; F250: fulvestrant 250 mg; F500: fulvestrant 500 mg; int: intermittent; multiTKI:

multi-tyrosine kinase inhibitor; N/A: not applicable; pan-PI3Ki: pan-PI3K inhibitor; SUCRA: Surface Under the Cumulative Ranking curve values; vistus.: vistusertib.
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Supplementary Table 4 — Rankograms and SUCRA values for all strategies in endocrine-sensitive and

endocrine-resistant patients with visceral disease, for progression-free survival.

Endocrine-sensitive visceral disease Endocrine-resistant visceral disease

RANK3 RANK2 RANK1 SUCRA RANK SUCRA RANK1 RANK2 RANK3 RANK4 RANK5 RANK6 RANK7 RANKS

N/A N/A N/A N/A CDK4/6i + F500 94.7%  78.2%  10.5% 7.8% 3.2% 0.3% <0.1% <0.1% <0.1%
0.1% 2.9% 97.0%  98.4% CDK4/6i + Al* N/A N/A N/A N/A N/A N/A N/A N/A N/A
N/A N/A N/A N/A Everolimus + Al 713% 11.8% 24.2% 28.7% 23.5% 10.3% 1.3% 0.1% <0.1%

N/A N/A N/A N/A Pan-PI3Ki + F500  70.1% 0.1% 46.9% 17.4% 19.2% 12.7% 3.1% 0.7% <0.1%

Anti-androgen +

Al 63.1% 9.7% 16.8% 21.5% 22.7% 18.9% 8.3% 2.1% 0.1%

N/A N/A N/A N/A
49.1%  47.9% 3.0% 27.0% F500* 40.0% <0.1% <0.1% 18.2% 14.2% 23.1% 252% 12.8% 6.6%
N/A N/A N/A N/A Tucidinostat + Al 37.9% 0.2% 1.5% 6.1% 15.0% 26.3% 35.7% 14.5% 0.8%
N/A N/A N/A N/A Goserelin 13.4% <0.1% 0.1% 0.4% 2.0% 5.7% 16.3% 33.7% 41.9%

50.8% 49.2% <0.1% 24.6% Al* 9.4% <0.1% <0.1% <0.1% 0.3% 2.7% 10.0% 36.2% 50.7%

*+ goserelin. Al: aromatase inhibitor; CDK4/6i: CDK4/6 inhibitor; F500: fulvestrant 500 mg SUCRA: Surface

Under the Cumulative Ranking curve values; pan-PI13Ki: pan-PI3K inhibitor.
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Supplementary Table 5 — Comparisons between treatments (Hazard Ratio, 95% Credibility Interval) for
progression-free survival in endocrine-sensitive (row vs column) and endocrine-resistant (column vs row)

patients with visceral disease.

Progression-free survival, HR (95% Crl) — endocrine-resistant visceral disease

. Tucidinos- Anti-andro Everolimus Pan-PI3Ki+ CDK4/6i+ CDK4/6i+

Treatments Al* Goserelin tat + Al F500* +Al +Al F500 Al F500
o Al 0.97 0.69 0.65 0.51 0.47 0.45 ] 0.31
£ (0.51-1.82)  (0.50-0.96) (0.29-1.47) (0.33-0.81) (0.37-0.60) (0.20-1.04) (0.13-0.72)
3 ) 0.71 0.67 0.53 0.49 0.47 0.32
k-] Goserelin -
5 (0.35-1.46)  (0.34-1.34) (0.24-1.15) (0.25-0.96) (0.23-0.95) (0.16-0.65)
I Tucidinos- 0.95 0.74 0.68 0.66 0.45
S 2 tat+Al ) ) (0.39-2.27) (0.42-1.30) (0.45-1.02) (0.27-1.61) ) (0.18-1.11)
R . 1.00 0.78 0.72 0.70 (0.60- 0.48
in 5 F500 - - -
2= (0.61-1.66) (0.31-2.00)  (0.31-1.69) 0.80) (0.39-0.58)
£ & Anti-andro 0.92 0.89 0.61
§ 2 +Al ) ) . ) (0.55-1.54)  (0.34-2.28) ) (0.23-1.57)
S £ Everolimus ) . ) ) ) 0.97 ) 0.66
2% +Al (0.41-2.30) (0.28-1.58)
$ 3 Pan-PI3Ki+ 0.68
T F500 ) ) . ) ) ) ) (0.53-0.88)
3 CDKa/6i+  0.58 i ) 059 ) ) ) i
4 Al* (0.44-0.76) (0.34-1.04)
o CDK4/6i +
& F500 ) )

Treatments in the cells closer to the upper-right corner of the table are usually better than treatments in the
cells closer to the upper-left corner. Cells in bold: statistically significant difference.
*+ goserelin. Treatment abbreviations: Al: aromatase inhibitor; anti-andro: anti-androgen agent; CDK4/6i:

CDK4/6 inhibitor; F500: fulvestrant 500 mg; pan-PI3Ki: pan-PI3K inhibitor.
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Supplementary Table 6 — Rankograms and SUCRA values for all strategies in endocrine-resistant patients

with bone-only disease, for progression-free survival, in the two networks.

Network 1 Endocrine-resistant bone-only disease

RANK SUCRA RANK 1 RANK 2 RANK 3
Everolimus + Al 100.0% 100.0% 0.0% 0.0%
Al* 49.0% <0.1% 98.1% 1.9%
Anti-androgen + Al 1.0% <0.1% 1.9% 98.1%
Network 2 Endocrine-resistant bone-only disease
RANK SUCRA RANK 1 RANK 2 RANK 3
CDK4/6i + F500 80.3% 63.1% 34.3% 2.6%
Pan-PI3Ki + F500 63.3% 36.3% 54.0% 9.7%
F500* 6.5% 0.6% 11.7% 87.7%

*+ goserelin. Al: aromatase inhibitor; CDK4/6i: CDK4/6 inhibitor; F500: fulvestrant 500 mg; pan-PI3Ki: pan-

PI3K inhibitor. SUCRA: Surface Under the Cumulative Ranking curve values.
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Supplementary Table 7: Comparisons between treatments (Hazard Ratio, 95% Credibility Interval) for

progression-free survival (column vs row) in endocrine-resistant patients with bone-only disease, in the two

networks.
Network 1:
Progression-free survival, HR (95% Crl) — endocrine-
resistant bone-only di
Treatments Anti-andro + Al Al* Everolimus + Al
. 0.48 0.16
Anti-andro + Al 0.24-0.96) (0.07-0.36)
0.33
*
Al (0.21-0.52)

Everolimus + Al

Network 2:
Progression-free survival, HR (95% Crl) — endocrine-
resistant bone-only disease
F500* Pan-PI3Ki + FS00  CDK4/6i + F500
0.66 0.58
*

F500 (0.31-1.39) (0.34-1.03)

. 0.88
Pan-PI3Ki + F500 (0.35-2.23)

CDK4/6i + F500

Treatments in the cells closer to the upper-right corner of the table are usually better than treatments in the

cells closer to the upper-left corner. Cells in bold: statistically significant difference.

*+ goserelin. Al: aromatase inhibitor; anti-andro: anti-androgen agent; CDK4/6i: CDK4/6 inhibitor; F500:
fulvestrant 500 mg; pan-PI3Ki: pan-PI3K inhibitor.
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