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Clinical question

Abemaciclib + endocrine therapy compared to endocrine therapy
alone for the Adjuvant Treatment of HR+/HER2-, Node-Positive,
High-Risk, Early Breast Cancer

P
|
C
O HARM and BENEFIT
- voted by the panelists



Outcome selection

BENEFIT HARM

Overall Survival Any grade adverse event

Invasive-Disease-free Survival Grade=3 adverse events

(ipsilateral invasive BC recurrence, local/regional invasive BC
recurrence, diatnt recurrence, death from any cause,

contralateral invasive BC, secondy primary)

Distant relapse-free Survival

(distant recurrence or death from any cause)
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Systematic review

1 randomized phase Il clinical trial = Monarch-E

Women or men with high-risk,
node-positive, HR+/HER2- EBC;
prior (neo)adjuvant CT permitted;
pre- or postmenopausal
no distant metastasis;
< 16 mos from surgery to
randomization; = 12 wks of ET
after last non-ET
(N = 5637)

= Primary endpoint: iDFS

—

ITT Population (Cohorts 1 + 2)

Cohort 1
= 4 positive ALN or 1-3 positive
ALN plus histologic grade 3
and/or tumor =5 cm

Cohort 2
1-3 positive ALN, Ki-67 = 20%
per central testing, not grade
3, tumor size <5 cm

Stratified by prior CT, menopausal
status, region

Abemaciclib 150 mg BID up to 2 yrs +
ET per standard of care of physician’s

choice for 5-10 yrs as clinically indicated
(n =2808)

ET per standard of care of physician’s

choice for 5-10 yrs as clinically indicated
(n=2829)

— Planned for after ~ 390 iDFS events (~ 85% power, assumed iDFS HR of 0.73, cumulative 2-sided a = 0.05)

— Current primary outcome efficacy analysis occurred after 395 iDFS events in ITT population

= Key secondary endpoints: iDFS in Ki-67 high (> 20%) population, distant RFS, OS, safety, PRO, PK



GRADE methodology

Evidence synthess

Recomme ndation

Grade recommendations

(Evidence to Recommendation)

= For or against (direction) 4T

- Strong of conditionaliweak (strength)

By considenng balance of consequences
(evidence to recommendations).
o Quality of evidence
Balance benefitsfharms

Fesource use (if appicable)

a
o \alues and preferences =&
o Feasibiity, equity and acceptabilty —
a

&ﬂ“ﬂ Randomization rakges

Guideline

=
S e inti
B2 ¥ g0 ae™ e inial quaiky
@ﬁ@éﬁgﬂ?g ?"33‘&@ Eﬁ- RCTe: high
4B a® Observational: low
[ _] 1. Riskof bias
£ | 2. Inconsistency
: 3. Indireciness
B 4. Imprecision
5 | 5. Publicafion bias
Summary of findings & .
esfimaie of effect for = ; Eﬁiﬁm
each outcome - e
sl E 3. Opmengbes &
= i Confounders
-‘E- L |
Grade overall

quality of evidence
across outcomes based on

lowest quality
of critical outcomes

Formulate Recommendafions (17| €. )
“The panel recommends that _._should..
=The panel suggests that ... should.”
“The panel suggests to not ..~

“The panel recommends to not..*
Transparency, clear, actionable
Research?



Evidence Profile

Certainty assessment Ne of patients

Certainty Importance
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Evidence Profile

Certainty assessment Ne of patients

Certainty Importance

Ne of . . . - .. . . abemaciclib + endocrine therapy Relative Absolute
Study design Risk of bias w Indirectness Imprecision Other considerations O alone (95% CI) (95% CI)

Any grade AEs
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more)
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EdT

Problem: Is the problem a priority?

Desirable Effects: How substantial are the desirable anticipated effects?

Undesirable Effects: How substantial are the undesirable anticipated effects?

Values: Is there important uncertainty about or variability in how much people value
the main outcomes?

Certainty of evidence: What is the overall certainty of the evidence of effects?

Balance of effects: Does the balance between desirable and undesirable effects
favor the intervention or the comparison?

Equity: What would be the impact on health equity?

Acceptability: Is the intervention acceptable to key stakeholders?

Feasibility: Is the intervention feasible to implement?




Considerations to be kept in mind when producing the EtD

1) Possibile issues of indirectness: how to integrate Monarch-E trial results in a
contemporary scenario of availability of multigene tests?

2) Possible equity issue: omission of DA in case of SLB+ may result in tumor
«under-staging», thus possible resulting in missing a subgroup of patients
who may represent potential target for abemaciclib

3) The population to which the clinical question is addressed encompassess
also subgroup for which alternative options are currently available:

e gBRCA mut: adjuvant Olaparib for high-risk patients

» Althougn post-neoadj capecitabine is generally considered only in TNBC,
CREATE-X trial reported a benefit in the ITT population, also including
HR+/HER2- BC



Discussion: many things in the fire




Evidence Profile

Certainty assessment

Ne of . . . . .. . . ac en Relative Absolute
e o M e : - o o

Any grade AEs

Abemaciclib + endocrine therapy likely increases any adverse event.

Grade23 AEs

Abemaciclib + endocrine therapy likely results in a large increase in 3/4 grade
any adverse event.
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Certainty assessment Ne of patients “
Certainty Importance
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