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Background

• Obesity & Type 2 diabetes are closely linked.

• Weight loss improves glycemic control & reduces 
complications.

• Semaglutide & cagrilintide individually induce weight loss.

• CagriSema combines both drugs for potentially greater 
efficacy.

• This study assessed CagriSema in patients with Type 2 
diabetes.

• Trial aimed at evaluating efficacy & safety.



Objective

• Evaluate the efficacy and safety of CagriSema (2.4 mg each) vs 
placebo in overweight/obese adults with T2DM.

• Primary endpoints:

– % change in body weight

– % achieving ≥5% weight loss

• Also assessed glycemic outcomes, QoL, and adverse events.



Methods - Study Design

• Phase 3a, double-blind, randomized, placebo-controlled trial.

• Conducted across 12 countries; 68-week duration.

• Participants: Age >18, BMI ≥27, HbA1c 7-10%, Type 2 
diabetes.

• CagriSema 2.4 mg each or placebo weekly + lifestyle 
intervention.

• Primary endpoints: % change in body weight & ≥5% weight 
loss.

• Secondary endpoints: glycemic control, safety, other health 
metrics.



Methods - Key Procedures

• Dose escalation every 4 weeks to 2.4 mg maintenance dose.

• Submaximal doses allowed if side effects occurred.

• Continuous glucose monitoring in selected patients.

• Outcome assessed via treatment-policy estimand (ITT 
principle).

• Additional trial-product estimand analyzed on-treatment 
effects.

• Multiple imputation for missing data; hierarchical testing 
approach.



Baseline Characteristics

• 1206 patients randomized: 904 CagriSema, 302 placebo.

• Mean age: 56 years; 52.8% male.

• Mean weight: 102.2 kg; Mean BMI: 36.2.

• HbA1c: 8.0%; Duration of diabetes: 8.5 years.

• Most common drugs: Metformin (85.9%), SGLT2i (33.4%), SU 
(26.9%).

• Groups well balanced at baseline.





Results - Primary Endpoints

• Body weight change: -13.7% (CagriSema) vs -3.4% (Placebo).

• Difference: -10.4 percentage points (P<0.001).

• ≥5% weight loss: 83.6% (CagriSema) vs 30.8% (Placebo).

• Higher proportions achieved ≥10%, ≥15%, ≥20% weight loss.

• Waist circumference & glycemic measures also improved.

• Results consistent across both estimands.









Discussion

CagriSema (combination of cagrilintide and semaglutide) led to:

• Significant, clinically meaningful weight loss in adults with 
overweight or obesity and Type 2 diabetes.

• Near normalization of blood glucose levels in many patients.

• Improvements in cardiovascular risk factors (BP, lipids, 
inflammation) and physical functioning.

The weight loss effect is likely due to:

• Complementary mechanisms of the two drugs affecting 
appetite and energy regulation.

• Enhanced control over eating and glucose metabolism.



Discussion

Efficacy Comparison:

• Weight loss magnitude similar to other advanced treatments 
with lower dose (like tirzepatide).

• Higher proportions achieved significant weight-loss thresholds 
(≥5%, ≥10%, ≥15%, ≥20%) compared to placebo.

• Achieving substantial weight loss is generally harder in Type 2 
diabetes due to medications promoting weight gain.

The trial demonstrated benefits even though:

Many participants were on drugs causing weight gain (e.g., 
sulfonylureas, thiazolidinediones).

Weight loss was slightly less than in non-diabetic populations (a 
typical pattern seen in obesity trials).



Discussion

Glycemic Control:

• Achieved excellent glycemic outcomes with low hypoglycemia risk.

• High percentage of patients reached HbA1c ≤6.5%.

• Improved time in target glucose ranges in those using continuous 
glucose monitoring.

Physical Function:

• Notable improvements in quality of life and physical functioning, 
especially in those with poor baseline function.

Dosing Flexibility:

• Flexible dose adjustment helped minimize side effects and 
treatment discontinuation.

• Even with dose adjustments, significant benefits were maintained.



Discussion

Safety Profile:

• Mostly mild to moderate GI adverse events.

• Low discontinuation rate due to side effects.

• Low rates of hypoglycemia and serious adverse events





Discussion

Strengths of the Study:

• Large sample size.

• Long duration.

• Use of continuous glucose monitoring.

Limitations:

• No monotherapy comparator arms (no separate cagrilintide or 
semaglutide arms).

• Mostly White participants, limiting generalizability.

• Limited use of continuous glucose monitoring (only 16.5% of 
patients).



Conclusion

• CagriSema highly effective for weight loss & glycemic control 
in Type 2 diabetes.

• Clinically meaningful reductions in HbA1c, body weight, and 
cardiometabolic risk.

• Safe with mainly GI-related adverse events.

•  Promising treatment option requiring long-term use.
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