
Ozempic and GLP-1 Agonists for Weight Loss: Side
Effects Overview

Introduction

Glucagon-like peptide-1 (GLP-1) receptor agonists – including semaglutide (Ozempic for diabetes; Wegovy
for  obesity),  liraglutide (Victoza  for  diabetes;  Saxenda  for  obesity),  and  the  dual  GLP-1/GIP  agonist
tirzepatide (Mounjaro  for  diabetes;  expected  as  “Zepbound”  for  obesity)  –  have  emerged  as  effective
medications  for  weight  loss.  They  work  by  enhancing insulin  secretion,  suppressing  glucagon,  slowing
gastric  emptying,  and  acting  on  the  brain  to  reduce  appetite .  While  these  drugs  can  produce
significant weight loss (15-20% of body weight in some trials), their use is accompanied by a range of side
effects. This report provides a comprehensive overview of the side effects – common and rare – associated
with GLP-1 agonists when used for weight management, along with data on their frequency and guidance
from medical authorities. 

Common Side Effects and Their Prevalence

Gastrointestinal (GI) symptoms are by far the most common side effects of GLP-1 agonists . These
occur due to the drug’s effect of slowing digestion and promoting satiety. In clinical trials of semaglutide
and liraglutide for obesity, GI side effects were extremely prevalent: 

Nausea: This  is  the  single  most  common side  effect.  In  a  68-week trial  of  semaglutide  2.4  mg
(Wegovy), about 44% of patients experienced nausea  (vs ~17% on placebo ). Similarly, ~40%
of  patients  on  high-dose  liraglutide  (Saxenda)  reported  nausea .  Nausea  is  typically  mild  to
moderate in severity, transient, and tends to improve as the body adjusts over a few days or weeks

. 

Diarrhea: Occurs in roughly  20–30% of patients. Semaglutide trials reported diarrhea in ~30% of
users  (vs ~16% placebo), and liraglutide trials saw ~21% with diarrhea . 

Vomiting: Seen in about 10–25% of patients on GLP-1 drugs. With semaglutide 2.4 mg, ~24% had
episodes of vomiting  (versus ~7% on placebo ). Vomiting is usually linked to overeating or
dose increases and, like nausea, it tends to be worst during the initial dose-escalation phase .

Constipation: About 20–25% of patients experience constipation on these medications . Slower
gastric emptying and dietary changes can contribute to this. Conversely, some patients get stomach
upset, bloating, or reflux (e.g. “gassiness” or heartburn) as digestion slows . These too can often
be managed with diet adjustments (smaller, more frequent meals, adequate hydration) and typically
improve over time .
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Other  commonly  reported side  effects  include  loss  of  appetite,  headache,  and  fatigue.  For  example,
headaches were reported by ~15% on semaglutide vs 12% on placebo in one trial , and patients may feel
tired, especially as their calorie intake drops. Many patients also experience an odd change in taste or mild
dyspepsia (indigestion) , which are generally benign. Injection-site reactions (redness or mild pain at
the injection spot) occur in a small minority (around 5% of semaglutide users) and are usually mild .

“Ozempic Face.” A non-dangerous but notable effect of the rapid weight loss from GLP-1 agonists is the so-
called “Ozempic face,” referring to facial volume loss leading to sagging or wrinkling of the skin . This is
not a direct drug toxicity but rather a consequence of weight loss (which can happen with any effective diet
or drug). While not harmful to health, it is a cosmetic concern some patients notice. Gradual weight loss and
proper skincare may mitigate it .

Prevalence: Nearly all patients on GLP-1 agonists will experience at least some side effects, especially GI
symptoms,  during  dose  titration.  In  the  semaglutide  obesity  trial,  89.7% of  participants  on  the  drug
reported  some adverse event (of any kind) compared to 86.4% on placebo . GI-related side effects in
particular were reported in about  74% of semaglutide-treated patients vs 48% of those on placebo .
Fortunately,  most  GI  issues  are  mild-to-moderate  and  transient,  and  they  resolve  over  time  without
permanent discontinuation in the majority of patients . Physicians mitigate these effects by starting at
a low dose and gradually increasing the dose over weeks; this slow titration helps the body acclimate and
reduces  the severity  of  nausea and vomiting .  Supportive  measures  (bland diet,  hydration,  anti-
nausea remedies) can also help patients get through the initial therapy period .

Serious or Long-Term Risks

While most side effects are manageable, GLP-1 agonists have been linked to several rare but serious risks.
These have been identified in clinical trials or flagged by regulatory agencies:

Thyroid  C-Cell  Tumors: All  long-acting  GLP-1  agonists  carry  an  FDA-mandated  boxed  warning
about a risk of thyroid C-cell tumors (including medullary thyroid carcinoma, MTC) . This stems
from rodent  studies in  which semaglutide,  liraglutide,  and similar  drugs caused thyroid tumors.
Importantly, no increased incidence of MTC or other thyroid cancers has been seen in human
studies to date . Nevertheless, out of an abundance of caution, patients with a personal or
family history of MTC or Multiple Endocrine Neoplasia type 2 (MEN2) are  advised not to use these
medications . In general, thyroid monitoring (e.g. measuring calcitonin levels) has not shown
any  signal  of  concern  in  trials  –  for  example,  the  56-week  Saxenda  trial  found  no  effect  on
calcitonin levels or thyroid ultrasound changes compared to placebo . Thus, the thyroid tumor
risk remains theoretical for humans, but the FDA and EMA include it as a precaution. Patients are
simply counseled to report any neck masses or symptoms, and not to use GLP-1 agonists if they are
in high-risk groups for MTC .

Pancreatitis: Acute pancreatitis (inflammation of the pancreas) is a known, though rare, adverse
effect of GLP-1 receptor agonists. In clinical trials, cases have been infrequent – for example, in the
semaglutide  obesity  trial,  0.2% of  patients  (3  individuals  out  of  ~1300)  had  adjudicated  acute
pancreatitis, compared to none in the placebo group . Liraglutide trials for weight loss similarly
reported only a handful of pancreatitis cases. However,  post-marketing reports have linked these
drugs to pancreatitis in diabetic patients, so it is considered a class risk. Regulatory guidance is that
if pancreatitis is suspected (e.g. severe persistent abdominal pain, often radiating to the back), the
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medication  should  be  immediately  discontinued .  Patients  with  a  prior  history  of
pancreatitis are generally not put on GLP-1 agonists as a precaution . The overall incidence is
low – on the order of a few cases per thousand patients – but it  is a serious condition. Patients
starting therapy are warned about pancreatitis symptoms and instructed to seek medical attention if
they occur . 

Gallbladder Disease: Rapid weight loss can predispose individuals to gallstones, and GLP-1 agonists
appear to slightly increase the risk of gallbladder-related problems (possibly due to both weight
loss and direct effects on gallbladder motility). In trials, rates of gallbladder disease (gallstones or
inflammation) were higher on active drug than placebo. For example, semaglutide 2.4 mg had 2.6%
of patients experience gallbladder-related adverse events vs  1.2% on placebo over ~68 weeks .
Specifically,  cholelithiasis  (gallstones) occurred  in  about  1.8% of  semaglutide  patients  vs  0.6%
placebo .  Liraglutide’s  obesity  trial  similarly  noted  more  gallbladder  events  in  the  treatment
group, especially among those who lost a great deal of weight . The number needed to harm (for
gallstone  formation)  with  semaglutide  has  been  estimated  around  1  in  111  patients .  Most
gallbladder events are not life-threatening (e.g. a gallstone attack causing pain), but some can lead
to cholecystitis (gallbladder inflammation) or require surgery. Patients are advised to report  upper
abdominal pain, which could indicate gallstones, and clinicians monitor liver enzymes if symptoms
arise. Notably, significant weight loss itself – by any method – carries a gallstone risk, so this is not
unique to GLP-1 drugs, though these medications accelerate weight loss and thereby the risk.

Gastric Emptying and GI Complications: By design, GLP-1 agonists slow gastric emptying. In rare
instances,  this effect can be excessive,  leading to  gastroparesis (pathologically delayed stomach
emptying)  or  even  bowel  obstruction.  The  FDA  recently  cautioned  that  serious  cases  of  ileus
(intestinal blockage) have been reported, particularly when patients  overdose or use higher-than-
prescribed doses of semaglutide . Even at normal doses, a very small number of patients may
develop severe constipation or  gastroparesis.  Symptoms include persistent  vomiting,  abdominal
distension, inability to tolerate oral intake, or the inability to move bowels or gas – these warrant
immediate  medical  evaluation .  According  to  Harvard  Medical  School,  such  severe  GI
complications are “less common but more serious” side effects of GLP-1 agonists . Fortunately,
they are uncommon; most patients only experience the milder GI symptoms discussed earlier. Still,
anyone with intractable vomiting or signs of obstruction should seek prompt care. 

Kidney  Injury  (Dehydration): Severe  vomiting  or  diarrhea  from  GLP-1  therapy  can  lead  to
dehydration, which in turn may precipitate  acute kidney injury. There have been case reports of
acute renal failure in diabetic patients after starting exenatide and liraglutide, often due to volume
depletion. In trials of semaglutide for obesity, acute kidney injury was rare (~0.2%) . The Mayo
Clinic warns that these medications “may cause serious kidney problems, including acute kidney
injury”  in  susceptible  individuals .  Patients  with  pre-existing  kidney  disease  need  close
monitoring, and all patients are encouraged to stay well-hydrated, especially if GI side effects are
occurring. If one cannot keep fluids down due to nausea/vomiting, medical attention is needed to
prevent dehydration-related kidney issues .

Diabetic Retinopathy: In patients with type 2 diabetes, rapid improvements in blood sugar from
GLP-1 drugs have been associated with a temporary worsening of diabetic  retinopathy (diabetes-
related eye disease). For instance, in a cardiovascular outcomes trial, more patients on semaglutide
had retinopathy complications than those on placebo, hypothesized to result from the rapid drop in
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HbA1c. As a safety measure, semaglutide’s label notes this and advises eye monitoring in diabetic
patients . The risk is mostly relevant to those with pre-existing diabetic retinal disease. For non-
diabetic individuals using these drugs purely for weight loss, retinopathy is not a concern. However,
visual disturbances (blurry vision) can rarely occur due to shifts in blood sugar; Novo Nordisk lists
“vision changes” as a possible side effect . Any sustained vision change warrants a check with an
eye doctor.

Cardiac Effects (Heart Rate): GLP-1 agonists have a mild chronotropic effect – they tend to raise
resting heart rate slightly. In clinical trials, 41% of patients on semaglutide had an increase in heart
rate of 10–19 beats per minute (vs 34% on placebo), and 26% had an increase of ≥20 bpm (vs 16%
placebo) . This average 2–3 bpm increase in pulse is usually not symptomatic, but it reflects a
known  pharmacologic  effect  of  the  class.  In  most  cases  it’s  not  dangerous,  though  long-term
significance  is  still  being  studied.  Patients  on  these  medications  are  typically  advised  on
cardiovascular health generally (since obesity itself carries risk). Notably, GLP-1 agonists  also have
positive cardiac effects (they often lead to lower blood pressure and improved cardiac risk factors).
Overall,  the slight heart rate increase is something monitored but not a reason to avoid therapy
unless  a  patient  has  a  specific  condition  (like  uncontrolled  tachyarrhythmia)  where  any  pulse
increase is undesirable .

Hypoglycemia: In non-diabetic patients, GLP-1 drugs rarely cause true hypoglycemia because their
insulin-release  effect  is  glucose-dependent.  Clinical  trials  confirm  that  clinically  significant
hypoglycemia  is  not  seen  in  people  without  diabetes on  these  medications .  However,  if
combined with other blood sugar-lowering drugs (e.g.  starting Ozempic in a diabetic already on
insulin or sulfonylureas), there is a risk of low blood sugar. For weight-loss only use (e.g. Wegovy,
Saxenda),  hypoglycemia  risk  is  essentially  minimal  unless  the  patient  has  some  endogenous
predisposition. Some users do report symptoms like light-headedness or shakiness that can mimic
low  blood  sugar;  often  this  is  due  to  reduced  caloric  intake  or  dehydration  rather  than  actual
hypoglycemia. Standard advice is to eat if one feels shaky and check blood glucose if diabetic .

Psychiatric/Mood Effects: There have been isolated reports of increased  anxiety,  depression, or
even  suicidal  ideation in  patients  on  GLP-1  weight  loss  medications.  In  2023,  the  European
Medicines Agency (EMA) investigated this issue after a few cases of suicidal thoughts were reported
in patients  using liraglutide and semaglutide .  A  thorough review by EMA found  no clear
evidence of a causal link between GLP-1 agonists and suicidal behavior . Likewise, a large analysis
did  not  show  a  statistically  higher  rate  of  psychiatric  adverse  events  versus  placebo .
Nonetheless, because weight loss journeys can affect mood and because prior weight-loss drugs (of
different  classes)  carried  psychiatric  risks,  regulators  are  monitoring this  closely.  Novo  Nordisk
includes  “depression  or  suicidal  thoughts”  in  its  safety  information  as  rare  possibilities .
Patients with a history of major depression or eating disorders are generally watched carefully when
on  these  medications.  The  current  consensus  is  that  there  is  no  confirmed increased  risk  of
psychiatric  side effects  from GLP-1 drugs,  but  patients  are advised to report  any notable  mood
changes to their provider, and any emergent suicidal thinking is an indication to stop the medication
and seek help .

Allergic  Reactions: Serious  allergic  responses  to  GLP-1  RAs  are  very  rare,  but  post-marketing
surveillance has noted cases of anaphylaxis and severe  hypersensitivity (swelling, rash, difficulty
breathing). In trials, ~0.5–1% of patients developed anti-drug antibodies or injection site reactions,
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but few had true allergic reactions. The Mayo Clinic notes that  allergic reactions (facial swelling,
throat tightness, rash, etc.) are an uncommon but urgent side effect – if these occur, the patient
must seek immediate medical attention . In practice, such reactions are infrequent and usually
occur shortly after an injection if they are going to happen.

Summary of Safety Profile: Overall, the safety profiles of Ozempic, Wegovy, Saxenda, and Mounjaro are
broadly similar, with GI issues dominating the side-effect landscape . Most adverse effects are mild to
moderate (especially  GI  symptoms,  headache,  etc.)  and  tend  to  improve  over  time or  with  dose
adjustments . Serious risks like pancreatitis or gallbladder disease are  uncommon but have been
observed slightly more often than in non-users . Importantly, extensive trials and real-world data so far
have not revealed any new organ toxicities beyond these known concerns. A 2021 safety review concluded
that semaglutide’s side effects were mostly GI and transient, and that “no unexpected safety issues have
arisen to date” – the incidence of things like pancreatic or thyroid cancer remains too low to draw any
causal link . Thus, authoritative sources consider GLP-1 agonists to have an acceptable safety profile for
most patients, provided that proper screening and monitoring are in place .

Clinical Trial Data: Side Effect Frequency and Comparisons

Data from clinical trials help quantify how often side effects occur and how GLP-1 drugs compare to placebo
or to each other:

Semaglutide (Wegovy/Ozempic): In the pivotal STEP1 trial for obesity (2.4 mg semaglutide weekly),
nearly 90% of participants on semaglutide reported at least one adverse event, virtually the same as
in the placebo group (86%) . However, specific side effects differed: gastrointestinal symptoms
were much more frequent with semaglutide (74% of patients) than with placebo (~48%) . The
breakdown  included  nausea  in  44%,  diarrhea  ~30%,  vomiting  ~25%,  constipation  ~23%  on
semaglutide . These rates align with an American Family Physician review which noted GI side
effects as “common at the start of therapy” with semaglutide . Most GI events were mild and
transient, but they did lead to treatment discontinuation in about 7% of patients on semaglutide vs
~3% on placebo . Aside from GI issues, other side effects over 68 weeks that occurred more
on  semaglutide  than  placebo  included  fatigue  (tiredness),  slight  increases  in  heart  rate  (as
discussed), and rare events like gallstones (1.6% vs 0.7% placebo) . Serious adverse events were
infrequent (around 9.8% on semaglutide vs 6.4% on placebo) and largely reflected the known risks
(some gallbladder events, a few pancreatitis cases, etc.) .  Crucially, the  benefit (significant
weight loss and metabolic improvement) was achieved without a broad increase in overall adverse
events compared to placebo  – indicating that while nearly everyone on the drug experiences
something (like a day of nausea or a headache), the rate of serious problems remains low.

Liraglutide (Saxenda 3.0 mg): Trials for Saxenda (a daily GLP-1 injection for weight loss) similarly
reported  a  high  incidence  of  GI  side  effects.  In  a  56-week  trial  with  ~3,700  nondiabetic  obese
patients,  nausea was reported by  40.2% of those on liraglutide 3.0 mg (vs ~14% on placebo) and
diarrhea by  20.9% (vs  ~9%  placebo) .  Vomiting  (~16%)  and  constipation  (~19%)  were  also
common on drug vs  <10% on placebo (figures  similar  to  semaglutide’s  profile).  Overall,  89% of
patients on liraglutide had some adverse event (vs 86% on placebo) in one analysis .  Serious
adverse events occurred in 6.2% of the liraglutide group vs 5.0% of placebo – a small difference .
Notably,  10% of  patients  on Saxenda dropped out  due to  side  effects,  compared  to  ~4% of
placebo patients . This dropout rate is a bit higher than that seen with weekly semaglutide (~7%),
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possibly reflecting the daily dosing and steady exposure of liraglutide. The profile of serious side
effects was similar: a few gallbladder surgeries, a small number of pancreatitis cases, and no thyroid
cancers observed . There was a numerical imbalance in gallbladder-related issues and (in one
trial) in benign breast lumps, thought to be due to weight loss and closer medical surveillance .
Importantly,  liraglutide’s  long-term safety data (from both obesity  and diabetes studies)  has not
revealed any new major concerns beyond these known issues. The FDA’s same black-box warning
about thyroid tumors applies to liraglutide as well, and like semaglutide, no link to human thyroid
cancer has been found.

Tirzepatide (Mounjaro): Tirzepatide is  a  newer medication (approved in 2022 for  diabetes)  that
activates both GLP-1 and GIP receptors. In the SURMOUNT-1 trial for obesity (doses 5 mg, 10 mg, 15
mg weekly vs placebo), tirzepatide produced even greater weight loss (~20% at highest dose) but
with a similar side-effect spectrum. GI side effects were the most common adverse events in all
tirzepatide groups, “mostly mild to moderate” and occurring primarily during the dose-escalation
phase . Although detailed percentages for each symptom weren’t given in the abstract, rates of
nausea, etc.,  were comparable to those seen with semaglutide. Notably,  discontinuation due to
adverse events was dose-dependent: about  4.3% of patients stopped therapy at the 5 mg dose,
7.1% at 10 mg, and  6.2% at 15 mg, versus  2.6% on placebo . This indicates that higher doses
caused  more  dropouts  (likely  from  GI  intolerance),  but  even  the  highest  dose  had  only  ~6%
discontinuation – not far off from semaglutide’s ~7% in its trial. One head-to-head trial in diabetics
(SURPASS-2) found nausea in ~17–22% of tirzepatide-treated patients (depending on dose) vs 18%
with semaglutide 1 mg,  suggesting comparable GI  tolerability  in  that  context .  Injection-site
reactions may  be  a  little  more  frequent  with  tirzepatide  (in  one  comparison,  9%  vs  <1%  with
semaglutide) ,  but  these were mild  and rarely  led to  discontinuation.  Tirzepatide presumably
shares class warnings (the FDA included the same thyroid tumor warning in Mounjaro’s labeling).
Early real-world use of Mounjaro has not flagged new safety issues beyond the expected GI effects
and rare pancreatitis/gallbladder events. Long-term data (beyond 72 weeks) is still accruing, but so
far the safety profile of tirzepatide appears consistent with that of pure GLP-1 agonists, with no
new categories of side effects emerging.

Other GLP-1 Drugs: Other members of the class (e.g. dulaglutide [Trulicity] and exenatide [Byetta/
Bydureon]) are primarily used in diabetes but also cause similar side effects. For example, weekly
dulaglutide causes nausea in ~20% of users and has the same thyroid caution. These drugs are not
typically used for obesity alone (at least not yet), but they reinforce the class effect: GI issues are the
dominant side effects across all GLP-1RAs , and serious risks like pancreatitis appear to be a
low-frequency, class-wide phenomenon .

In  summary,  clinical  trials  consistently  show  that  gastrointestinal  side  effects  (nausea,  vomiting,
diarrhea, constipation) occur in a significant fraction of patients – often 30-50%+ – especially during the
initial months of therapy . These side effects are the main reason some patients cannot tolerate the
medications.  However,  the  incidence  of  severe  adverse  events  is  low,  and  only  a  small  percentage
(roughly  5–10%)  discontinue  treatment  due  to  side  effects .  Placebo  groups  also  report  many
adverse events (since lifestyle changes or underlying conditions cause symptoms too), so the  incremental
risk attributable to the drug is modest for most side effect categories. The trial data provide reassurance
that  apart  from GI  intolerance,  no organ system is  acutely  “damaged”  by  these drugs  in  the vast
majority of patients – but vigilance remains for the rare cases of pancreatitis, gallbladder disease, etc., as
discussed.
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Safety Guidance from Medical and Regulatory Authorities

Both U.S. and European regulators, as well as medical organizations, have issued guidance to ensure the
safe use of GLP-1 agonists for weight loss:

FDA Boxed Warnings: The U.S.  FDA requires a  boxed warning on semaglutide,  liraglutide,  and
tirzepatide about the risk of thyroid C-cell tumors . The FDA specifically advises  against use in
patients with a personal or family history of MTC or MEN2 syndromes . Providers are instructed
to educate patients on this, even though it’s based on animal data. The FDA-approved prescribing
information for these drugs also lists pancreatitis as a serious risk – with instructions to discontinue
the drug if  pancreatitis is suspected .  Gallbladder disease is highlighted as well;  the Wegovy
label  notes  an  increased  incidence  of  gallbladder  events  and  warns  clinicians  to  be  alert  to
symptoms  of  gallstones .  Additionally,  acute  kidney  injury,  serious  allergic  reactions,  and
worsening diabetic retinopathy (for semaglutide in diabetics) are noted in the safety information

.  Recently,  the  FDA alerted  about  issues  of  improper  use:  some individuals  were  reportedly
taking excessively high doses of these drugs in misguided attempts to lose weight faster, leading to
severe GI complications (like obstructions) – hence a warning not to exceed prescribed doses .
Overall, the FDA’s stance is that these medications are safe and effective when used as indicated, but
both doctors and patients should be aware of the above precautions and monitor accordingly. 

European Medicines Agency (EMA): The EMA has similarly approved GLP-1 agonists for obesity
(Wegovy  in  Europe)  with  parallel  warnings.  In  2023,  EMA’s  Pharmacovigilance  Risk  Assessment
Committee reviewed data on suicidal ideation with GLP-1 drugs after some case reports. In early
2024, they announced finding  no evidence of a causal link to suicidal thoughts , though they
recommended that a warning about monitoring mood be added as a precaution.  The EMA also
emphasizes avoiding these drugs in those with MTC/MEN2, and cautions about pancreatitis (advising
not to restart the drug after a pancreatitis episode) . European product information lists common
side effects (GI issues) and advises on gradual dose escalation to mitigate them, just like in the U.S.
One difference in Europe is that weight-loss medications come under closer scrutiny for psychiatric
side effects due to past problems with other drugs; thus, EMA continues to keep an eye on any
neuropsychiatric signals, although none have been confirmed for GLP-1 RAs. Both FDA and EMA are
aligned  in  considering  the  benefit–risk  profile of  these  medications  to  be  positive  for  obese
patients,  with the  benefits (weight loss and metabolic improvements) outweighing the risks
when used appropriately .

Mayo  Clinic  and  Medical  Centers: Clinicians  at  major  medical  centers  echo  these  safety
considerations.  Mayo Clinic’s  guidance for patients using weight-loss medications highlights that
mild side effects such as nausea, constipation, and diarrhea are common and often lessen over
time, whereas “rarely, serious side effects can happen” . Mayo advises patients to work closely
with  healthcare  providers  for  proper  dose  adjustments  and  to  ensure  they  stay  hydrated  and
nourished to  mitigate  side  effects .  They  specifically  list  pancreatitis,  gallstones,  kidney
problems, and allergic reactions as uncommon but serious issues to watch for, urging patients to
contact their doctor immediately if they experience symptoms like  “severe stomach pain, persistent
vomiting, fever, clay-colored stools, or signs of allergic reaction” . This aligns with FDA/EMA warnings
and provides a patient-friendly  interpretation:  essentially,  don’t  ignore severe abdominal  pain or
other red-flag symptoms, as they could indicate a rare complication.
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Academic  and Professional  Organizations: The  American  Association  of  Clinical  Endocrinology
(AACE) and other bodies have published position statements on obesity treatments. They generally
concur that GLP-1 agonists are a frontline pharmacotherapy for appropriate patients, with GI side
effects being the main management issue. They recommend contraindications such as the thyroid
cancer history, and relative caution in patients with pancreatitis history or severe gastroparesis. The
American College of Physicians (ACP) in its journals highlighted the Saxenda trial results, noting the
higher dropout from side effects but overall “reassuring” findings that no new safety issues emerged

.  The  Endocrine Society and obesity specialists  stress the importance of  titrating the dose
slowly,  managing side  effects  proactively  (dietary  counseling,  anti-nausea meds if  needed),  and
integrating these drugs into a comprehensive lifestyle plan – rather than viewing them as a stand-
alone solution. 

Patient Education: Authoritative sources like the Harvard Health Publishing and Cleveland Clinic
have published plain-language explanations  of  GLP-1  drug side effects.  They emphasize  that  GI
symptoms (nausea, vomiting, diarrhea, constipation) are expected and can often be managed with
simple  measures .  For  example,  Harvard  Health  suggests  eating  slowly,  having  smaller
portions, and avoiding heavy/rich meals to reduce nausea and vomiting . They also mention the
rare serious effects (pancreatitis, bowel obstruction, gallbladder attacks) and advise what warning
signs  to  watch  for .  This  kind  of  guidance  from  trusted  institutions  is  intended  to  help
patients make informed decisions and to not be alarmed by minor side effects while remaining alert
to significant ones.

In summary,  medical  authorities concur that GLP-1 agonists have an acceptable safety profile for
weight loss, provided patients are properly selected and educated. The key safety messages are: (1) Expect
GI side effects – they are normal and usually manageable; (2) Adhere to dosing instructions (don’t rush
the dose increases) to minimize side effects; (3) Be aware of rare dangers – know the signs of pancreatitis,
gallbladder  disease,  or  allergic  reaction  and  seek  help  if  they  occur;  (4)  Avoid  if  you  have
contraindications like  a  history  of  MTC/MEN2;  and  (5)  Use under  medical  supervision,  as  part  of  a
broader lifestyle plan, not as a quick fix .

Considerations for Those Evaluating GLP-1 Weight Loss Therapy

If you are considering starting Ozempic, Wegovy, Saxenda, Mounjaro (or a similar GLP-1 agonist) for weight
loss, it’s important to weigh the benefits against the potential side effects and risks:

Effectiveness vs. Tolerability: These medications are among the most effective weight-loss drugs
available, often resulting in loss of 15% or more of initial body weight over a year or so . This
degree of weight reduction can vastly improve obesity-related conditions (diabetes, blood pressure,
fatty liver, etc.). However, nearly everyone experiences some side effects, especially at the beginning.
You should be prepared for the likelihood of  nausea or stomach upset in the first weeks,  and
possibly  intermittent  nausea  thereafter  when  doses  increase .  The  good  news  is  that  these
symptoms typically improve as your body adapts . Many patients find that the side effects are
mild enough to tolerate in exchange for the reduced appetite and weight loss benefits. But a fraction
(perhaps 1 in 10) find the side effects unbearable and choose to discontinue. Before starting, ask
yourself how you cope with nausea or GI discomfort, and have a plan with your doctor for managing
these (for instance, dietary changes or medications for nausea).
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Medical Screening: It is crucial to discuss your full medical history with your provider to ensure it’s
safe for you to use a GLP-1 agonist. Absolute contraindications include a personal/family history of
medullary thyroid carcinoma or MEN2 syndromes . If you have a history of  pancreatitis, your
doctor will likely advise against GLP-1 therapy or use it with extreme caution . If you suffer from
severe gastroparesis (slow stomach emptying) or have had bowel obstruction issues, these drugs
might exacerbate those conditions. Gallbladder disease history is another point – rapid weight loss
could trigger gallstone problems, so if you’ve had gallstones or your gallbladder removed, let your
doctor  know.  Pregnancy is  a  no-go:  these drugs are  not  recommended if  you are  pregnant  or
planning to become pregnant imminently, due to unknown fetal effects (they should be stopped at
least 2 months before a planned pregnancy) . Also, if you’re currently on diabetes medications or
other weight-loss pills, a healthcare professional will need to adjust those to avoid interactions (e.g.
preventing hypoglycemia by lowering insulin doses when starting Ozempic) .

Monitoring  and  Follow-up: Once  on  therapy,  expect  regular  follow-up,  especially  in  the  early
months. Your provider may check in on side effects and can adjust the pace of dose increases. Lab
monitoring might include pancreatic enzymes (if symptoms arise), gallbladder ultrasounds (if you
have abdominal pain), and kidney function if you had any dehydration episodes. Diabetic patients
should  get  an  eye  exam (if  not  recent)  and  continue  annual  eye  checks,  since  any  rapid
improvement in blood sugar control could transiently affect the eyes. Also, if  you are on thyroid
medication (like Synthroid for hypothyroidism), be aware that the slowed gastric emptying can alter
absorption – you may need thyroid levels checked and dose adjusted after starting a GLP-1 agonist

.

Lifestyle Measures: Using a GLP-1 agonist is not a substitute for healthy eating and activity – in fact,
these medications are meant to be an  adjunct to diet and exercise. Combining the drug with a
balanced, lower-calorie diet and regular physical activity will enhance weight loss and may also help
reduce side effects  (exercise,  for  example,  can alleviate  constipation and improve digestion ).
Dietitians often counsel patients on what and how to eat while on these meds: small, frequent meals,
higher  protein,  lower  fat  (because  high-fat  meals  can  worsen  nausea),  and  adequate  fluids.
Following these guidelines can make the treatment more pleasant and effective .

Expectations and Long-Term Use: Understand that for sustained weight management, you’ll likely
need to stay on the medication long term. Stopping often leads to regaining the weight. Trials
have shown that after discontinuing semaglutide, patients tend to regain a significant portion of the
lost weight within a year or so . Therefore, when evaluating whether to begin therapy, consider
your  willingness  to  take  a  weekly  (or  daily)  injection  for  the  foreseeable  future.  Many  obesity
specialists view these drugs similarly to how we view blood pressure or cholesterol medications – as
ongoing therapy. The safety data we have for long-term use (several years) is reassuring, but of
course, any very long-term effects (over decades) are still being studied, given these are relatively
new for obesity. So far, though, there’s no indication of organ damage or other cumulative toxicity
with prolonged use . 

Cost  and  Access: While  not  a  “side  effect,”  the  cost  can  be  a  practical  consideration  –  these
medications  are  expensive  and not  always  covered by  insurance for  weight  loss.  High cost  and
insurance barriers have led some patients to start and then stop treatment, which can yo-yo weight.
If you’re evaluating therapy, check your coverage and consider the financial aspect of potentially
needing the drug for a long duration. Some patients who stop due to cost have reported trying to
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https://www.roswellpark.org/cancertalk/202409/ozempic-thyroid-cancer#:~:text=Specifically%2C%20the%20warning%20advises%20patients,to%20avoid%20semaglutide%20medications
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https://www.aafp.org/pubs/afp/issues/2023/0100/steps-semaglutide-obesity.html#:~:text=placebo%29%20lost%20at%20least%205,6
https://pmc.ncbi.nlm.nih.gov/articles/PMC8294388/#:~:text=underlying%20mechanisms,at%20risk%20for%20deterioration%20of


ration  doses,  which  is  not  advisable  and  can  increase  risk  (undertreating  then  overdosing).
Consistency is key for both safety and efficacy.

Patient Experience: On the positive side,  many patients report  that  after  the initial  adjustment
period, they feel normal on the medication – just less hungry. The term “food noise” is often used
to  describe  constant  thoughts  about  food,  and  GLP-1  agonists  markedly  reduce  that  for  many
people, making it easier to adhere to healthier eating. Quality of life often improves as weight comes
off, and issues like joint pain, mobility,  and blood sugar control get better.  Balancing that,  some
patients do have on-and-off mild nausea or fatigue that never fully goes away, or they miss enjoying
large  meals.  It’s  a  very  individual  experience.  If  possible,  talk  to  others  who  have  used  the
medication, or start the medication at a time when you can afford a few days of feeling off (for
instance, not right before a big work trip or event). 

When to Call the Doctor: As a rule of thumb, you should promptly contact your healthcare provider
(or seek emergency care) if  you experience  severe abdominal pain (especially with vomiting),
which could indicate pancreatitis or gallstones, persistent vomiting and inability to keep liquids
down (risking dehydration),  symptoms of dehydration like dizziness and fainting,  yellowing of
skin/eyes (jaundice,  which  can  signal  gallbladder  or  pancreas  issues),  or  any  signs  of  allergic
reaction (such as swelling of the face/lips or trouble breathing) . Such events are rare, but it’s
vital  to  be  aware.  For  most  milder  side  effects,  your  doctor  can  guide  you  on  remedies  (e.g.
prescribing  anti-nausea  medication,  adjusting  other  meds,  etc.).  Don’t  hesitate  to  use  your
healthcare team – they prefer you inform them of troubling side effects rather than silently suffer or
quit the medication on your own.

Bottom Line: For someone considering Ozempic or its peers for weight loss, the decision should factor in
the transformative benefits these drugs can provide,  against  the inconvenience and discomfort  of  side
effects and the small risks of serious complications.  Clinical studies and expert reviews indicate that
these  medications  are  generally  safe  when  used  appropriately .  The  common  side  effects,
though  unpleasant,  are  manageable  and  usually  transient.  The  serious  risks,  like  thyroid  tumors  or
pancreatitis, are very infrequent, but they underscore the importance of proper medical oversight. If you do
choose to begin therapy, go in with a clear understanding of what to expect: likely some nausea or GI upset
(especially  early  on),  the  need  for  patience  during  dose  titration,  and  the  commitment  to  pairing  the
medication with a healthy lifestyle. Armed with this knowledge and supported by regular medical follow-up,
patients  can  make  an  informed  decision  and  potentially  achieve  significant  health  gains  using  GLP-1
receptor agonists for weight management.

Sources: Clinical  trial  data  and  drug  labeling  for  semaglutide  (Ozempic/Wegovy) ,  liraglutide
(Saxenda) , and tirzepatide (Mounjaro) ; FDA and EMA safety communications ; Mayo
Clinic and Harvard Health guidance ; and a 2021 safety review of semaglutide . These sources
confirm  the  prevalence  of  GI  side  effects,  outline  rare  but  serious  risks  (thyroid  tumors,  pancreatitis,
gallbladder disease), and provide consensus recommendations on safe use of GLP-1 agonists for weight
loss. Each patient’s situation is unique, so consultation with a healthcare provider is essential before starting
these medications. 
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Ozempic and thyroid cancer | Roswell Park Comprehensive
Cancer Center - Buffalo, NY
https://www.roswellpark.org/cancertalk/202409/ozempic-thyroid-cancer

GLP-1 diabetes and weight-loss drug side effects: "Ozempic face"
and more - Harvard Health
https://www.health.harvard.edu/staying-healthy/glp-1-diabetes-and-weight-loss-drug-side-effects-ozempic-face-and-more

Semaglutide (Wegovy) for the Treatment of Obesity | AAFP
https://www.aafp.org/pubs/afp/issues/2023/0100/steps-semaglutide-obesity.html

Once-Weekly Semaglutide in Adults with Overweight or
Obesity
https://discovery.ucl.ac.uk/10127569/1/nejmoa2032183.pdf

Obese, nondiabetic patients lost weight with liraglutide injections | I.M. Matters Weekly | I.M.
Matters Weekly 
https://immattersacp.org/weekly/archives/2015/07/07/1.htm

Managing common side effects from weight-loss drugs | Mayo Clinic Diet
https://diet.mayoclinic.org/us/blog/2024/managing-common-side-effects-from-weight-loss-drugs/

Tirzepatide Once Weekly for the Treatment of Obesity - PubMed
https://pubmed.ncbi.nlm.nih.gov/35658024/

Semaglutide (subcutaneous route) - Mayo Clinic
https://www.mayoclinic.org/drugs-supplements/semaglutide-subcutaneous-route/description/drg-20406730

Safety of Semaglutide - PMC 
https://pmc.ncbi.nlm.nih.gov/articles/PMC8294388/

[PDF] ANNEX I SUMMARY OF PRODUCT CHARACTERISTICS - EMA
https://www.ema.europa.eu/en/documents/product-information/wegovy-epar-product-information_en.pdf

Semaglutide (oral route) - Mayo Clinic
https://www.mayoclinic.org/drugs-supplements/semaglutide-oral-route/description/drg-20492085

Meeting highlights from the Pharmacovigilance Risk Assessment ...
https://www.ema.europa.eu/en/news/meeting-highlights-pharmacovigilance-risk-assessment-committee-prac-8-11-april-2024

EMA Investigating Suicidal Thinking With GLP-1 Drugs for Weight Loss
https://www.tctmd.com/news/ema-investigating-suicidal-thinking-glp-1-drugs-weight-loss

EMA: No Evidence of Link Between GLP-1 Receptor Agonists and ...
https://www.tctmd.com/news/ema-no-evidence-link-between-glp-1-receptor-agonists-and-suicidal-thoughts

Liraglutide for Children 6 to <12 Years of Age with Obesity - PubMed
https://pubmed.ncbi.nlm.nih.gov/39258838/

Tirzepatide versus Semaglutide Once Weekly in Patients with Type ...
https://www.nejm.org/doi/full/10.1056/NEJMoa2107519

Tirzepatide vs. Semaglutide for Patients with Obesity: A Head-to ...
https://www.jwatch.org/na58789/2025/05/15/tirzepatide-vs-semaglutide-patients-with-obesity-head-head

[PDF] Summary of risk management plan for Wegovy (semaglutide sc 2.4 ...
https://www.ema.europa.eu/en/documents/rmp-summary/wegovy-epar-risk-management-plan-summary_en.pdf
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