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Il linguaggio
Il linguaggio ha un ruolo determinante nella diffusione dello stigma sociale dell’obesità.
L’Obesity Action Coalition ha evidenziato come l’uso del termine “obeso” per fare riferimento a persone con
eccesso ponderale vada evitato poiché crea sentimenti negativi e perpetua lo stigma.

Per evitare l’uso di un linguaggio inappropriato si
suggerisce di utilizzare il cosiddetto “people-first
language”, che riconosce prima la persona rispetto
alla condizione da cui è affetta.

Si raccomanda quindi di utilizzare il termine
“persone con obesità̀” e non “persone obese”.
Tale linguaggio permette di eliminare lo stigma
dell’obesità, non etichettando una persona con la
condizione patologica da cui è affetta (altri
esempi “persone con diabete”, “persone con
autismo”, “persone con ipertensione”).
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OASIS 1 (Phase 3a)
NN9932-4737 

BMI, body mass index; BP, blood pressure; CVD, cardiovascular disease; FPG, fasting plasma glucose; HbA1c , glycated haemoglobin;  hsCRP, high sensitivity C-reactive protein; IWQoL, Impact of Weight on Quality of Life
ClinicalTrials.gov Identifier: NCT05035095; Knop et al. The Lancet 2023; doi:https://doi.org/10.1016/S0140-6736(23)01185-6

Trial objective
• To compare the efficacy, safety, 

and tolerability of once daily oral 
semaglutide 50 mg versus placebo 
as an adjunct to lifestyle 
intervention in people with 
overweight or obesity

Primary endpoint
• Change in body weight from baseline (%); Body weight reduction ≥ 5%
Confirmatory secondary endpoints
• Body weight reduction ≥ 10%, ≥ 15%, and ≥ 20%
• IWQoL-lite physical function, SF-36 physical function
Supportive secondary endpoints
• Change in absolute body weight (kg), waist circumference, blood pressure, 

glucose homeostasis, glycaemic status, fasting lipids, and hs-CRP
• Achievement of clinically meaningful changes in IWQOL-Lite-CT Physical 

Function and SF-36v2 Physical Functioning scores
• Achievement of BMI of less than 30 kg/m2 in participants whose baseline BMI 

was 30 kg/m2 or more

Trial information
• Randomised, double blind
• 4-week dose escalation steps: 

3»7»14»25»50 mg
• Treatment duration

68 weeks
• Follow-up 5 weeks

N=660 

16-week 
dose escalation

Randomisation 1:1

Oral Semaglutide 50 mg

Placebo oral

75
End of 

trial
  

68
End of 

treatment

• BMI: ≥27 kg/m2 with ≥1 weight-
related comorbidity, or

• BMI ≥30 kg/m2

• Weight-related comorbidities are 
hypertension, dyslipidemia, 
obstructive sleep apnoea and CVD

Follow-up



Demographics and baseline characteristics

#Other refers to American Indian or Alaska Native, Native Hawaiian or Other Pacific Islander, Other and Not Reported, which is how race is recorded in France.
†HbA1c ≥5.7% to <6.5%.. BMI, body mass index; HbA1c, glycated hemoglobin
Knop et al. The Lancet 2023; doi:https://doi.org/10.1016/S0140-6736(23)01185-6

Mean HbA 1c
†

5.6%104.5 kg

Mean body 
weight Mean BMI

37.3 kg/m2

Mean waist 
circumference

112.6 cm

Mean age

49 years

50 years

74/11/6/9%

White/Black/Asian/Other#

74/11/7/8%

Female

74%
71%

Oral semaglutide
Placebo

Prediabetes

40%Oral semaglutide

Placebo 106.2 kg 37.7 kg/m2
114.5 cm 5.6% 39%



Comorbidities at screening

N: number of subjects; %: proportion of subjects; Comorbidities evaluated include: dyslipidemia, hypertension, coronary artery disease, cerebrovascular disease, obstructive sleep apnea, impaired glucose metabolism, reproductive system, liver disease, kidney disease, knee or hip osteoarthritis, gout, 
and asthma/COPD. 
COPD, chronic obstructive pulmonary  disease.
Knop et al. The Lancet 2023; doi:https://doi.org/10.1016/S0140-6736(23)01185-6

Oral semaglutide
Placebo

Oral semaglutide

Placebo

Asthma or COPD

12%
9%

Hypertension

43%
48%

Dyslipidemia

38%
42%

Knee or hip 
osteoarthritis

10%
13%

Obstructive 
sleep apnea

13%
14%

Comorbidities in ≥10% of patients

Number of comorbidities

12%

3

15%

None

25%

22%

4%

4

5%

≥5

4%

2%

2

27%

26%

1

29%

30%



Change in body weight (%) 
over time
Primary endpoint

Data are observed (i.e., as-measured) mean (standard error) changes from baseline in body weight; 
numbers below the graphs are the number of participants contributing to the mean (full analysis set); 
†Estimated mean changes in body weight at Week 68 for the trial product estimand.
Knop et al. The Lancet 2023; doi:https://doi.org/10.1016/S0140-6736(23)01185-6
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Cardiometabolic endpoints at week 68
Supportive secondary endpoints

*Trial product estimand
CI, confidence interval; ETD, estimated treatment difference; hsCRP, high-sensitivity C-reactive protein. 
Knop et al. The Lancet 2023; doi:https://doi.org/10.1016/S0140-6736(23)01185-6
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Data are for the full analysis set. 
IWQOL-Lite-CT, Impact of Weight on Quality of Life-Lite Clinical Trials Version. 
Knop et al. The Lancet 2023; doi:https://doi.org/10.1016/S0140-6736(23)01185-6; Supplement to: Knop FK, Aroda VR, do Vale RD, et al. Oral semaglutide 50 mg taken once per day in adults with overweight or obesity (OASIS 1): a randomised, doubleblind, placebo-controlled, phase 3 trial. Lancet 2023; 
published online June 26. https://doi.org/10.1016/S0140-6736(23)01185-6.
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Number of participants
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Changes in glycemic status at week 68 
Supportive secondary endpoints

Data are for the full analysis set. 
Glycemic status data are observed proportions that may not total 100 because of rounding. *Baseline glycaemic status in all participants with normoglycaemia and prediabetes. Presence of type 2 diabetes at screening was an exclusion criterion. However, five participants (n=2, oral semaglutide 50 
mg; n=3, placebo) developed an HbA1c ≥6.5% between screening and baseline; these participants are not shown in the figure. †Week 68 glycaemic status in participants with baseline prediabetes. 
HbA1c, glycated hemoglobin.
Knop et al. The Lancet 2023; doi:https://doi.org/10.1016/S0140-6736(23)01185-6
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Adverse events overview
Safety and tolerability data

Data are observed (i.e., as measured) number of events from the on-treatment observation period (the time from the first dose of trial product to 49 days after the last dose for safety analyses, excluding any temporary interruptions) for the safety analysis set. 
AES, adverse events; GI, gastrointestinal
Knop et al. The Lancet 2023; doi:https://doi.org/10.1016/S0140-6736(23)01185-6
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PIONEER clinical trial programme



Aroda VR, et al. Lancet. 2023; doi.org/10.1016/S0140-6736(23)01127-3

Trial design

* Metformin, sulphonylurea, SGLT-2 inhibitor, or DPP-4 inhibitor (participants were asked to discontinue DPP-4 inhibitor treatment at randomisation); † Other supportive secondary endpoints include, change in waist circumference (cm) at week 52, time to rescue 
medication and change in fasting lipids at weeks 52, percentage change in bodyweight, proportion of participants who achieved weight loss of 5% or more or 10% or more at week 52. All efficacy endpoints were also evaluated at week 68,.
BMI, body mass index; CV, cardiovascular; DPP-4, dipeptidyl peptidase 4; eGFR, estimated glomerular filtration rate; FPG, fasting plasma glucose; GI, gastrointestinal; MEN2, multiple endocrine neoplasia type 2; MTC, medullary thyroid carcinoma; SGLT-2, sodium 
glucose co-transporter 2; T2D, type 2 diabetes.
Adapted from Figure S1. Trial design

Primary endpoint
• Change from baseline to week 52 in HbA1c

Confirmatory secondary endpoint
• Change from baseline to week 52 in bodyweight in kg 

Supportive secondary endpoints included:†

• Proportion of participants who achieved an HbA1c target of <7.0% or ≤6.5% at week 52

• Change from baseline to week 52 in FPG

Safety
• Adverse events, serious adverse events, GI disorders, hypoglycaemic 

episodes, CV events, and deaths 

• Other safety assessments included changes from baseline to weeks 52 and 68 
in vital signs, physical examinations and eye examinations

Key inclusion criteria
• T2D
• HbA1c 8.0-10.5% 

(64-91 mmol/mol)
• Stable daily doses of 1-3 oral glucose-lowering drugs*
• BMI ≥25.0 kg/m2

Key exclusion criteria
• eGFR <30 mL/min/1.73 m2

• Treatment for diabetes or obesity within 90 days of 
screening (excluding short-term insulin)

• Uncontrolled diabetic retinopathy within 90 days of 
screening

• History of MEN2, MTC, GI surgery or pancreatitis





Aroda VR, et al. Lancet. 2023; doi.org/10.1016/S0140-6736(23)01127-3

Change from baseline in HbA1c

Mean observed change (SEM) in HbA1c (percentage-points) over time with in-trial data for the treatment policy estimand (left) and estimated change 
in HbA1c from baseline to week 52 for the treatment policy estimand (right). Estimated changes in HbA1c (mmol/mol) from baseline to week 52 were –
16·2, –19·2, and –22·0 mmol/mol, respectively, with oral semaglutide 14 mg, 25 mg, and 50 mg using the treatment policy estimand (ETD [95% CI], –
2·94 mmol/mol [–4·62 to –1·26], p=0·0006 for 25 mg vs 14 mg; and –5·82 mmol/mol [–7·48 to –4·16], p<0·0001 for 50 mg vs 14 mg). 
*Statistically significant versus oral semaglutide 14 mg.
CI, confidence interval; ETD, estimated treatment difference; SEM, standard error of the mean.
Adapted from Figure 2: Glycaemic control-related efficacy endpoints

Treatment policy estimand



Aroda VR, et al. Lancet. 2023; doi.org/10.1016/S0140-6736(23)01127-3

Change from baseline in bodyweight

Mean observed change (SEM) in bodyweight (kg) over time with in-trial data for the treatment policy estimand (left) and 
estimated change in bodyweight from baseline to week 52 for the treatment policy estimand (right). 
*Statistically significant versus oral semaglutide 14 mg. 
CI, confidence interval; ETD, estimated treatment difference; SEM, standard error of the mean.
Adapted from Figure 3: Bodyweight-related efficacy endpoints

Treatment policy estimand





Take home message
• Semaglutide orale: 

o a STEP forward in the pharmacotherapy of obesity
o an OASIS from injectables

• Dosaggi 25 - 50 mg/die: al momento “off label”

• Confermato beneficio di GLP-1 RA ad alte dosi (soprattutto su peso corporeo) 
 inversione della rotta dell’obesità, del diabete e del pre-diabete

• Aumento degli effetti collaterali GI (effetto “classe”), ma buona tolleranza; 
profilo sicurezza confermato

• Obiettivi terapeutici:
o Garantire la maggiore aderenza possibile (preferenze del paziente!)
o Garantire il raggiungimento del massimo dosaggio tollerato, indipendentemente dai modelli organizzativi 
 sfida per i centri diabetologici / assistenza primaria



Approximately half of the users of SGLT2-is and GLP1-
RAs discontinued therapy within five years, respectively.
 
However, a large proportion of these patients reinitiated therapy during the 
following year. 
Further insight into the reasons for discontinuation and initiatives to reduce 
the time to reinitiation in eligible patients are warranted. 




	Diapositiva numero 1
	Diapositiva numero 2
	Il linguaggio
	Diapositiva numero 4
	Diapositiva numero 5
	OASIS 1 (Phase 3a)�NN9932-4737 
	Demographics and baseline characteristics
	Comorbidities at screening
	Change in body weight (%) �over time�Primary endpoint
	Cardiometabolic endpoints at week 68�Supportive secondary endpoints�
	Diapositiva numero 11
	Changes in glycemic status at week 68 �Supportive secondary endpoints
	Adverse events overview�Safety and tolerability data
	Diapositiva numero 14
	Diapositiva numero 15
	Diapositiva numero 16
	Trial design
	Diapositiva numero 18
	Change from baseline in HbA1c
	Change from baseline in bodyweight
	Diapositiva numero 21
	Take home message
	Diapositiva numero 23
	Diapositiva numero 24

