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BACKGROUND AND OBJECTIVE
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Background – monarchE trial, a Phase 3 study

■ Abemaciclib, an oral, continuously dosed, CDK4 & 6 inhibitor, is approved for HR+, HER2− 

advanced breast cancer in combination with endocrine therapy (ET)

■ Abemaciclib in combination with ET as adjuvant treatment for HR+, HER2−, high-risk, early 

breast cancer (EBC) previously demonstrated statistically significant improvement in invasive 

disease-free survival compared to ET alone

■ Diarrhea and fatigue were more common in patients receiving abemaciclib plus ET; arthralgia 

and hot flushes were, however, more common in patients receiving ET alone [1]

Objective

■ To present the patient-reported outcomes (PROs) at primary outcome analysis (data cut-off: 

8-July 2020) of monarchE, with a focus on the most frequent AEs
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monarchE - PRO

Table 1: monarchE PRO population

PRO instruments and frequency of data collection

■ PROs were assessed at baseline (randomization), 3/6/12/18/24 months on treatment and follow-up (1/6/12 months post-

discontinuation)

– health-related quality-of-life (HRQoL) (FACT-B)

– symptom burden (FACT-B GP5)

– ET symptoms (FACT-ES, 2 cognitive/3 bladder FACIT items)

– fatigue (FACIT-Fatigue)

■ All PRO items used a 5-point scale (0: Not at all; 1: A little bit; 2: Somewhat; 3: Quite a bit; 4: Very much)

■ A positive change in summary scores represents an improvement in HRQoL



© 2021 Eli Lilly and Company

DIARRHEA OVER TIME

Figure 2: Percent stacked bar plot of PRO on FACT-ES C5 “I have diarrhea” per study visit

Figure 1: Percent stacked bar plot of patients recording diarrhea by maximum grade per month (safety)

■ Overall patient compliance for PROs was >90%
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DIARRHEA OVER TIME (continued)

■ MMMR mean scores for 

diarrhea were ≤1.37 for patients 

receiving abemaciclib and ≤0.21 

for ET only

Table 2: MMRM item score of FACT-ES C5 “I have diarrhea” per treatment arm

Abbreviations: BL= baseline; n= number of patients who completed the C5 question; N= Number of subjects in the population with baseline and post-baseline 

value for the question at the specified visit

■ From 3 months onwards, most patients who experienced diarrhea in the abemaciclib arm reported having diarrhea “a little 

bit” or “somewhat”. In addition, this was more frequently reported in the earlier PRO assessments, consistent with 

investigator-reported diarrhea. Limitation: PRO assessment was not conducted within the first 3 months post baseline, 

when the highest incidence and severity of diarrhea was reported

■ At the first follow-up visit (N=702), the frequency of patient-reported diarrhea reduced after discontinuation of abemaciclib
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Analysis

▪ Analyses were conducted on treated patients (safety population, n=5591) who had filled out a questionnaire at 

baseline and at least one post-baseline questionnaire

▪ A mixed-effects repeated-measures (MMRM) model compared mean summary scores and item scores by treatment 

arm, excluding 24-month or follow-up data (<25% randomized patients assessed)

‒ Summary scores were calculated as per the FACIT guidance

‒ Exploratory analyses were conducted on items reflecting common AEs (diarrhea, fatigue, arthralgia 

[compound pain items], hot flushes)

▪ Frequency of scores over time of FACT-ES C5 “I have diarrhea” and FACT-B GP5 “I am bothered by side effects of 

treatment” were investigated

▪ Given the large trial size to support the primary endpoint, any numerical differences between arms would be 

deemed statistically significant irrespective of clinical significance. Thus, differences across arms were evaluated 

using numerical estimates

‒ For the summary scores, an effect size of a half standard deviation (0.5 SD) at baseline was used to 

represent a conservative estimate of a minimally important difference (MID) [2]

‒ For the item scores, a change of 1 (i.e.., the equivalent of moving from one level of response to the next) was 

deemed meaningful
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FACT-B GP5 

“Bothered by Treatment Side Effect”

Figure 3: Percent stacked bar plot of PRO on FACT-B GP5

▪ The addition of abemaciclib to ET did 

not result in a clinically meaningful 

difference in patients being bothered by 

treatment side effects

▪ The MMRM analysis showed that the 

changes from baseline in the FACT-B 

GP5 were less than the MID of 1 in both 

treatment arms

▪ Most pts in both arms reported being 

bothered “a little” or “not at all” by side 

effects of treatment
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FACT-B GP5 “Bothered by Treatment 

Side Effect” (continued)

Table 3: MMRM item score of FACT-B GP5 per treatment arm

Abbreviations: BL= baseline; n= number of patients who completed the C5 question; N= Number of subjects in the population with baseline and post-baseline value for the question at the specified visit



MMRM Summary Scores

Abbreviations: BL=baseline; N = Number of subjects in the population with baseline and post-baseline value for the question at the specified visit

Table 4: MMRM summary scores per treatment arm
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MMRM Summary Scores (continued)

▪ Health-related Quality-of-Life was similar between treatment arms

− Changes from baseline in summary scores for the FACT-B were less than the MID (0.5 SD at baseline) in both 

treatment arms

Abbreviations: BL=baseline; N = Number of subjects in the population with baseline and post-baseline value for the question at the specified visit

Table 4: MMRM summary scores per treatment arm (contd)
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MMRM Summary Scores (continued)

▪ Patient-reported endocrine symptoms and fatigue were similar between treatment arms

− Changes from baseline in summary scores for the FACT-ES and FACIT-F were less 

than the MID (0.5 SD at baseline) in both treatment arms

− The higher incidence and severity of investigator-reported fatigue in abemaciclib-treated 

patients was not reflected in the MMRM analysis for fatigue
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MMRM Item Scores 

Table 5: MMRM item scores per treatment arm

Abbreviations: BL=baseline; N = Number of subjects in the population with baseline and post-baseline value for the question at the specified visit



© 2021 Eli Lilly and Company

MMRM Items Scores (continued)

▪ Patient responses to items reflecting hot flushes, arthralgia, and fatigue were similar between 

the treatment arms

− The MMRM analysis showed that the changes from baseline in the mean item scores 

were less than the MID of 1 in both treatment arms

− The higher incidence of investigator-reported AEs of arthralgia and hot flushes in the ET 

alone arm was not reflected in the MMRM analysis for arthralgia and hot flushes
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CONCLUSIONS

Patients-reported outcomes

■ With the exception of diarrhea (FACT-B C5), the addition of abemaciclib to ET did not result 

in clinically meaningful differences in the PROs, including patients being bothered by 

treatment side effects (FACT-B GP5)

■ Patient-reported diarrhea was consistent with the known safety profile of abemaciclib with 

mainly low-grade events of diarrhea reported, highest during the early months of treatment 

and manageable with anti-diarrheal medication and/or dose adjustments 

■ The PRO findings support a tolerable profile for abemaciclib in combination with ET in EBC 

patients; however, the frequency of PRO assessments was not sufficient to capture patient-

reported symptoms and HRQoL within the first 3 months post baseline

■ PRO data collection continues since >50% of patients are still on treatment​
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