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ASK for Permission \

to Discuss Weight

ASSIST in addressing drivers & barriers,

offer education & resources, refer to

o 3. ,
1 | P R ECAUCIO 0 5 A provider, and arrange follow-up ASSESS obesity related risk and potential
‘root causes’ of weight gain

~

AGREE on a realistic SMART plan to
achieve health behaviour outcomes

ADVISE on obesity risks, discuss
benefits & options
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5='gencat | Canal Salut

£ Torna

Decisions compartides

Les decisions compartides sén el resultat de la conversa entre els professionals de la saluti la persona sobre com fer front a una condicié de salut.
En aguesta conversa, l'equip de professionals de la salut informa sobre les diferents opcions disponibles, riscos i beneficis, i |a persona expressa les
seves preferéncies, circumstancies personals, valors i creences, amb la finalitat de prendre una decisié informada, responsable i compartida.

Contingut de I'espai de Rol actiu

en salut de I'Escola de Salut

D= a‘“ﬂﬁ‘j"éﬂ:ﬂ“‘""“"‘“im Catalana en col-laboracié amb
I'Agéncia de Qualitat i Avaluacié

Sanitaries de Catalunya

Curs en linia sobre
Decisions Compartides

‘]‘I Vols adquirir coneixements
enfocats a comprendre i participar
activament en les decisions que afecten
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Patient Tools And Resources Recognizing & Reducing Weight Bias OC Connect Secure Patient Community

Home e Patient Tools and Resources

OC Connect

Secure patient community oe‘f’eon nect

B English (Canada)

A supportive community built for you

Living with obesity can be isolating, but you don't have to navigate it alone. OC Connect is a free, private,
and evidence-based community for patients, by patients. This is not a space for fad diets or weight-loss
trends—it's a place for real conversations, support, and empowerment.
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Channel

Followers (on 16 October
2025)

Finland iennipuolivali O 39,000
Germany medicinexcare 242,000
Italy infermieregianluca & 175,000
Latvia uzlabo O 32,800
Portugal raquelvareda &F 52,800
Slovenia david.zupancic O 41,100
Spain boticariagarcia Of 861,000
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Coramary arterial stamt insertion
Arute myocardial infarction
Unstahle angina

Atrial fibrillation

COVID-18

COVID-19 preumonia

Angina pectoris
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Mon-cardiac chest pain

Cardiac failure
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B Semaglutide 2.4 mg (n=8,803; FYO=29,183)

AEs leading to permanent trial product

discontinuation®
Proportion of participamts with events (3)
Mausea L [ ]
Diarrheea L ]
Vamiting | ¥ ]
Decreased appetite | W [ ]
Constipation | ¥
Dyspepsia | W [ ]
Abdominal pain LN |
Gastrossaphagesl reflux disease |7 B
Abdaminal pain upper Ld |
‘Weight decreased | T
I I I I I I
o9 10 20 3an 4.0 5.0

¥ Placebo (n=B,201; FYD=29,112]
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Table3 Results for the safety profile of tirzepatide versus placebo

Tirzepatide vs. placebo

Outcomes SURMOUNT-1 SURMOLUMNT-3 SURMOUNT4 Pooled resulis
] N (%) M%) OR 95% CL
Serious adverse evenls 16 (6.1%) vs. 44 (6.8%) 1T (5.9%) vs. 14 (4.8%) DO CR0% ) ws, 10 (3.0%) .95 [0L&9: 1.30]
Overall adverse events 1527 (BOL53%) v, 463 (T2.0%) 250 (B7.1% ) vs. 224(76.7%) 202 (60%) vs. 187 (56%)  1.53 [1.18; 1.98]
: , " 3 337 1 40

Mausea S62 (2065 ) vs. 61 (9.5%) P14 (3975 ) vs. 41 (14.0%) ITORLRE) ws 902.7%) 4.26 [2.60; 3.81]
Vomiting 19T (1A% va 1L (LT5) S2{18.1%) vs. 4 {1.4%) 19 (5. T ws. 401.2%) 8.35 [5.19; 13.45
[Marrhea BOR (21.0%) va 47 (7.3%) BO 3100 s, 27 (9.29%) 36 (10.7%) vs. 16 (4.8%) 357 [2.80; 4.57]
Decreased appetite 186 (9.8%) vs. 21 (3.3%) 2T 4%y vs. 12 (4.1%) MNA 304 [2.06; 4.49]
Dryspepsia DES (10005 ) va, 2T (4.27) 2T94%) ve DR MA 28 [1.93; 4.06]
Dizziness BT (4.6%) vs. 15(2.3%) 20Ty vs. B {2.1%) MNA 245 [1.50; 3.949]
Injection site reaction B3 (4.4%) vs, 2035 A2(110%) ws. 3 {1.0KE) MNa 1465  [581;31.70]
Eructation Q24 0% ) ws. 4 (1L6F) 16 (5a% ) vs. 3(10%) MA 186 [3.57: 36.97]
Alopecia QO (5 2% ) ws. 6 (0L9%) 20T vs. 41 4%) MNA 576 [2.95; 11.23]
Abdominal discombort 96 (5. 1% ) vs. 21 (3.3%) A0 (L05%) ws. 7 (2.4%) MNA 261 [0.91; 7.54]
Headache 125 (6.6%) vs. 42 (B.5%) 2T9.4%) vs. 22 (7 .5%) MNA 1.0 [0.79; 1.50]

AEs sdverse events, D discontinuation, & number, NA not avalable, OR odds ratio, OF confidence interval
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amagones Eiviar 2 Sl Todos los departamentos ¥  0zempic Q Hola Inaki Devoluciones L

© Barcelona 08037 BN ES- Cuentaylistas - y Pedidos e« Cesta

— Todo Amazon Haul Entregahoy Supermercado ~ Ofertas Volveracomprar Historial de navegacion ~ Amazon.es de Inaki Ideas para regalos

Amazon.es  Ubicaciones de recogida de Amazon Hub Los mas vendidos  Ofertas  Amazon Segunda mano Lista de deseos  Tarjetasregalo  Amazon Prime  Apps de Amazon  Vender en Amazon

1-48 de 257 resultados para "ozempic” [ Ordenar por: Destacados V |
Con derecho a envio gratis Resultados
] Envio gratis por Amazon Mas informacion sobre estos resultados. Consulta la pagina del producto para ver otras opciones de compra.

Envio GRATIS con Amazon para destinos
elegibles

Opiniones de los clientes

<7 oma avita'ifi
% W K L7 omas ® detoxify = n life
Precio FarfBurner

BLPRIME -

4 EUR-21EURy mas

O O ()

L-Carnitive Gercnla Camboge
T vert Cold vert
Carcomas BIOPERmits

(EEITE I T

!

I CROMS CONTHRNE & maviind
VRN MOBUALES BE GLUTOTA (8 G
—_— —

De0a 10 EUR Y

De 10a 15 EUR

De 15a 20 EUR Detoxify GLPrime | Alternativa Quemagrasas Potente Para Adelgazar Quemagrasas Potente | Pastillas para
Mds de 20 EUR Natural a Analogo de GLP1 para Rapido y Efectivo Mujer | Fat Burner | adelgazar de alta biodisponibilidad |
T Adelgazar Rapido y Efectivo | Mejor...  TRYVITE BURN&CUT Formula... Termogénico potente a base L-...
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SCIENCE MEDICINES HEALTH

Medicines ¥ Human regulatory v Veterinary regulatory ¥ Committees ¥ News & events v Partners & networks ¥  About us v

Home > News > Warning about sharp rise in illegal medicines sold in the EU

Warning about sharp rise in illegal
medicines sold in the EU

3 September 2025

Illegal medicines marketed as GLP-1 receptor agonists for weight loss and diabetes pose serious risk
to health

(Human) (Medicines ) B7) U.s. FOOD & DRUG (e

ADMINISTRATION

~—Home / Drugs / Drug Safety and Availability / Postmarket Drug Safety Information for Patients and Providers / FDA's Concerns with Unapproved GLP-1 Drugs Used for Weight Loss

FDA’s Concerns with Unapproved GLP-1 Drugs
Used for Weight Loss

Report issues to FDA
Postmarket Drug Safety Content current as of:

Information for Patients
and Providers Compounding and the FDA: Questions and Answers 09/25/2025

Regulated Product(s)

Index fo Drug-Specinc Understanding unapproved versions of these drugs Drugs

Informati
rommaton FDA is aware that some patients and health care professionals may look to unapproved

versions of GLP-1 (glucagon-like peptide-1 (GLP-1) receptor agonists) drugs, including
semaglutide and tirzepatide, as an option for weight loss. This can be risky for patients, as
unapproved versions do not undergo FDA's review for safety, effectiveness and quality
before they are marketed.
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HEMEROTECA DE EQUIPO DE INVESTIGACION

"O me porto bien o me aplico
Ozempic”: la confesiéon de un
empresario catalan sobre el

52 PRECAUCIO: Negligencia  medicamento que se inyecta
para adelgazar

"Cuando veo que me paso, visita al médico, receta y andando, y otra vez

analitica para ver que todo estd bien”, canfesé_ un

empresario cataldan que utiliza Ozempic para bajar de peso, a Equipo de
Investigacion.
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Medication Central site of action Peripheral site of action

@ GLp-1 Receptor Agonists 13459 Gastrointestinal tract

@ Naltrexone/Bupropion 1,234,6,7,10 None

B Phentermine/Topiramate 238 None

A Orlistat None Gastrointestinal tract

@ GIP/GLP-1 dual agonists 13459 Adipose tissue, gastrointestinal tract
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Guia Espanola GIRO
Cooe ®"  Guia espaiiola del manejo Integral y multidisciplinaR

de la MUEHGELE en personas adultas

TABLA 3. Farmacoterapia aprobada para el tratamiento de |la obesidad
en el contexto de Espana. (1 de 2)

AR R REEE R R R R R R R R R R R R R R R R R R R R R R R R R R R RS R R R R RS R R R E RS R R R R R

FEE R R R R R R SRR R

Orlistat Liraglutida Semaglutida Tirzepatida

Mecanismao de accion sHIiRcor e Speen panchodiica a nivel arGLP-1[132] arBLP-1[133] Agonista dual receptores GLP-1y GIP[124]
intestinal[131]

Modo de administracion Oral Subcutaneo Subeutaneo Subcutanen

Dosis/ frecuencias recomendadas 120 mg, tres veces al dia JO0mgdiarios 2.4 mg semanales 5,0y 10,0 myg semanales

Cambio (%) en el peso corporal -8,2% vs_-35% WS s -2 4% bt e L sl

vs. placebo
Efecto en el peso a largo plazo,
placebo restado

% pacientes que logran una pérdida
de peso 2 10% al afo

% pacientes gue logran una pérdida
de peso 2 15% al afio

Contraindicaciones
y poblaciones especiales

Efectos secundarios comunes

Interacciones medicamentosas

2,9%134]

-2, 8 kg alos 4 afos [137]
26% (ve. 14% en PEOI[134]

Mo estudiado

= Colestasis
= Sindromes de malabsorcion
= Embarazo, intento de concepcion, lactancia

= Heces blandas y aceitosas, aumento de
deposiciones, flatulencias

= Witaminas liposolubles
* Levotiroxing

= Ciclosporina

= Anticoagulantes orales
= Anticommulsionantes

[OTE: -5,7{IC95%: -8,3; -5,11][135]
-4,2% alos 3 anos [138]

33.1% {vs. 10,E% eon PBO)[135]
4% v, 3,5% con PBO][138]

= Antecedentes personales o familiares de
cancer madular de tirsides

= Antecedentes personales del sindrome de
MENZ

= Embarazo, intento de concepeion, lactancia

= Mauseas, estrefimiento, diarrea,
vamitos lespecialmente al inicio dal
tratamiento)

Puede afectar a la absorcion de
medicamentos debido a la ralentizacion
del vaciado gastrico

[OTE: -14.4 (IC 95%: -15,3; -13,6)][13E]

-12,6% alos 2 afios[133]

74,8% (vs. 11,8% con PEOI[13E]

54y, 8% [vs. 5,0% con PEDI[136]

= Embarazo y lactancia
* Hipersensibilidad al principio activo

* Mauseas, estrefimiento, diarrea,
vomitos [especialmente al inicio del
tratamiento)

Puede afectar a la absorcion de
medicamentos debido a la ralentizacion
del vaciado gastrico

-14,6; 12,8}y -18,9(20,0; -17.8) para 5,0y 10,0
myg respectivamente ][ 125]

Mo disponible
a0, 1% ve. 13,5% con PEO)[124]

78,2%|vs. 6.0 con PEOJ[124]

= Embarazo, mujeres en edad fértil que no
utilicen métodos anticonceptives, lactancia

* Hipersensibilidad al principio activa o
excipientes

* Mauseas y diarrea (especialmente al
inicio del tratamianta)

* Hipoglucemias si uso conjunto con
sulfonilureas o insulina

Fuede afectar a la tasa de absarcidn de
medicamentos por su efecto de retraso
sobre el vaciado gastrico
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- Pacients que restin sota
tractament amb:
Warfarina,Levotiroxina,Ciclos
porina i Annticomicials.

\_ - Suplementacio vitaminica. /
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System organ class and frequency

Adverse reaction

Blood and lymphatic system disorders

Not known

Decreased prothrombin and increased INR
(see sections 4.3 and 4.5)

Immune system disorders

Not known

Hypersensitivity reactions including anaphylaxis,
bronchospasm, angioedema, pruritus, rash, and urticaria

Psychiatric disorders

Common

Anxietyt

(iastrointestinal disorders
Fery commnion

Commaon

Not known

cnal and urinary disorders

Not known

Oily spotting

Flatus with discharge
Faecal urgency

Fatty oily stool

Oily evacuation
Flatulence

Soft stools

Abdominal pain
Faecal incontinence
Ligquid stools
Increased defaecation

Diverticulitis

Pancreatitis
Mild rectal bleeding (see section 4.4

Oxalate nephropathy that mav lead to renal failure

Hepatobiliary disorders

Not known

Hepatitis that may be serious. Some fatal cases or cases
requiring liver transplantation have been reported.
Cholelithiasis

Increase in transaminases and in alkaline phosphatase

Skin and subcutaneous tissue disorders

Not known

Bullous eruption
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GLP1 & GIP RA ¥\ ou |

Actividad GIP* Actividad GIP*
| Reduccnde la ingesta de t Aumento de la sensibilidad
alimentos. 8 la insulina
y Actividad GLPA 1 Aumento de i capacidad
3 i ce e de de alimacenamients adecuado
: “ de bos lipidos.
t  Aumento de la sacedad
N/
' Y ™
Pancreas
Medication Central site of action  Peripheral site of action
® GLP1 Receptor Agonists 13459 Gastrointestinal tract Actividad GIP
t  Aumento de la insulina
@ Naltrexone/Bupropion 1,234,6,7,10 None S
B Phentermine/Topiramate 2,38 None forma dependiente de s ghucosa
Actividad GLP1 Actividad GLP-1
A Orlistat None Gastrointestinal tract . o 1 o
@& GIP/GLP-1 dual agonists 1.34.59 Adipose tissue, gastrointestinal tract }  Disminucin de ghucagdn \aciamienin géstrion
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Diabetes, Metabolic Syndrome and Obesity: Targets and Therapy

Dovepress

) ORIGINAL RESEARCH
Reasons for discontinuation of GLP| receptor
. B EUS
agonists: data from a
Prafer oral medication over injections 52.0%
Tal = Patients
survey of physicians Made me fee sic sPatens
. Injections were oo costly
type 2 diabetes
Did not help to lose weight
; Patients
A Lack of blood glucose control Caused dianthealgas/bloating 64,49,
Nausealvomiting Inadequate blood glucose control )
Gl side effects Injections were painful
Patient request Ragular injections too incomeniant
Lack of patient compliance Concerned about needle size
Injection-site reaction Difficult to plan dally activities around
Unsuitable for this patient Made me throw up
Cost Symploms of low blood sugar
Weight gain Itchirash/other reactions at injection site
H ,
ypoglycemia Difficult to plan meals around
To simplify treatment
Causad welght galn
Unsuitable for renal impairment level i, . . . . ] i
Edema 0%  10%  20%  30%  40%  S50%  60%  70%  80%
Cardiovascular risk | 0.2% Difficult to plan meals around : 4 6%
0% 10% 20% 30% 40% GO% 60% TO%  &0% 0%  10%  20%  30%  40%  50%  60%  70%  80%

Mirko V Sikirica et al. Diabetes, Metabolic Syndrome and Obesity: Targets and Therapy, , 403-412
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WILEY
ORIGINAL ARTICLE

Retinopaia Diabetica

Semaglutide, reduction in glycated haemoglobin and the risk
of diabetic retinopathy

Tina Vilsbgll MD! @ | Stephen C. Bain FRCP? | Lawrence A. Leiter MD3© |
lidiko Lingvay MD* © | David Matthews DPhil®> | Rafael Simé MD? |
Ida Carge Helmark MD? | Nelun Wijayasinghe MD’ | Michael Larsen MD®

(A) f glﬂnlﬂfzgﬁ% GI|D}?:E_-2éiEJ| b (B) 1. (HR 1.33; 95% Cl 0.36-4.95)
# 'g © SEMAGHICE, <8 place o 104 Events: 5 semaglutide; 4 placsbo
s 8 ¢
T 7 g B4
c @ T
@ B =
= w 6
= b £
= oy s 5
n = 40
g 3 £ 1
g 2 % 2]
1
® 0 o 14
_— °
0 8 18 24 32 40 43 s B T2 B0 88 96 04 112 O & 16 24 32 40 48 56 64 72 B0 B8 O 104 192
> L Time, waek )
Humber of subjects at risk T : - Time, weak
. Humber of subjects at risk v
aglutide 510 498 492 483 466 450 454 54 Semaglutide 1023 1015 101 1005 099 085 978 116
Placebo 458 453 445 ar 421 o 410 - Placebo 1089 1083 1073 1071 1058 1045 1035 119

—— Semaglusiide Placebo —— Semaglutide Placsbo

DM amb RD + DM amb RD -
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Age-related Macular Degeneration



Age-related Macular Degeneration

. Late AMD
Early AMD Intermediate AMD Late AMD (GA) (Neovascular AMD)
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Ii' GLP-1 RA exposure time 0.5to 1.5y \Ll GLP-1 RA exposure time >1.5t0 2.5y
Research 301 e
2 25 2 25
LS S L
JAMA Ophthalmology | Original Investigation g s
22 15 FE 15
Glucagon-Like Peptide-1 Receptor Agonists 5 . ;
. . g GLP- EM ...................... g I " Unexpose
and Risk of Neovascular Age-Related Macular Degeneration 5o ‘
Unexposed .—"“
Reut Sher, MD; Andrew Mihalache, MDIC); Atefeh Moori, PhD; Renana Shor, MD; n‘; 5 10 15 20 25 30 s 5 10 15 20 25 30
Radha P Kohly, MD, PhD: Marko M. Popovic, MO, MPH: Rajeev H. Muni, MD, M5c Fallow-up. mo Follow-up. mo
[C] GLP-1Rhexposiretine 22 5y
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ELP-1RA
ol
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5y B g
E-; 2! ™
g 25 b | E% 15 :
=X gﬂ ! P ! Unexposed
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E "E ...-'"-"-" 3 i 15 » 3 )
ﬁ g 15 | ;__J--F' Follo-up, Mo
£S =
-1} .: LR L]
ZE g o Unexposed - .. . . .
"= L0~ ' Table 2. Risk of Neovascular Age-Related Macular Degeneration in Matched Patients With Diabetes
=
E Exposed to GLP-1 RAs (n = 46 334)
By length of exposure, mo i
0 : : : : : Total, =6 mo 6-18 18-30 >30 (n=92668)
0 3 10 15 20 25 30 Events, No. 93 14 29 50 88
Follow-up, mo
Person-years, No. 115518 39439 35490 40589 231035
Crude HR (95% Cl) 2.11(1.58-2.82) 0.92(0.52-1.62) 2.12(1.40-3.23) 3.26(2.31-4.60) 1 [Reference]
Adjusted HR 2.21(1.65-2.96) 0.94(0.53-1.65) 2.26(1.49-3.45) 3.62(2.56-5.13) 1 [Reference]
(95% CI)® ‘ ! ! '
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Nonarteritic Anterior Ischemic Optic Neuropathy (NAION)
-]

Research

JAMA Ophthalmology | Original Investigation

Risk of Nonarteritic Anterior Ischemic Optic Neuropathy
in Patients Prescribed Semaglutide

Jimena Tatiana Hathaway, MD, MPH; Madhura P. Shah, BS; David B. Hathaway, MD; Seyedeh Maryam Zekavat, MD, PhD;
Drenushe Krasnigi, BA; John W. Gittinger Jr, MD; Dean Cestari, MD; Robert Mallery, MD; Bardia Abbasi, MD;
Marc Bouffard, MD; Bart K. Chwalisz, MD; Tais Estrela, MD; Joseph F. Rizzo Ill, MD

Research

JAMA Ophthalmology | Original Investigation
Semaglutide and Nonarteritic Anterior Ischemic Optic Neuropathy

Cindy X. Cai, MD, M5; Michelle Hribar, PhD; Sally Baxter, MD, MSc; Kerry Goetz, MS; Swarup S. Swaminathan, MD;
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PRAC concludes eye condition NAION is a very
rare side effect of semaglutide medicines

Ozempic, Rybelsus and Wegovy

o June 2025 Results from several large epidemiological studies suggest that exposure to semaglutide in adults with
type 2 diabetes is associated with an approximately two-fold increase in the risk of developing NAION
compared with people not taking the medicine. This corresponds to [appre:-::imately one additional CaSE]
[Dt NAION per 10,000 person-years of treatment] one person-year corresponds to one person taking
semaglutide for one year. Data from clinical trials also point to a slightly higher risk of developing the
condition in people taking semaglutide, compared with people taking placebo (a dummy treatment).
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Nonarteritic Anterior Ischemic Optic Neuropathy (NAION)
( molt rara 1/10000)

Enfermedad Tipo Prevalencia aproximada
Sindrome de Marfan Genética (tejido conectivo) 1/5.000-1/10.000
Fenilcetonuria (PKU) Metabdlica 1/10.000
Neurofibromatosis tipo 2 Genética (tumores nerviosos) 1/10.000

Sindrome de Rett Neuroldgica 1/10.000 - 1/15.000
Adrenoleucodistrofia Metabodlica 1/10.000

Ataxia espinocerebelosa Neuroldgica 1/10.000

Sindrome de Prader-Willi Genética 1/10.000 — 1/30.000
Sindrome de Angelman Genética 1/10.000 — 1/20.000
Esclerosis lateral primaria Neuroldgica 1/10.000

Sindrome de Bardet-Bied| Genética 1/10.000
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Alopecia & Telogen Effluvium

Recelved: 29 March 2024 Accepted: 4 June 2024 Journal O'Fthe American Academy O'F “JAAD
DOL: 10.1111/dv. 20197 3 &
— e Dermatology

sv JEADV !

LETTER TO THE EDITOR —

volume 93, Issue 6, December 2025, Pages 1612-1614

Brief report

associated with the use of semaglutide and tirzepatide: A lpcrease.d risk Of[tEIOgen efﬂUVIUm]Wlth
tirzepatide compared to other weight

loss medications: A retrospective cohort
TriNetX database study

Zachary Meubauer BS °, Michael M. Ong BS ®, Amit Singal BA =,
Shari R. Lipner MD, PhD 9 2, &=

disproportionality analysis using the FDA adverse event reporting
system (FAERS) from 2022 to 2023

TABLE 1 Disproportionality analysis of cases of alopecia reported for the currently FDA approved GLP-1 agonists and GLP-1/GIP receplor agonist

in FAERS from 2093 0 2023 reparting ROR values and 95% Cls. Table I1. Cox proportional hazard analysis of TE risk between GLP-1RA and controls with subanalysis of
specific GLP-1RA medications and contrals

Medications class Medication Number of cases, n ROR 950 CI

GLP-1 agonist Semaglutide 199 2.46 2.14-2.83 Treatment group Controls” HR (95% CI) Bariatric surgery HR (95% CI) her wuighl loss medications' HR (95% C1)
Liraglutide 20 1.53 0.77-3.02 All GLP-1RA 1.39 (1.12-1.72)° 1.40 (0.79-2.48) 1.39 (1.01-1.91)
fuhﬁi%':"f = i e Liraglutide 156 (0.83-2.91] 1.47 (0.66-3.27) 1.54 (0.82-2.89)
— . - o Semaglutide 133 (087-2.02 097 (050-1.89) 135 (0.87-2.08)

R , ) _ Tirzepatide 2.53 (1.28-5.01) 161 (0.65-3.99) 265 (132-5.32)

GIPGLP-1 receptor agonist Tirzepatide 179 1.73 1.42-2.09

ALO-SEMA TE-TIRZE
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Colelitiasis i Patologia de la Via Biliar (1-5%S i <0’1-1L)

JAMA Internal Medicine | Original Investigation

Association of Glucagon-Like Peptide-1 Receptor Agonist Use
With Risk of Gallbladder and Biliary Diseases
A Systematic Review and Meta-analysis of Randomized Clinical Trials

Liyun He, MM; Jialu Wang, MM; Fan Ping, MD; Na Yang, MM; Jingyue Huang, MM; Yuxiu Li, MD; Lingling Xu, MD; Wei Li, MD; Huabing Zhang, MD

Figure 2. Risks of Cholelithiasis, Cholecystitis, and Biliary Diseases in Patients Randomized to GLP-1 RA Treatment Compared With Controls in All Trials

No. of events/total ARD (95% Cl) Increased @ Increased Test of
No. of GLP-1 RAs Control per 10000 2, % Relative risk risks with : risks with effect 0 test
Outcomes studies groups groups persons/year (95% Cl) (95% Cl) controls : GLP-1 RAs (Pvalue) (P value)
Gallbladder or 76 916/57856 544/45515 27(17 to 38) 0(0-27) 1.37(1.23-1.55) P =001 .86
biliary disease :
Cholelithiasis 61 454/53674 287/42212 14 (5to 24) 0(0to30) 1.27(1.10to 1.47) P 001 .99
Cholecystitis 53 302/49491 187/40574 10 ({4 to 18) 0(0to32) 1.36(1.14to01.62) P—— =.001 .99
Biliary disease 21 77/36225  41/32741 2(0to5) 0(0to48) 1.55(1.08t02.22) : | 02 .99
Cholecystectomy 7 12513690 61/11479 9(3tol7) 0(0to71) 1.70(1.25t02.32) P — =001 .49
Biliary cancer 12 25/31010  15/30026 5{-3to20) 0(0to58) 1.43(0.80+to02.56) | 22 .86

0.6 1.0 1.4 1.8 2.2 2.6
Relative risk (95% CI)

ARD denotes the absolute risk difference and GLP-1RA, glucagon-like peptide-1 receptor agonist.
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EMA statement on ongoing review of GLP-1
receptor agonists

11 July 2023

@D G

thoughts of self-harm with medicines known as GLP-1 receptor agonists,! including
Ozempic (semaglutide), Saxenda (liraglutide) and Wegovy (semaglutide). These
medicines are used for weight loss and for treating type 2 diabetes.

The[review was triggered by the Icelandic medicines agency following reports of suicidal
thoughts and self-injury in people using liraglutide and semaglutide medicines. So far
authorities have retrieved and are analysing about 150 reports of possible cases of self-
injury and suicidal thoughts.
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Glucagon-like peptide-1 receptor agonists and risk of suicidality
among patients with type 2 diabetes: active comparator, new
user cohort study

Samantha B Shapiro,” ? Hui Yin, Oriana Hoi Yun Yu,”>* Soham Rej,”® Samy Suissa,"*’

1,2,8
Laurent Azoulay
Analysis Hazard ratio Hazard ratio Analysis Hazard ratio Hazard ratio
Y (95% CI) (95% CI) (952: CI) (95%CD
Primary ' e — | 0.91(0.73t01.12) Primary —— 1.02 (0.85t0 1.23)
60 day grace period —_— 0.90(0.71t0 1.12) 60 day grace period | —r | 0.98(0.80t01.19)
120 day grace period —_— 0.95(0.77t01.17) 120 day grace period | —r— | 1.01(.85t01.21)
Intention-to-treat analysis —_——— 0.99(0.77t0 1.29) Intention-to-treat analysis _ —_—— | 0.96(0.75t01 23)
Multiple imputation ——— 0.92(0.74t0 1.14) Multiple imputation | —— | 1.01(0.84t01.22)
Including outcome captured in CPRD — 0.91(0.74t01.12) Including outcome captured in CPRD —— 1.03 (0.86 t0 1.23)
Inverse probability of censoring weighting —_— 0.91(0.72t0 1.15) Inverse probability of censoring weighting * 0.92 (0.66t0 1.29)
L Il L L Il Il
0.50 0.67 1.00 150 2.00 0.50 0.67 1.00 150 2.00
Fig 6 | Hazard ratios and 95% confidence intervals (Cls) from sensitivity analyses for composite outcome of suicidal Fig 3 | Hazard ratios and 95% confidence intervals (Cls) from sensitivity analyses for composite outcome of suicidal

ideation, self-harm, or completed suicide among patients taking glucagon-like peptide-1 receptor agonist (GLP-1 RA) | ideation, self-harm, or completed suicide among patients taking glucagon-like peptide-1 receptor agonist (GLP-1 RA)
versus patients taking sodium-glucose cotransporter-2 (SGLT-2) inhibitor. CPRD=Clinical Practice Research Datalink versus patients taking dipeptidyl peptidase-4 (DPP-4) inhibitor. CPRD=Clinical Practice Research Datalink
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Systematic Review

Symptomatic Adverse Events and Quality of Life Related to
Incretin-Based Medicines for Obesity: A Systematic Review

Involving >400,000 Subjects

Robert FE. Kushner !, Odd Erik Johansen o) Krysmaru Araujo Torres 3 Tra-Mi Phan 2 and Agnieszka Marczewska L%

o -of)e-

% of patients reporting discrhes
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ORIGINAL ARTICLE

Clinical Trials and Investigations

Safety profile of semaglutide versus placebo in the SELECT
study: a randomized controlled trial

Donna H. Ryan? | John Deanfield® |

Cintia Cercato® | John Wilding® |

Bartolome Burguera’ @ | Chau-Chung Wu® | Anca-Elena Craciun®° |
Denes Pall'? | Irene Hramiak!? | Jgran Hjelmeszeth31% |

Nina M. Harder-Lauridsen® | Petra Weimers!® | Ole Kleist Jeppesen?® |
Klaus Kallenbach™® | A. Michael Lincoff*® | Ildiko Lingvay'” ©

Robert F. Kushner! @ |
Alexander Kokkinos? |

Proportion of patients with events (%) Rate (events per 100 PYO)
' MNausea u v
Diarrhea u v u
Vomiting u — u
Decreased appetite u ' u
L | |
Constipation -
\ Dyspepsia u v u
Abdominal pain u v u
. |
Gastroesophageal reflux disease v
. . |
Upper abdominal pain —
Decreased weight v u
1 T I | 1 1 I 1 I | | I
1 2 3 4 0.0 0.2 0.4 0.6 0.8 1.0 1.2 1.4

B Semaglutide (W = BB03; PYD = 29,283)

" Placebo (N = BBO1; PYO = 29,112)
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ORIGINAL ARTICLE

Tirzepatide as Compared with Semaglutide
for the Treatment of Obesity

Louis J. Aronne, M.D.,! Deborah Bade Horn, D.O.,?

Carel W. le Roux, M.D., Ph.D.,** Wayne Ho, M.D.,>® Beverly L. Falcon, Ph.D.,’
Elisa Gomez Valderas, M.Sc.,” Sagar Das, M.Sc.,” Clare J. Lee, M.D., M.H.S./’
Leonard C. Glass, M.D.,” Cagri Senyucel, M.D., Ph.D.,” and Julia P. Dunn, M.D.,’
for the SURMOUNT-5 Trial Investigators™
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Table 3. Adverse Events and Safety.”

The NEW ENGLAND JOURNAL of MEDICINE

‘ | ORIGINAL ARTICLE | ‘

Tirzepatide as Compared with Semaglutide
for the Treatment of Obesity

Louis J. Aronne, M.D.,* Deborah Bade Horn, D.O.,?

Carel W. le Roux, M.D., Ph.D.,>* Wayne Ho, M.D.,*¢ Beverly L. Falcon, Ph.D.,”
Elisa Gomez Valderas, M.Sc.,” Sagar Das, M.Sc.,” Clare J. Lee, M.D., M.H.S_,7
Leonard C. Glass, M.D.,” Cagri Senyucel, M.D., Ph.D.,” and Julia P. Dunn, M.D.,”
for the SURMOUNT-5 Trial Investigators™

Tirzepatide Semaglutide Total
Variable (N =374) (N=376) (N=750)
number of participants (percent)
Adverse events that occurred or worsened during the treatment 287 (76.7) 297 (79.0) 584 (77.9)
period

Serious adverse events 15 (4.8) 13 {3.5) 31 (4.1)

Adverse events leading to death 0 0 0

Discontinuation from the trial because of adverse events 6 (1.6) 6 (1.6) 12 (1.8)

Discontinuation of the trial treatment because of adverse events 23 (6.1) 30 (8.0) 53 (7.1)

Discontinuation of the trial treatment because of gastrointestinal 10(2.7) 21 (5.8) ] 31 (4.1)

adverse events

Adverse events occurring in 5% of participants in either group{
Nausea 163 (43.6) 167 (44.4) 330 (44.0)
Constipation 101 (27.0) 107 (28.5) 208 (27.7)
Diarrhea 88 (23.5) 88 (23.4) 176 (23.5)
Vomiting 56 (15.0) 80 (21.3) 136 (18.1)
Coronavirus disease 2019 51(13.6) 47 (12.5) 98 (13.1)
Fatigue 39 (10.4) 46 (12.2) 85 (11.3)
Eructation 37 (9.9) 29 (7.7) 66 (8.8)
Injection-site reaction 32 (3.6) 1{0.3) 33 (44)
Upper respiratory tract infection 32 (3.6) 43 (11.4) 75 (10.0)
Alopecia 31 (8.3) 23 (6.1) 54 (7.2)
Abdominal distention 27 (1.2) 24 (6.4) 51 (6.8)

Tirzepatide Semaglutide Total
Variable (N =374) (N=376) (N=750)
Headache 27 (7.2) 27 (7.2) 54 (7.2)
Abdominal pain 24 (6.4) 26 (6.9) 50 (6.7)
Dizziness 24 (6.4) 18 (4.8) 42 (5.6)
Gastroesophageal reflux disease 23 (8.1) 40 (10.6) 63 (8.4)
Dyspepsia 22 (5.9) 28 (7.4) 50 (6.7)
Decreased appetite 17 (4.5) 19 (5.1) 36 (4.8)
MNasopharyngitis 17 (4.5) 231 (6.1) 40 (5.3)
Sinusitis 11 (2.9) 21 (5.6 32 (4.3)

dverse events leading to discontinuation of the trial treatments

Nausea 5 (1.3) 7(1.9) 12 (1.6)
Vomiting 3 (0.8) 4 (11) 7 (0.9)
Constipation 1(0.3) 2 (0.5) 3 (0.4)
Diarrhea 1(0.3) 2 (0.5) 3 (0.4)
Fatigue 1(0.3) 1(0.3) 2 (0.3)
Cholelithiasis 0 2 (0.5) 2 {w
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I REVIEW

Pancreatic Safety of Tirzepatide and Its Effects on Islet Cell
Function: A Systematic Review and Meta-Analysis

A.B. M. Kamrul-Hasan' (® | Sunetra Mondal® (® | Deep Dutta® () | Lakshmi Nagendra®*(® | Mohammed Ruhul Kabir® (3 |
Joseph M. Pappachan® (&

Std. mean difference Std. mean difference

Study or Subgroup  SMD SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 Tirzepatide 05 mg
NCT03131687 137 4364264 250%  13.70 (5.15, 22.25) b
SURMOUNT-1 16 1713399 39.1% 16.00(12.64,19.36] - B § i
SURPASS-1 244 6148072 17.6% 24.40{12.35,36.45) s Std. mean difference St mean differerios
SURPASS-5 306 5943987 183% 30.60 (18.95,42.25) Study or Subgroup SMD SE Weight IV, Random, 95% CI 1V, Random, 95% CI A B
Subtotal (95% CI) 100.0% 19.58 [13.03, 26.12] 3 2.2.1 Tirzepatide 05 m Tirzepatide Insulin Risk ratio Risk ratio Tirzepatide GLP-1RA Risk ratio Risk tatie
Heterogeneity: Tau* = 25.57; Chi = 7.59, df = 3 (P = 0.06); I* = 60% SURPASS-3 o 189 3387307 458% 18901226, 2554) = StudyorSubgroup  Events Total Events Total Weight IV, Random, 95% CI v, Random, 95% CI StudyorSubgroup  Events Total Events Total Weight IV, Randem, 95% CI v, Random, 95% CI
Test for overall effect: Z = 5.86 (P < 0.00001) ifonl 8 > AL
SURPASS-AP-Combo 8 1191859 54.2%  8.00[5.66,10.34] . 2.0.1 Tirzepatide 05 mg 211 Tirzepatide 05 mg
1.2.2 Tirzepatide 10 mg Subtotal (95% CI) 100.0%  12.99[2.35,23.63] - SURPASS-3 [ 0 360 Not estimable NCT03131687 H 55 0 54 497%  491(024,9997) —
NCT03131687 24 6113633 131% 24.00 (12,02, 35.98) Heterogeneity: Tau? = 52.96; Chi? = 9.21, df = 1 (P = 0.002); I = 89% SURPASS-4 3 11000 558%  9.12(095,87.36) S SURPASS J-mono o 159 0 188 Not estimable
SURMOUNT-1 186 1'723907 2"9% 18.60 [15'21 : 21'991 o Test for overall effect: Z = 2.39 (P = 0.02) SURPASS-6 0 26 o 708 ot estimatiie SURPASS-2 0 a0 3 469 S03%  01a(001,278 9 g |
s 3 : o - SURPASS-AP-Combo 0 20 1 20 4% 03001,77) gl Subtotal (95% C1) 684 682 1000%  083[0.03,26.54) —ei——
SURMOUNT-2 306 3.845377 19.0% 30.60[23.06,38.14) —- Subtotal (95% € 1183 2288 100.0%  2.08[0.08, 84 otal evenis: 3 3
SURMOUNT-CN 12 4693964 166%  12.00(280,21.20] e %22 Tizapatide 10 g o Sl ——— ey APTR, ey
STl i DG Wi SURPASS-3 24 3480031 47.7% 24.00(17.18,3082) Totl events: 3 2 Heterogenelty. Tau = 3.94; Chiz=2.70, df = 1 (P = 0.10):12= 63%
; : { .65, 39. == SURPASS AP Coio 87 1190073 523%  8.70(637,11.03] Heterogencity: Tau? = 363; €I = 282, di = 1 (P = 0.03); = 65% Test for overall effect: 2 = 0.11 (P = 0.91)
SURPASS-5 303 5841944 13.7% 30.30[18.85,41.75] ——— Test for overall effect: 2 = 044 (P = 0.66)
Subtotal (95% CI) 100.0%  16.00 [1.02,30.98]
Subtotal (95% CI) 100.0% 23.16 [17.13,29.19] < ? s Touk = 410:28; Chit = 1730, ol =1 (P < 0,0001): = 943 312 Tizepatide 10 mg
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FIGURE 2 | Forest plot highlighting the proportions of study subjects with pancreatitis (A) tirzepatide versus insulin, (B) tirzepatide versus
SLP-1RA.
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Quan s'ha d'interrompre el
tractament amb GLP-1 RA?

0 Situacions critiques (STOP immediat)

Pancreatitisi sospitata o
confirmada

Dolor abdominal intens + vomits
- Suspendre i no reiniciar.

Reaccions d'hipersensibilitat greus
Anafilaxi / angioedema
- STOP immediat.

Situacions que requereixen valoracio

Efectes gastrointestinais greus
Vomits persistents, deshidratacio
- Si no millora amb reduccio de
dosi, interrompre.

Complicacions biliars greus
Colelitiasi simptomatica
o colecistitis recurrent.

® Contraindicacions absolutes

Carcinoma medul-llar de tiroide o MEN2
Embaras o planificacié d'embaras

Avaluar interrupcio.
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Greix OK, pero que passa amb el Muscul?

JAMA 2024-07,Vol.332 (1), p.9



E Representation of body composition
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Effect of marked weight loss induced by GLP-1-based
antiobesity medication
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Muscle matters: the effects of medically induced weight loss

on skeletal muscle
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Fiaure: Selected kev roles of skeletal muscle as a structural versus metabolic oraan

The recent concern that marked weight
loss induced by GLP-1-based antiobesity
medications can cause physical frailty
or sarcopenia is not supported by data.
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1-.Assegurar una ingesta proteica adequada.
2-.Exercici fisic eminentment combinacio de
forca i resistencia.

3-.Monitoritzar en cas que sigui possible la
composicio corporal.

\_
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Maneig prelQ o previ a Endoscopies....



Maneig prelQ o previ

Revista Espafiola de Anestesiologia y Reanimacion 72 (2025) 501859

Revista Espanola de Anestesiologia
y Reanimacion

www.elsevier.es/redar

Revista Espanola
de Anestesiologia
y .

ICion

CARTA AL DIRECTOR

Manejo perioperatorio de los
pacientes en tratamiento con
agonistas del receptor GLP-1: riesgos
y recomendaciones

i

www.camfic.cat

para vaciamiento gastrico retardado, se recomienda rea-
lizar una ecografia gastrica preoperatoria para evaluar la
presencia de contenido gastrico. Si se evidencia retencion
gastrica, puede ser necesario posponer el procedimiento
electivo hasta la resolucion de los sintomas, o si se decide
continuar, planificar una induccién de secuencia rapida para

ELSEVIER

a Endoscopies....

American Society of
Anesthesiologists

SURGERY FOR OF
AND BELATED DIt

Surgery for Obesity and Related Diseases 20 {2024) 1183-1186

ASMBS guidelines/statements
IMultisociety clinical practice guidance for the safe use of glucagon-like
peptide-1 receptor agonists in the perioperative period

Tammy L. Kindel, M.D., Ph.D.** Andrew Y. Wang, M.D.", Anupama Wadhwa, M.D.5,
Allison R. Schulman, M.D., M.PH.©, Reem Z. Sharaiha, M.D., M.Sc', Matthew Kroh, M.D.#,
Omar M. Ghanem, M.D.", Shauna Levy, M.D., M.S.", Girish P. Joshi, M.D.,

Teresa L. LaMasters, M.D., representing the American Gastroenterological Association,
American Society for Metabolic and Bariatric Surgery, American Society of
Anesthesiologists, International Society of Perioperative Care of Patients with Obesity, and
the Society of American Gastrointestinal and Endoscopic Surgeons
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-. Aturar 7 dies previs a la 1Q si setmanal o 24h
previes si oral/sc diari.

-. Es recomana dieta liquida les darreres 24h.
-. Si simptomatic, ecografia, i si contingut

iferir 1Q.
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MISCONCEPTTIONS

ABOUT OBESITY MEDICATIONS

They’re a They work best
magic pill with lifestyle
or quick fix changes
stmmh  You can They usually need
%  stop after to be taken
a few monhs long term

Medications Lifestyle changes
alone are are still important
enough

g Everyone Use is lower
|\ <" is taking than you maythink
[ SF them

willpower

All weight- There are

* lossdrugs  different options
are the same

Using e ;
medicationis  Obesity is a disease,
cheating or not a failure
shows lack of
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Moltissimes gracies
CAMFEFICers
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societat catalana de medicina
familiar i comunitaria
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