
FORWARDING OR COPYING IS A VIOLATION OF U.S. AND INTERNATIONAL COPYRIGHT LAWS 

The Medical Letter, Inc. publications are protected by U.S. and international copyright laws. Forwarding, 
copying, or any distribution of this material without permission to a nonsubscriber is prohibited.

Sharing a password with a nonsubscriber or otherwise making the contents of this site available to third 
parties is prohibited.

By accessing and reading the attached content I agree to comply with U.S. and international copyright laws 
and these terms and conditions of The Medical Letter, Inc.

For further information click: Subscriptions, Site Licenses, Reprints 
or call customer service at: 800-211-2769

Important Copyright Message

Published by The Medical Letter, Inc. • A Nonprofi t Organization • medicalletter.org

The Medical Letter®

on Drugs and Therapeutics

Volume 68  May 11, 2026

ISSUE No.

1754

IN THIS ISSUE

In Brief: Wegovy HD – High-Dose Injectable Semaglutide for Weight Loss .......................................... p 77

https://medicalletter.org/sub-prods
https://medicalletter.org/sitelicense
https://medicalletter.org/copyright


               
7777

Published by The Medical Letter, Inc. • A Nonprofi t Organization • medicalletter.org

The Medical Letter®

on Drugs and Therapeutics

Volume 68 (Issue 1754) May 11, 2026

Take CME Exams

The Medical Letter publications are protected by US and international copyright laws.
Forwarding, copying or any other distribution of this material is strictly prohibited.

For further information call: 800-211-2769

The FDA has approved Wegovy HD, a 7.2-mg dose of the 
injectable glucagon-like peptide-1 (GLP-1) receptor agonist 
semaglutide, for use in adults who have tolerated the 2.4-
mg dose for at least 4 weeks and require additional weight 
reduction. 

CLINICAL STUDIES ― FDA approval of Wegovy HD was based 
on the results of two double-blind trials in adults with obesity 
(BMI ≥30 kg/m2).

In the fi rst trial (STEP UP), 1407 adults with obesity without 
type 2 diabetes were randomized to receive semaglutide 
titrated to 2.4 mg or 7.2 mg or placebo SC once weekly for
72 weeks. Patients in the 7.2-mg arm were titrated directly 
from 2.4 mg to 7.2 mg at week 20. The mean change in weight 
from baseline to week 72 in the intent-to-treat population 
was signifi cantly greater with the 7.2-mg dose than with the 
2.4-mg dose (-18.7% vs -15.6%). More patients who received 
the higher dose of semaglutide achieved weight loss ≥5% 
(90.7% vs 89.9%), ≥10% (82.4% vs 75.1%), ≥15% (66.5% vs 
54.5%), ≥20% (47.7% vs 33.3%), and ≥25% (31.2% vs 15.3%).1

In the second trial (STEP UP T2D), 512 adults with obesity 
and type 2 diabetes were randomized to receive semaglutide 
titrated to 2.4 mg or 7.2 mg or placebo SC once weekly for
72 weeks. The mean change in weight from baseline to week 
72 in the intent-to-treat population was signifi cantly greater 
with the 7.2-mg dose (-13.2% vs -10.4% with the 2.4-mg dose). 
More patients who received the higher dose of semaglutide 
achieved weight loss ≥5% (86.3% vs 75.3%), ≥10% (62.9% vs 
51.5%), ≥15% (41.2.% vs 28.9%), and ≥20% (21.3% vs 14.4%).2

Semaglutide vs Tirzepatide – The glucose-dependent 
insulinotropic polypeptide (GIP)/glucagon-like peptide-1
(GLP-1) receptor agonist tirzepatide (Zepbound) has been the 
most effective weight loss drug available to date.3 In a clinical 
trial in patients with obesity but not type 2 diabetes, once-weekly 
subcutaneous injections of tirzepatide 10-15 mg resulted in 
signifi cantly greater weight loss compared to semaglutide
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1.7-2.4 mg at 72 weeks in the intent-to-treat population 
(-20.9% vs -13.7%).4 No head-to-head trials are available 
comparing semaglutide 7.2 mg with tirzepatide 15 mg.

ADVERSE EFFECTS ― In the STEP UP trials, adverse effects 
that occurred in ≥2% of patients and more frequently with 
the 7.2-mg dose than with the 2.4-mg dose were nausea 
(39%), vomiting (22%), dysesthesia (22%), constipation 
(20%), abdominal pain (12%), fatigue (11%), headache 
(9%), dizziness (6%), hair loss (6%), and flatulence (4%). 
Discontinuation rates due to adverse effects were similar 
with both doses of the drug.

DOSAGE, ADMINISTRATION, AND COST ― The recommended 
starting dosage of injectable semaglutide for chronic 
weight management is 0.25 mg injected subcutaneously 
in the abdomen, thigh, or upper arm once weekly. The 
label recommends titrating the dose to 0.5 mg for weeks 
5-8, 1 mg for weeks 9-12, 1.7 mg for weeks 13-16, and 2.4 
mg thereafter. The dose can be increased to 7.2 mg once 
weekly after  4 weeks in adults who require additional weight 
reduction. Slow titration of the dose can minimize GI adverse 
effects.

A one-month supply of Wegovy HD is available directly from 
the manufacturer for $399 for self-paying patients.

CONCLUSION ― The new higher dose (7.2 mg) of semaglutide 
(Wegovy HD) is more effective for weight loss than the 
previously approved maximum dose (2.4 mg) of the drug, but 
it is more likely to cause GI adverse effects and dysesthesia. 
Although direct comparisons are lacking, the higher dose of 
semaglutide appears to be almost as effective for weight loss 
as the maximum dose of tirzepatide (Zepbound).   ■
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