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REDEFINE 1 trial design and PROs

Measuring physical function

REDEFINE 1 design!

. . -Lite-CT3
Phase 3, randomised, double-blind, placebo- and O SF-36v22 AN | IWQOL-Lite-CT
active-controlled study General QOL Weight-related QOL
« 36-item generic PRO measure + 20-item disease-specific
« Eight domain scores (and two PRO measure
summary scores): + Clinical trials version
e a- . . + Physical * Vitality + Three composite scores
n=10075§ Cagrilintide 2.4 mg L Functioning + Social (and a Total score):
> P bo " : + Role Physical Functioning - Physical Function
- zhadlriel L n=705 « Bodily Pain + Role - Physical
| | } | + General Emotional - Psychosocial
eeo0se | Treatment maintenance - 4Follow- Healtr  Mental Health . Composite scores of 0-100,
16 weeks 7 weeks « Norm-based scores", with with higher scores indicating
. i indicati better functional health and
Randomisation Treatment duration End of End of hlghe_r scores indicating bettgr }
68 weeks treatment main functional health and well-being well-being
21:3:3:7 study « MWPC: score increase of « MWPC: score increase of
>3.7 points* >14.6 points>

"As an adjunct to a reduced-calorie diet and increased physical activity in adults with obesity or overweight during main phase only. *N represents the total REDEFINE 1 trial population. SN for cagrilintide 2.4 mg and
placebo arms. "Transformed scores to a scale where the 2009 US general population has a mean of 50 and a standard deviation of 10.
IWQOL-Lite-CT, Impact of Weight on Quality of Life-Lite Clinical Trials Version; MWPC, meaningful within-person change; PRO, patient-reported outcome; QOL, quality of life; SF-36v2, 36-Item Short Form Version 2.
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Greater improvements and MWPC in physical function
scores with cagrilintide 2.4 mg versus placebo

Cagrilintide 2.4 mg . Placebo
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Among participants receiving cagrilintide 2.4 mg, MWPC in SF-36v2 PF Among participants receiving cagrilintide 2.4 mg, MWPC in IWQOL-Lite-CT PF
was achieved by 62.29%o of participants, and by 52.5% of those with poor was achieved by 63.7% of participants, and by 70.7% of those with poor
physical function at baseline (versus 42.8% of those without) physical function at baseline (versus 64.0% of those without)

Data are estimated mean values using the trial product estimand, unless otherwise stated. Higher scores indicate better physical functioning for both SF-36v2 PF and IWQOL-Lite-CT PF.

*MWPC was defined using established score-change thresholds of >3.7 points for SF-36v2 PF and of =214.6 points for IWQOL-Lite-CT PF.1.2 *Observed values.

CI, confidence interval; ETD, estimated treatment difference; IWQOL-Lite-CT PF, Impact of Weight on Quality of Life-Lite Clinical Trials Version Physical Function; MWPC, meaningful within-person change;
SF-36v2 PF, 36-Item Short Form Version 2 Physical Functioning. 1. Rubino D et al. Diabetes Obes Metab 2024,26(7):2945-2955; 2. Kolotkin RL et al. Clin Obes 2021,11(5):e12477.
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Greater changes in body weight and WHtR correlated with
greater improvements in physical function scores

SF-36v2 PF score
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Data are unadjusted correlations.
IWQOL-Lite-CT PF, Impact of Weight on Quality of Life-Lite Clinical Trials Version Physical Function; R, correlation coefficient; SF-36v2 PF, 36-Item Short Form Version 2 Physical Functioning, WHtR, waist-to-height ratio.
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Impact of cagrilintide 2.4 mg on physical function - post hoc
patient-reported outcomes from REDEFINE 1
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Cagrilintide 2.4 mg monotherapy significantly improved physical

function versus placebo in people with overweight or obesity

Aim Methods Key results
* Obesity can impair physical function, and * REDEFINE 1 was a phase 3 trizl that randomised (21:3:3:7) + Of 3417 randomised participants, 302 received cagrilintde 2.4 mg and 705 - Among participants receiving cagrilintide 2.4 ma, MWPC in SF-36v2 PF was
many people living with overweight ar obesity adults without diabetes and with body mass index (BMI) received placebao. achieved by 52 5% of those with poor phiysical function at baseline versus
experience reduced m:g!‘l(—rlu_zlaned and 230 kg/m?® or 227 kg/m?* and at least one obesity-related + At baseling, in the cagrilintide 2.4 mg and placebo groups, 68.9% and 65.4% of 42.8% of those without poor physical function at baseiine.
health-related quality of life."* complication to .(-39"'5'2”"3 24 mg/2.4 mg. sernaglu_tlde participants were female and mean age was 46.6 and 46.7 years, respectively; = Similarfy, a greater proportion of participants achieved a MWPC in IWGOL-Lite-CT PF
« In REDEFIME 1, CagriSema 2.4 mgi24 mg 2.4 mg, cagrilintide 2.4 mg or placebo for 68 weeks.” rmean SF-362 PF was 46.7 and 45.7, INQOL-Lite-CT PF was 55.9 and 54.7, body score (defined as a 214 6-point improvement from baseling) with cagrilintide 2.4 mg
provided significant body weight reduction + This post hoc analysis assessed change from baseline to weight was 106.5 and 106.6 kg, and WHiR was 0.7 and 0.7, respectivehy. than with placebo (63.7% v= 49.0%; ETD 14.7 [8.2, 21.3]; p<0.0001).
and improvements in physical function week 68 in patient-reported cutcome physical function + After 68 weeks, cagrilintide 2.4 mg improved SF-3642 PF and IWQOL-Lite-CT PF - Amaong participants receiving cagrilintide 2.4 mg, MWPC in IWQOL-Lite-CT PF
versus placeho. SCP"ESU'TPE‘“DFWE'QM un_OuaIutnyLlf:&Llne Clinical scores versus placebo festimated treatment difference [ETD] 2.4 points [95% was achieved by 70.7% of those with poor physical function at baseline versus
- Cagrilintide 2.4 mg was also shown o T";'Zx“"’-‘"m?' Fuc;thn [I;‘rl?h?:u‘lel;ﬂ f_ﬂ ) confidence interval 1.5, 2.3] and 8.3 points [5.7, 11.0], respectively; p=0.0001 for &4,0% of those without poor physical function at baseline.
an rem orm Version ical Functioning - . . - )
RS Lody welgrs verss placeb. [5F-3642 PF]), body weight and waist to height ratio boxie Fgre 1 ) ) ) * Cormpared with placeho, cagrliritide 2.4 mg sigrificantly reduced body welght ETD -5
* This past hoc analysis assessad the effect . . + A greater proportion of participants reached a meaningful within-person change [0, -8.5%; p=0u0001) and WHeR (ETD -0U04 [-0005, -0.03]; p=0.0001). Greater changes in
o (WHiR), and the correlation between changes in body N P B N h
of cagrilintide 2.4 mg monotherapy versus weight and WHR, respectively, and change in cal [MWPC) in SF-36+2 PF score {defined as a =3 7-point improvement from baseline) body weight and WHtR correlated with greater improvements in physical function
placeba on physical function. " - TEsp : na with cagrilintide 2.4 mg than with placebo (682.2% vs 47.2%; ETD 15.0% scores (Figure ).
function scores at week 68. 4
[8.3, 216} p<0.0007),
Figure 1. Changes in physical function scores and MWPC with cagrilintide 2.4 mg Figure 2. Correlations between changes from baseline to week 68 in body weight and WHtR and physical
versus placebo function scores
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