Superior Efficacy and Clinical Translatability of CagriSema Compared to Cagrilintide and
Semaglutide in the DIO Rats
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complementarity to incretin-based therapies for obesity. Figure 1. Study outline and group table. 4 weeks of treatment with vehicle, Cagrilintide, Semaglutide or Cagrilintide + Semaglutide of DIO rats. BW: body weight, Fl: food intake, HF: High fat, QD: once daily, SC: subcutaneous, Figure 2. Body weight and food intake. (A) Relative body weight. (B) Cumulative food intake. Data
ety Caitans, o freddtsn eamieion o e FBG: fasting blood glucose, FPI: fasting plasma insulin, CSA: cross sectional area, H&E: hematoxylin & eosin. shown as mean + SEM. **p<0.001 compared to Vehicle. (Dunnett's test one-factor linear model. Only
! ! last body weight timepoint was used in statistical comparison).
amylin analogue Cagrilintide and the GLP-1 analogue

Semaglutide, has demonstrated superior weight loss
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muscle histomorphometrics. Figure 3. Whole-body fat and lean mass. (A) Fat mass change (% from baseline), (B) Lean mass Figure 4. Muscle and white adipose tissue weights. (A) Terminal muscle weight (gastrocnemius, Figure 5. Blood glucose and plasma insulin (A) Fasting blood glucose (relative to Vehicle), (B) Fasting

change (% from baseline). Data shown as mean + SEM. ***p<0.001 compared to Vehicle. (Dunnett's soleus), (B) Terminal white adipose tissue weight (epidydimal, subcutaneous). Data shown as mean + plasma insulin (relative to Vehicle). Data shown as mean + SEM. *p<0.05, **p<0.01 compared to Vehicle.
test one-factor linear model). SEM. *p<0.05, **p<0.01 compared to Vehicle. (Dunnett's test one-factor linear model). (Dunnett's test one-factor linear model).
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Figure 6. Hi of muscle fiber cross-sectional area (CSA, proxy for plasticity) and muscle lipid content. Gastrocnemius (GAS) and soleus (SOL) skeletal muscle quantification for (A) CSA (um?, laminin staining), (B) intramuscular adipocyte (IMAT) size (um?/cell, H&E
staining), (C) Intramuscular adipocyte (IMAT) number (cells/mm2, H&E staining) and (D) intramuscular adipocyte (IMAT) number % fractional area (H&E staining). Data shown as mean % change from vehicle + SEM. *p<0.05.
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