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* Patients with type 2 diabetes mellitus (T2DM) experience Figure 2. DTSQ a) at 6 months and b) at 12 months
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* To synthesize data via meta-analysis of emerging b

Experimental Control
evidence of GLP-1 RA impact on patient-reported Study SEM N SEM Mean SEM SD Placebo N Placebo Mean Placebo SD Mean Difference Mean Difference 95% CI
outcomes (PROs) from key randomized controlled trials. PIONEER-4 275 341 3.41 133 1 23 123 - 218 [1.73: 2.63]

PIONEER-8 169 3.32 6.7/8 173 0.67 5.92 = 2.65 [1.30; 4.00]

Random effects model 444 306 <> 2.23 [1.80; 2.66]
Heterogeneity: /° = 0.0%, t° =0, p = 0.5178 | | | |
4 2 0 2 4

Mean Difference (SEM oral 14mg vs Placebo)

Targeted literature review
* A search of ClinicalTrials.gov clinical trial records conducted Figure 3. SF-36 MCS at 6months with a) SEM 3mg b) SEM 7mg and ¢) SEM 14mg

in June 2025 for randomized controlled trials (RCTs)
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* Database searches were supplemented by handsearching of PIONEER-1 165 0.07 8.08 167 -0.90 9.08 : 0.83 [-1.02: 2.68]
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* Key study characteristics were extracted from studies
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intervention, comparator, any outcome, PRO outcomes and PIONEER-1 158 0.00 8.00 167 -0.90 9.08 - 0.90 [-0.96; 2.76;
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Adult patients (218 years) with Patients receiving GLP-1 Experimental Control
population T2DM RAs for weight management C Study SEM N SEM Mean SEM SD Placebo N Placebo Mean Placebo SD Mean Difference Mean Difference 95% CI
NCTAYET 110 () I E xenatide, Liraglutide (Victoza),
Lixisenatide, Dulaglutide, _ _ PIONEER-1 158 0.67 8.40 167 -0.90 9.08 1.57 [-0.33; 3.47]
Semaglutide (Rybelsus), Any other intervention PIONEER-5 153 026 8.74 155 -0.32  10.15 —— 0.58 [-153;2.69
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diabetes mellitus
i * |dentified studies were assessed for similarity in patient
Meta-analysis yinp Conclusions

characteristics, study design, outcomes and
* Random-effects meta-analyses were conducted for timepoints.

outcomes with sufficient data

* Key clinical trials in the development of GLP-1

*4 RCTs (PIONEER 1, 4, 5, 8) reported sufficiently RAs did not consistently report impact on
* Linear mixed-effects models with inverse-variance weighting comparable PRO data for inclusion; all evaluated oral patient quality of life or treatment satisfaction
accounted for between-study variability. semaglutide (SEM) versus placebo using diabetes . ..
| | o facti i re (DTSQ) and SE- Although meta-analyses were limited to a small
* Heterogeneity was assessed using the |2 statistic. treatment satisfaction questionnaire ( ) an subset of trials and not informed by a
_ N , , 36- physical/ mental component score (PCS/MCS) - : :
* Study-level estimates were stratified by dose and timepoint. outcomes systematic literature review, the available
evidence suggests oral SEM improves
* At 6 months, DTSQ outcomes showed high related quality of life in adults with T2DM
Targeted literature review heterogeneity (Figure 2a). _
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criteria of this review (Table 1). sgnlflcant improvement in treatment satisfaction score in GLP-1 RA trials to strengthen the evidence
* Of these 58 studies, 20 studies reported at least one PRO. (Figure 2b). base for additional GLP-1s and allow for cross-
* The most reported general PRO was SF-36 PCS/MCS (n=11 SF-36 -PCSINES treatment comparisons.
studies) and the most reported disease specific PRO was * For the SF-36 PCS, 6-month changes were small and
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