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« Gut microbiota-derived metabolites influence
metabolic health.

« Imidazole propionate (ImP), a histidine
metabolite, impairs glucose metabolism and
promotes atherosclerosis.

* Whether ImP is associated with successful
weight loss and other metabolic profiles is
unclear.

Hypothesis

« Changes in circulating ImP associate with
weight loss and metabolic profile changes

« 597 participants: 58% female, mean age 51.619.0 years, mean BMI 32.8+3.8 kg/m?

« Figure 1. Chanae of ImP and metabolic profiles over time
Background )

« Table 1. Association between 6-month change in ImP and change
of anthropometric outcomes

« Table 2. Association between 6-month change in ImP
and change of glucose outcomes

H Bt BISE) for Alog(ImP) (cont SE) for Alog(ImP) (tertiles) |
H Change in 6 months | Per SD | in Alog(imP)| p | T3 T2 |
i AGlucose (mg/dL) -0.85 (0.38, 0.027 _ Ref. | -0.60 (0.84) | -1.72 (0.90) [0.152
AHBAIC (%) 0.01(0.01) 0699 Ref.| 0.03(0.03) | -0.02 (0.03) [0.265
Alog(HOMA-IR) -0.03 (0.02) 0.188__ Ref.| -0.02 (0.05) | -0.13 (0.05) [0.031
Alog(insulin) -0.02 (0.02) 0274 Ref. | -0.01 (0.04) | -0.12 (0.05) |0.033
[Change in 24 months [Per SD _ InAlog(imP)| p T3 T2 T
AGI (mg/dL) 0.24 (0.45) 0504 Ref.| 0.29 (1.01) | -0.13 (1.09) [0.911
AHDA1C (%) 0.01(0.02) 0.653 | Ref. | -0.01 (0.05) | -0.02 (0.06) |0.929
Alog(HOMA-IR) -0.01(0.03) 0.711 | Ref. | -0.04 (0.06) | -0.11 (0.06) |0.207
-0.01(0.02) 0551 Ref. | -0.04 (0.05) | -0.11 (0.06) [0.145

during dietary intervention.

B(SE) for Alog(ImP) {continuous) (SE) for Alog(ImP) (tertiles) IT s s min i
ABody weight (kg) 111 (0.25) <0.001  Ref. |-0.66(0.55)] 3.05 (0.59) |<0.001 ——
+ POUNDS Lost trial- a randomized dietary AWaist circumference (cm) 0.74 (0.27) 0.007  Ref. |-0.34 (0.59) | -2.21 (0.64) <0.001 i e S
intervention (2004-2007) comparing 2-year ATrunk fat (%) 045 (0.26) 0085 Ref. |-0.35(0.52)| -1.66 (0.55) | 0.008 . Lenmoamd:
energy-reduced diets with varying fatand = [awhole ooy toaltat (0 | 033(020) | 0050 Rel. | 021(039)[ 128042)| 0085 | Logte o ol ssidor g5, s, ity cheton ksl i vl ek s
p A g : [Change in 24 months Per SD | in Alog(IlmP)| __p T3 T2 T P Tasuloe body yaight; and bassieia lag(ef)
+ Independent variable- change of plasma ImP ABody weight (kg) -0.82(0.38) 0032 Ref. |-0.32(0.83)] -2.82(0.89) | 0.003

levels between baseline and 6 months.

Linear regrassion models, adjusted for ags, sex, sthnicity, education lavel,
basaline log{lmP}, basalin value of each outcoma, and basaline body mas

« Figure 2. Association between 6-month change in ImP and
successful weight loss.

N OR(gsNCY

Conclusions

s Doberdent vanabies AWaist circumference (cm)| 0.7 (0.39) 0051  Rel. |-1.03(0.87)| -2.54(0.93) | 0.024
1 Szccessful weight loss during 6 to 24 months ATkt () -0.36 (0.34) 0301 Rei. [0.73(0.76)| -2.50 0.84) 0.010  * Decreased ImP associates with successful weight loss and

: (25% body weight reduction). AWhole body total fat (%) 0.24 (0.27) 0374 Rel. |-0.41(0.60)| 1.79 (0.66)  0.018 metabolic improvements among overweight or obese adults
3, Metatwllc changes deing B Shmorlis:  Sxmoeaiot SV i S ok ok bl b s ke, DoCBNg dietinsion.

Note: Data updated since abstract submission for improved precision
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For body weight change analysis. baseline body mass index was not included as a covariate.

« ImP may serve as a biomarker for weight management.
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OBJECTIVE

We aimed to investigate the joint associations of high-sensitivity C-reactive protein (hsCRP), LDL
cholesterol (LDL-C), and lipoprotein(a) [Lp(a)] with cardiovascular disease (CVD) among patients
with type 2 diabetes

RESEARCH DESIGN AND METHODS

This prospective cohort study identified patients with type 2 diabetes from the UK Biobank. Baseline
hsCRP, LDL-C, and Lp(a) were dichotomized according to guideline-recommended target levels.
Patients were followed for incident atherosclerotic cardiovascular disease (ASCVD), total CVD
(ASCVD plus heart failure), death, or study end. Competing risk models adjusted for important
covariates were used.

RESULTS

There were 29,658 patients with type 2 diabetes who were followed for a median of 15 years. Those
with all three biomarkers above target had significantly increased risks compared with those with all
at target: fatal and nonfatal ASCVD (adjusted hazard ratio 1.59; 95% CI 1.24, 2.03) and total CVD
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