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Cognitive function

Fig. 1. Visual depiction of hypothesized sex/gender differences in the clinical trajectory of Alzheimer's disease. Evidence suggests that females are better able than
males to sustain normal cognitive performance, particularly verbal memory, in the presence of early-stage Alzheimer’s disease pathogenesis. However, once pa-
thology burden reaches a tipping point at moderate stages, females can no longer compensate and their cognitive function begins to decline more rapidly compared to

males until the dementia stage. )
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NEUROPATHOLOGY
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EARLY SURGICAL
MENOPAUSE LINKED TO AD
PATHOLOGY IN LATE LIFE
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AD / cognitive
impairment by 70%

Age at surgical menopause influences
cognitive decline and Alzheimer pathology

in older women
s

ABSTRACT

Objective: To determine the association between :lgp at surgical menopause and both cognitive
decline and Alzheimer du:.r:a {AD) pathology in 2 longitudinal cohorts

Methods: Fernale subjects from 2 Ionquudmﬂl studies of cmnm-m decline Ll-'r‘thu-_.-us Orders Study
and Rush Memory and Aging Project) w |

ined the association between age at surgi c:,.il menopause and d-= Im{\ ina gtnLai cognition score
E'-m:-:ndaq amlvsea examined addltlon al outcomes: 1) decline in 5 cognitive subdomains and 2) a

= opause, earlier age at menopause was associated
with Fa' decline in global cognitionp = 0 ), specifically episodic memory [p = 0.0003) and
semantic memory (p = 0.002). Earlier age at menopause was also associated with increased AD
neuropatholegy (p = 0.038), in particular neuritic plagues {p = 0.013). HRT use for at least 10 years,
when administered within a perimenopausal window, was associated with decreased decline
in global cognition. No associations were seen in women who had natural menopause

Conclusions: Early age at surgical menopause was associated with cognitive decline and AD
neuropathology. Ongoing studies should clarify the potential effect of HRT on this relationship
Neurology® 2014;82:222-229

Bove et. Al., Neurology, 2014



HOT FLASHES RELATED TO ADVERSE BRAIN

OUTCOMES

® More hot flashes related
to lower plasma amyloid
beta ratio levels

Am J Obstet Gynecol. 2024 March ; 230(3): 342.¢1-342.e8. don:10.1016/).a)0g.2023.11.002.

Menopausal Vasomotor Symptoms and Plasma Alzheimer’s
Disease Biomarkers

Rebecca C. THURSTON, PhD?P¢" Pauline MAKI, PhD?®"" Yuefang CHANG, PhD?, Minjie
WU, PhD2, Howard J. AIZENSTEIN, MD?2, Carol A. DERBY, PhD", Thomas K. KARIKARI,
PhD2

acidic protemn (GFAP), and neurofilament light (NfL) were measured using single molecule array

(Simoa) technology. Associations between VMS and AD biomarkers were assessed via linear

regression models adiyclgseimmmeGE— - o ass index, apolipoprotein E4
: ditional models, estradiol and sleep.

esults: A total of 248 (mean age=59.06 years, 81% white, 99% postmenopausal) of

enrolled MsBrain participants contnibuted data. Objectively-assessed VMS occurring during
sleep were associated with significantly lower AB42/AR40, [B(SE)=—0010 (.0004), p=.018,

ultivariable], suggestive of greater brain AP pathology. Findings remained significant afte

Conclusions: NI - jalene® T 1t 15 yet unknown if
these associations are causal.

Thurston RC, Am J Obstet Gynecol. 2024 Mar;



KEEPS — LONG TERM DATA

GLEASON ET AL, PLOS 2024

RESEARCH ARTICLE

Long-term cognitive effects of menopausal
hormone therapy: Findings from the KEEPS

Continuation Study

Carey E. Gleason"***, N. Maritza Dowling = **, Firat Kara**, Taryn T. James ",
Hector Salazar°, Carola A. Ferrer Simo’, Sherman M. Harman *, JoAnn E. Manson’,
Dustin B. Hammers®, Frederick N. Naftolin®, Lubna Pal'®, Virginia M. Miller'’, Marcelle

I. Cedars'?, Rogerio A. Lobo'?, Michael Malek-Ahmadi ', Kejal Kantarci®

Conclusions

In these KEEPS Continuation analyses, there were no long-term cognitive effects of short-
term exposure to mHT started in early menopause versus placebo. These data provide
reassurance about the long-term neurocognitive safety of mHT for symptom management
in healthy, recently postmenopausal women, while also suggesting that mHT does not

improve or preserve cognitive function in this population.
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Sex differences in treatment effects of lecanemab and
donanemab: A Bayesian reanalysis of CLARITY-AD and
TRAILBLAZER-ALZ2
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Abstract

INTRODUCTION: This study investigated evidence for or against a difference in
treatment effect between women and men for lecanemab and donanemab.
METHODS: Data were derived from supplementary analyses of the regulatory studies
CLARITY-AD (lecanemab) and TRAILBLAZER-ALZ2 (donanemab). Bayes factor func-
tions were used to analyze treatment effects on Clinical Dementia Rating Sum of Boxes
(CDR-5B) scores.

RESULTS: We found moderate evidence of a lower treatment effect in women than
in men for lecanemab (maximum Bayes factor = 5.97), suggesting that the presence
of an effect was almost six times more likely than the absence of an effect. For
donanemab, there was evidence against a treatment effect difference between women
and men. There was evidence of a treatment effect difference between lecanemab and
donanemab (maximum Bayes factor = 8.47) in women, but not in men.

DISCUSSION: A better understanding of sex differences in treatment efficacy and

their causes is urgently needed.

ab study controlled for

u, which could explain why this

anti-amylold antibodies, personalized treatment, prespecified secondary analysis, subgroups,
treatment efficacy

Highlights f f 1- d i

* Lecanemab was six times more likely to be ineffective than effective in women. e ec Wq S mo re p ronounce In
* Therewas noevidence of a difference between the sexes in the effect of donanemab.
* Lecanemab and donenamb differed in treatment efficacy in women but not in men.

lecanemab

* Future trials should include sufficient power for sex related interaction effects.



Risk factors for dementia— 2024 update
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