Questions and Answers About GLP-1 Agonists:

How do Semaglutide and Tirzepatide compare in terms of weight loss?

Semaglutide and Tirzepatide are both effective medications for weight loss, but recent studies
have shown that Tirzepatide generally leads to more significant weight reduction than
Semaglutide.

Comparative Effectiveness
Weight Loss Percentages
- Tirzepatide users experienced an average weight loss of 20.2% over 72 weeks.
- Semaglutide users achieved an average weight loss of 13.7% in the same period.
Clinically Significant Weight Loss
- Tirzepatide was more effective in helping patients achieve clinically meaningful weight loss:
- 82% of Tirzepatide users lost >5% of their body weight
- 62.1% lost >10% of their body weight
- 41.4% lost >15% of their body weight
- In comparison, Semaglutide users had lower percentages:
- 66.5% lost >5% of their body weight
- 41.4% lost 210% of their body weight
- 24.2% lost 215% of their body weight
Mechanism of Action
The difference in effectiveness can be attributed to their mechanisms of action:

- Tirzepatide is a dual glucose-dependent insulinotropic polypeptide (GIP) and glucagon-like
peptide-1 (GLP-1) receptor agonist.

- Semaglutide works solely as a GLP-1 receptor agonist.
This dual action of Tirzepatide may contribute to its superior weight loss effects.
Time-Based Comparison

Tirzepatide showed more significant weight loss compared to Semaglutide at various time
points:

- 3 months: 2.4% more weight loss

- 6 months: 4.3% more weight loss



- 12 months: 6.9% more weight loss.
Side Effects
Both medications have similar gastrointestinal side effect profiles, primarily mild to moderate.

In conclusion, while both medications are effective for weight loss, Tirzepatide consistently
demonstrates superior efficacy in clinical studies, leading to more significant weight reduction
than Semaglutide.

Are there any serious side effects associated with Semaglutide and
Tirzepatide?

Yes, both Semaglutide and Tirzepatide are associated with some serious
side effects, although they are generally rare. Here are the key serious side
effects of both medications:

Thyroid Tumors

Both Semaglutide and Tirzepatide carry a boxed warning (the FDA's
strongest safety warning) for a potential increased risk of thyroid tumors,
including cancer. Symptoms may include:

- Swelling or lump in the neck
- Difficulty swallowing

- Shortness of breath

- Persistent hoarseness
Pancreatitis

Both medications can potentially cause inflammation of the pancreas
(pancreatitis). Signs include:

- Severe abdominal pain that may radiate to the back

- Nausea and vomiting



Gastrointestinal Issues

Severe gastrointestinal problems have been reported, including:

- Gastroparesis (stomach paralysis)

- Intestinal blockage (ileus)[6]

Other Serious Side Effects

Additional rare but serious side effects for both medications may include:
- Acute kidney damage

- Gallbladder disease

- Severe allergic reactions (anaphylaxis)

- Diabetic retinopathy complications (in type 2 diabetics)

- Hypoglycemia (especially when combined with other diabetes
medications)

Semaglutide-Specific Concerns

- Vision changes, including potential vision loss.
Tirzepatide-Specific Concerns

- Potentially higher risk of hypoglycemia compared to Semaglutide.

It's important to note that while these severe side effects can occur, they
are generally rare. Patients should be vigilant for unusual symptoms and
report them to their healthcare provider immediately. The benefits of these
medications for weight loss and diabetes management often outweigh the
risks for many patients, but individual assessment is crucial.



What is the reported frequency of common and rare side effects of
Semaglutide?

Semaglutide, a medication used for treating type 2 diabetes and obesity, is
associated with various side effects ranging from common to rare. Here's
an overview of the reported frequencies of these side effects:

Common Side Effects

The most frequently reported side effects of semaglutide are
gastrointestinal:

- Nausea: Reported in up to 44% of patients.

- Diarrhea: Affects up to 30% of users.

- Vomiting: Occurs in up to 24% of patients.

- Constipation: Experienced by up to 24% of users.

- Abdominal pain: Reported in up to 20% of patients.
Other common side effects include:

- Headache: Affects up to 14% of users.

- Fatigue: Reported in up to 11% of patients.

- Increased amylase: Occurs in up to 13% of users.

- Increased lipase: Affects up to 22% of patients.

Less Common Side Effects

Some less frequently reported side effects include:

- Dizziness: Reported as a common side effect (1% to 10% of users).
- Hair loss: Listed as a less common side effect.

- Dysgeusia (taste disturbance): Reported as an uncommon side effect
(0.1% to 1% of users).



Rare Side Effects
Rare but potentially serious side effects of semaglutide include:

- Acute pancreatitis: In clinical trials for type 2 diabetes, confirmed cases
occurred in 0.3 cases per 100 patient-years.

- Gallbladder-related disorders: Reported in 2.6% of semaglutide users
versus 1.3% in the placebo group in one study.

- Malignant neoplasms: Reported in 1.3% of semaglutide users versus 2.6%
in the placebo group in one study.

- Medullary thyroid cancer: Reported in post-marketing surveillance, but a
causal relationship has not been established.

It's important to note that the frequency of side effects can vary depending
on the specific formulation (e.g., Ozempic, Wegovy) and the condition
being treated (diabetes or obesity). Additionally, most side effects are mild
to moderate and tend to decrease over time as the body adjusts to the
medication.

What is the reported frequency of common and rare side effects of
Tirzepatide?

Tirzepatide, a dual glucose-dependent insulinotropic peptide (GIP) and
glucagon-like peptide-1 receptor agonist (GLP-1 RA), is associated with
various side effects ranging from common to rare. Here's a breakdown of
the reported frequencies:

Common Side Effects

The most common side effects of Tirzepatide are gastrointestinal (Gl) in
nature and tend to be dose-dependent:



- Overall Gl adverse events: 39% (5 mg dose), 46% (10 mg dose), 49% (15
mg dose).

- Nausea: Up to 18%.
- Diarrhea: Up to 17%.

- Decreased appetite: Reported as common, but specific frequency not
provided.

- Vomiting: Reported as common, but specific frequency not provided.
- Constipation: Reported as common, but specific frequency not provided.

- Abdominal pain: Reported as common, but specific frequency not
provided.

Other common side effects include:

- Dyspepsia (indigestion): Reported as common, but specific frequency not
provided.

- Fatigue: Reported as common, but specific frequency not provided.

- Injection site reactions: Reported as common, but specific frequency not
provided.

Rare and Serious Side Effects

Serious side effects are less common but can occur:

- Pancreatitis: 0.5% in Zepbound patients vs 0.2% in placebo

- Severe hypoglycemia: < 1% across all doses.

- Acute gallbladder disease (including cholelithiasis): < 1% across all doses.

- Fatal adverse events: < 1% across all doses.



- Anaphylaxis (life-threatening allergic reaction): 0.1% of Zepbound
patients.

- Hypersensitivity reactions: 3.2% in Mounjaro patients vs 1.7% in placebo.

Other Notable Effects

- Increased heart rate: Mean increase of 2 to 4 beats per minute in
Mounjaro patient’s vs 1 beat per minute in placebo.

- Drug discontinuation due to adverse events: Highest with 15 mg dose at
10%.

- Mild hypoglycemia (blood glucose < 70 mg/dL): Highest with 10 mg dose
at 22.6%.

It's important to note that many gastrointestinal side effects decrease over
time as the body adjusts to the medication. Patients should work closely
with their healthcare providers to manage side effects and determine the
most appropriate dosage.



