
walking for 0.5–1 h per day displayed a greater association with de-
creased frailty risk (RR, 0.35; 95% CI, 0.12–0.98) than higher levels

of daily walking time. We did not observe an association between
PA volume and subsequent frailty.
Conclusions: Walking for 0.5–1 hour/day significantly decreases

frailty risk. Incorporating a moderate level of regular walking into
the daily lives of older adults may postpone the onset of frailty and

improve the ageing process. Further studies are needed to investigate
the impact of higher PA levels on frailty risk.
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may adversely

(CVD) risk. As hyperlipid-
CVD, we investigated the

association between habitual coffee intake and plasma lipid profile.

Methods: We used data from up to 362,571 UK Biobank partici-
pants to examine associations between coffee intake and plasma

lipid profiles, including LDL-C, HDL-C, total-C, triglycerides,
ApoA1 and ApoB. Inverse variance weighted mendelian randomiza-
tion (MR) was used to interrogate the causal nature of coffee-lipid

associations, complemented by pleiotropy-robust methods, includ-
ing MR-median, MR-Mode, MR-PRESSO and MR-Egger.

Results: We observed positive dose-dependent associations
self-reported coffee intake and plasma concentration of
ApoB and total-C, with the highest lipid levels seen among

pants drinking >6 cups/day (Plinear trend�1.97E-57 for all).
instrument for coffee intake was robustly associated with

reported intake in the UK Biobank (F-statistic ¼ 416). One
crease in genetically instrumented intake was associated
0.07 mmol/L (95%CI 0.03 to 0.12), 0.02 g/L (95%CI 0.01 to

and 0.09 mmol/L (95%CI 0.04 to 0.14) increase in LDL-C,
and total-C, respectively. Pleiotropy-robust methods
largely consistent results albeit with greater imprecision when

MR-Egger.
Conclusions: Our phenotypic and genetic analysis consistently sug-

gests that long-term heavy coffee consumption can lead to unfavour-
able lipid profile, which could potentially increase individuals’ risk
for CVD. Individuals with elevated cholesterol may need to reduce

their daily coffee intake.
Key messages: Our study provides evidence that long-term heavy

coffee consumption can lead to unfavourable lipid profile.
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Background: Analyses of legacy effects are mainly based on post-

trial follow-up study after initial randomized controlled trials
(RCT). However, the differential event rates between arms may

cause a violation of randomization balance and induce selection bias
in the post-trial analysis. We conducted a simulation to illustrate the
bias and explore if marginal structural model (MSM) can address it.

Methods: Our simulation combined an RCT and an extended
follow-up study. The scenarios investigated include different settings

of direct treatment effect, legacy effect and underlying event rate. To
fit the MSM, we used the inverse probability weighting method. The
performance of MSM was compared to the standard model with

and without adjustment of baseline covariate.
Results: Post-trial analysis without making adjustment resulted in

biased estimates, and the bias increased with the underlying event
rate and treatment effect. Both MSM and standard baseline covari-
ate adjustment equally corrected for the bias if no patients took

treatment after the trial. We are currently undertaking analysis for
scenarios where some people continue treatment post-trial, and
there is treatment confounder feedback; these results will be pre-

sented at the Congress.
Conclusions: Estimation of legacy effects using post-trial data with-

out adjusting for differential survival between randomised treatment
arms results in biased estimates. Although both standard covariate
adjustment and MSM correct the bias if no patients take treatment

in the post-trial period, MSM is expected to be the best method in
the more realistic scenario where some patients continue to take

treatment, and there is treatment confounder feedback.
Key messages: Post-trial analysis without making adjustment results
in biased estimation of legacy effect. Marginal structural models

may be used to address the selection bias.
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Background: Eczema is a common inflammatory skin disease with

varying developmental trajectories/patterns. This study sought to in-
vestigate eczema development from infancy to early adulthood by

identifying distinct developmental trajectories that describe disease
patterns over time and evaluate the role of early life risk factors.
Methods: The Isle of Wight Birth Cohort (n¼1456) was prospec-

tively assessed at birth, 1, 2, 4, 10, 18, and 26 years. At each assess-
ment, eczema was ascertained based on established clinical criteria.

Developmental trajectories of eczema between 1-or-2 and 26 years
were identified separately for males and females by applying semi-
parametric mixture models. Associations were assessed by applying

a modified Poisson regression to estimate adjusted risk ratios (aRR)
and 95% confidence intervals (CI).

Results: In both males and females, the following eczema trajecto-
ries were identified: unaffected/transient (77.7% vs. 73.0%), mid-
onset late-resolving (7.8% vs. 4.4%), late-onset (5.2% vs. 9.5%),

and early-onset persistent (9.3% vs. 5.4%). In females, an additional
trajectory was identified: early-onset early-resolving (7.7%). Among
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