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Abstract

Background: Obesity is a global health challenge with few pharmacologic options. Whether adults
with obesity can achieve weight loss with once-weekly semaglutide at a dose of 2.4 mg as an
adjunct to lifestyle intervention has not been confirmed.

Methods: In this double-blind trial, we enrolled 1961 adults with a body-mass index (the weight in
kilograms divided by the square of the height in meters) of 30 or greater (≥27 in persons with ≥1
weight-related coexisting condition), who did not have diabetes, and randomly assigned them, in a
2:1 ratio, to 68 weeks of treatment with once-weekly subcutaneous semaglutide (at a dose of 2.4
mg) or placebo, plus lifestyle intervention. The coprimary end points were the percentage change
in body weight and weight reduction of at least 5%. The primary estimand (a precise description of
the treatment effect reflecting the objective of the clinical trial) assessed effects regardless of
treatment discontinuation or rescue interventions.

Results: The mean change in body weight from baseline to week 68 was -14.9% in the
semaglutide group as compared with -2.4% with placebo, for an estimated treatment difference of
-12.4 percentage points (95% confidence interval [CI], -13.4 to -11.5; P<0.001). More participants
in the semaglutide group than in the placebo group achieved weight reductions of 5% or more
(1047 participants [86.4%] vs. 182 [31.5%]), 10% or more (838 [69.1%] vs. 69 [12.0%]), and 15%
or more (612 [50.5%] vs. 28 [4.9%]) at week 68 (P<0.001 for all three comparisons of odds). The
change in body weight from baseline to week 68 was -15.3 kg in the semaglutide group as
compared with -2.6 kg in the placebo group (estimated treatment difference, -12.7 kg; 95% CI,
-13.7 to -11.7). Participants who received semaglutide had a greater improvement with respect to
cardiometabolic risk factors and a greater increase in participant-reported physical functioning
from baseline than those who received placebo. Nausea and diarrhea were the most common
adverse events with semaglutide; they were typically transient and mild-to-moderate in severity
and subsided with time. More participants in the semaglutide group than in the placebo group
discontinued treatment owing to gastrointestinal events (59 [4.5%] vs. 5 [0.8%]).

Conclusions: In participants with overweight or obesity, 2.4 mg of semaglutide once weekly plus
lifestyle intervention was associated with sustained, clinically relevant reduction in body weight.
(Funded by Novo Nordisk; STEP 1 ClinicalTrials.gov number, NCT03548935).

Comment in

Once-Weekly Semaglutide in Adults with Overweight or Obesity - PubMed https://pubmed.ncbi.nlm.nih.gov/33567185/

1 of 3 9/30/22, 9:11 PM

https://pubmed.ncbi.nlm.nih.gov/?term=Wilding+JPH&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Wilding+JPH&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Batterham+RL&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Batterham+RL&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Calanna+S&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Calanna+S&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Davies+M&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Davies+M&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Van+Gaal+LF&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Van+Gaal+LF&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Lingvay+I&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Lingvay+I&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=McGowan+BM&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=McGowan+BM&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Rosenstock+J&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Rosenstock+J&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Tran+MTD&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Tran+MTD&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Wadden+TA&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Wadden+TA&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Wharton+S&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Wharton+S&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Yokote+K&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Yokote+K&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Zeuthen+N&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Zeuthen+N&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Kushner+RF&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=Kushner+RF&cauthor_id=33567185
https://pubmed.ncbi.nlm.nih.gov/?term=STEP+1+Study+Group%5BCorporate+Author%5D
https://pubmed.ncbi.nlm.nih.gov/?term=STEP+1+Study+Group%5BCorporate+Author%5D
https://doi.org/10.1056/nejmoa2032183
https://doi.org/10.1056/nejmoa2032183
https://www.nejm.org/doi/10.1056/NEJMoa2032183?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2032183?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2032183?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2032183?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2032183?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2032183?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2032183?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33567185/#affiliation-1
http://clinicaltrials.gov/show/NCT03548935
http://clinicaltrials.gov/show/NCT03548935


STEP 1 for Effective Weight Control - Another First Step?
Ingelfinger JR, Rosen CJ.

N Engl J Med. 2021 Mar 18;384(11):1066-1067. doi: 10.1056/NEJMe2101705. Epub 2021 Feb 10.

PMID: 33567184 No abstract available.

GLP-1 receptor agonists: fighting obesity with an eye to cardiovascular risk.
Liuzzo G, Galiuto L.

Eur Heart J. 2021 May 1;42(17):1652-1653. doi: 10.1093/eurheartj/ehab175.

PMID: 33822032 No abstract available.

Obesity therapeutics: The end of the beginning.
Gribble FM, O'Rahilly S.

Cell Metab. 2021 Apr 6;33(4):705-706. doi: 10.1016/j.cmet.2021.03.012.

PMID: 33826913

The STEP 1 trial for weight loss: a step change in treating obesity?
Adler AI.

Nat Med. 2021 Apr;27(4):589-590. doi: 10.1038/s41591-021-01319-4.

PMID: 33859431 No abstract available.

Antidiabetikum vor neuer Karriere.
Holzgreve H.

MMW Fortschr Med. 2021 May;163(9):26. doi: 10.1007/s15006-021-9940-5.

PMID: 33961244 Review. German. No abstract available.

Once-Weekly Semaglutide in Adults with Overweight or Obesity.
Javor E, Lucijanić M, Skelin M.

N Engl J Med. 2021 Jul 1;385(1):e4. doi: 10.1056/NEJMc2106918.

PMID: 34192446 No abstract available.

Once-Weekly Semaglutide in Adults with Overweight or Obesity.
Khoo TK, Lin J.

N Engl J Med. 2021 Jul 1;385(1):e4. doi: 10.1056/NEJMc2106918.

PMID: 34192447 No abstract available.

Once-Weekly Semaglutide in Adults with Overweight or Obesity.
Nadolsky KZ, Agarwal M.

N Engl J Med. 2021 Jul 1;385(1):e4. doi: 10.1056/NEJMc2106918.

PMID: 34192448 No abstract available.

Once-Weekly Semaglutide in Adults with Overweight or Obesity.
Srivastava G, Kumar RB.

N Engl J Med. 2021 Jul 1;385(1):e4. doi: 10.1056/NEJMc2106918.

PMID: 34192449 No abstract available.

Once-Weekly Semaglutide in Adults with Overweight or Obesity. Reply.
Wilding JPH, Calanna S, Kushner RF.

N Engl J Med. 2021 Jul 1;385(1):e4. doi: 10.1056/NEJMc2106918.

PMID: 34192450 No abstract available.

In overweight or obese adults without diabetes, semaglutide increased weight loss and
GI disorders.
Rajagopal S, Cheskin LJ.

Ann Intern Med. 2021 Jul;174(7):JC80. doi: 10.7326/ACPJ202107200-080. Epub 2021 Jul 6.

PMID: 34224258

Related information

Cited in Books
MedGen
PubChem Compound (MeSH Keyword)

Once-Weekly Semaglutide in Adults with Overweight or Obesity - PubMed https://pubmed.ncbi.nlm.nih.gov/33567185/

2 of 3 9/30/22, 9:11 PM

https://pubmed.ncbi.nlm.nih.gov/33567184/
https://pubmed.ncbi.nlm.nih.gov/33567184/
https://pubmed.ncbi.nlm.nih.gov/33822032/
https://pubmed.ncbi.nlm.nih.gov/33822032/
https://pubmed.ncbi.nlm.nih.gov/33826913/
https://pubmed.ncbi.nlm.nih.gov/33826913/
https://pubmed.ncbi.nlm.nih.gov/33859431/
https://pubmed.ncbi.nlm.nih.gov/33859431/
https://pubmed.ncbi.nlm.nih.gov/33961244/
https://pubmed.ncbi.nlm.nih.gov/33961244/
https://pubmed.ncbi.nlm.nih.gov/34192446/
https://pubmed.ncbi.nlm.nih.gov/34192446/
https://pubmed.ncbi.nlm.nih.gov/34192447/
https://pubmed.ncbi.nlm.nih.gov/34192447/
https://pubmed.ncbi.nlm.nih.gov/34192448/
https://pubmed.ncbi.nlm.nih.gov/34192448/
https://pubmed.ncbi.nlm.nih.gov/34192449/
https://pubmed.ncbi.nlm.nih.gov/34192449/
https://pubmed.ncbi.nlm.nih.gov/34192450/
https://pubmed.ncbi.nlm.nih.gov/34192450/
https://pubmed.ncbi.nlm.nih.gov/34224258/
https://pubmed.ncbi.nlm.nih.gov/34224258/
https://pubmed.ncbi.nlm.nih.gov/34224258/
https://www.ncbi.nlm.nih.gov/books/?linkname=pubmed_books_refs&from_uid=33567185
https://www.ncbi.nlm.nih.gov/books/?linkname=pubmed_books_refs&from_uid=33567185
https://www.ncbi.nlm.nih.gov/medgen/?linkname=pubmed_medgen&from_uid=33567185
https://www.ncbi.nlm.nih.gov/medgen/?linkname=pubmed_medgen&from_uid=33567185
https://www.ncbi.nlm.nih.gov/pccompound/?linkname=pubmed_pccompound_mesh&from_uid=33567185
https://www.ncbi.nlm.nih.gov/pccompound/?linkname=pubmed_pccompound_mesh&from_uid=33567185


LinkOut - more resources

Full Text Sources

Atypon
Ovid Technologies, Inc.

Other Literature Sources

scite Smart Citations

Medical

ClinicalTrials.gov
Genetic Alliance
MedlinePlus Health Information

Once-Weekly Semaglutide in Adults with Overweight or Obesity - PubMed https://pubmed.ncbi.nlm.nih.gov/33567185/

3 of 3 9/30/22, 9:11 PM

https://www.nejm.org/doi/10.1056/NEJMoa2032183?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2032183?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=linkout&SEARCH=33567185.ui
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=linkout&SEARCH=33567185.ui
https://scite.ai/reports/33567185
https://scite.ai/reports/33567185
https://clinicaltrials.gov/search/term=33567185%20%5BPUBMED-IDS%5D
https://clinicaltrials.gov/search/term=33567185%20%5BPUBMED-IDS%5D
https://www.diseaseinfosearch.org/result/9028
https://www.diseaseinfosearch.org/result/9028
https://medlineplus.gov/obesity.html
https://medlineplus.gov/obesity.html

