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Abbreviations

Cl: Confidence interval

to different thresholds. The following adjusted HR (95%Cl))
were observed: - At >0% threshold: 0.633 (0.426; 0.934) -
At 1% threshold: 0.649 (0.431; 0.973) - At 10% threshold:
0.671 (0.434; 1.039) « At 33% threshold: 0.555 (0.342;
0.898) - At 67% threshold: 0.472 (0.272; 0.816).

Certainty assessment Impact Certainty Importance
N2 of | Study design | Risk of | Inconsistency | Indirectness | Imprecision Other
studies bias considerations
Recurrence free survival (Honma 2014)
1! observational | serious | not serious serious © serious ¢ none (Honma 2014): tamoxifen vs no endocrine treatment on 5 10]0]0)
studies @ b years recurrence-free survival in ER positive cases according VERY LOW




Certainty assessment Impact Certainty Importance

N2 of | Study design | Risk of | Inconsistency | Indirectness | Imprecision Other
studies bias considerations
Recurrence free survival (Yi 2014)
12 observational | serious | not serious very serious | not serious | none (Yi 2014): patients with ER-positive tumours at 1-9% 10]0]0)
studies @ e f receiving endocrine treatment vs patients with ER-negative VERY LOW

tumours (i.e. <19%) who did not receive treatment; no
difference was observed (p=0.7) — see Figure 1 below. ¢

Overall survival (Yi 2014)

12

observational | serious | not serious very serious | not serious | none (Yi 2014): patients with 1-9% ER-positive tumours receiving 10]00)
studies @ e f endocrine treatment had worse survival rates than patients VERY LOW
with ER-negative tumours (i.e. <19%) who did not receive
treatment (p=0.04) - see Figure 2 below. "

Direct response to endocrine therapy (defined according to World Health Organization criteria as complete response, partial response, no change, or progressive disease)

0

| | | | | | [ No studies identified | N |

Adverse effects of endocrine therapy

0

| | | | | | [ No studies identified | N |

Health-related quality of life

0

| | | | | | | No studies identified | - [

Explanations

a.
b.

Retrospective cohort study

Honma 2014 presented serious risk of bias due to the nature of the study design (retrospective cohort study), which resulted in increased risk of bias in terms of the
selection of participants to the study and in terms of the classification of interventions.

Honma 2014 did not report direct comparisons of thresholds >=19% vs >=10%, but rather conducted subgroup analyses according to different thresholds of the
comparison treatment vs no treatment. Treatment effect according to the different subgroups (1-9%; 10-33%; 33-67%) was not reported either. In addition,
available evidence is exclusively based on a single drug (tamoxifen). The expert group should agree on whether these issues result or not in serious indirectness.
Wide confidence intervals. Number of events not reported.

Yi 2014 presented serious risk of bias due to confounding: There are important differences between patients with 1-9% positivity (with a more advanced disease,
more likely to receive neoadjuvant chemotherapy, and more likely to have HER-2 positive and grade Il disease). The Kaplan-Meier curves used to provide the
relevant information for this PICO did not adjust for these differences.

Indirect comparison: Yi 2014 did not provide results for patients with 1-99% ER+ on tamoxifen versus no endocrine treatment. Instead, they compared 1-9% ER+
patients who received endocrine treatment vs ER negative patients who did not receive treatment, and also compared 1-9% vs >10% ER+ in subgroups of patients
receiving and not receiving endocrine treatment.

In addition Yi 2014 observed that patients with tumours at 1%-9% ER positivity had worse recurrence-free survival than patients with tumours at >10% positivity,
when both groups received treatment (p=0.0005), and when neither received treatment (p=0.0003).

In addition Yi 2014 observed that patients with tumours at 1%-9% ER positivity had worse overall survival than patients with tumours at >10% positive when both
groups received treatment (p<0.0001), and when neither received treatment (p=0.002).
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