
 RYBELSUS®  
ORAL SEMAGLUTIDE  
FOR TYPE 2 DM
An oral route that does not worth it

WHAT IS IT? 
Glucagon-Like Peptide-1 (GLP-1) analogue antidiabetic agent.

INDICATION
Treatment of adults with insufficiently controlled type 2 DM 
as an adjunct to diet and exercise. In Spain, it is only financed 
as a combination therapy with other antidiabetic drugs in 
patients with a BMI ≥ 30 kg/m2.

POSOLOGY AND METHOD OF ADMINISTRATION
Low absolute bioavailability (~1%) and variable absorption (2-
4% of patients will have no exposure to treatment). Oral admi-
nistration on an empty stomach (6 hours fast), with a sip of wa-
ter and at least 30 minutes before eating or drinking or taking 
other oral medicinal products. Tablets should not be split, crus-
hed or chewed. Initial dose: 3 mg/day; after 4 weeks increase 
to 7 mg/day and after another 4 weeks, it can be increased to 
14 mg/day (maximum dose). When it is used in combination 
with a sulfonylurea or with insulin, dose reduction of the later 
should be considered due to the risk of hypoglycaemia. Special 
populations: Not recommended in end-stage renal disease or 
in children and adolescents under 18.

EFFECTIVENESS
Studies show a dose-dependent reduction in HbA1c values.
Compared to placebo: in monotherapy and in combination 
with other antidiabetic drugs has shown to be effective in 
reducing HbA1c at week 26 (between 0.8% and 1.2% with 
the maximum dose). Weight reduction: it was only signifi-
cant with semaglutide 14 mg (-2.3 kg). Compared to active 
comparators: its efficacy has been demonstrated compared to 
empagliflozin, sitagliptin and liraglutide in combination with 
other antidiabetics, with a difference in HbA1c decrease of 
0.4%, 0.5% and 0.1%, respectively. All differences were sta-
tistically significant, but not clinically relevant. A significant 
weight reduction was observed when comparing semagluti-
de vs. sitagliptin (between 1.6 kg and 2.5 kg) and semaglutide 
vs. liraglutide (1.2 kg). No differences were found when it was 
compared to empagliflozin.

RISKS
Its safety profile is similar to SQ semaglutide. The most fre-
quently reported adverse effects were nausea, diarrhoea and 
vomiting. They were generally mild or moderate and most of 
them were dose-dependent. There was an increased risk of 
diabetic retinopathy (between 0.5% and 1%) and a higher pro-
portion of malignant and non-malignant neoplasms (6.4% 
and 5.7% respectively), so they were included as potential 
risks of special interest in the EMA Risk Management Plan. 
The results of cardiovascular safety studies do not indicate 
that oral semaglutide has a beneficial or detrimental effect. 
Convenience: administration on an empty stomach can make 
it difficult to take other concomitant drugs. The change bet-
ween oral and SQ semaglutide cannot be predicted due to its 
high pharmacokinetic variability.

PLACE IN THERAPEUTICS
It is hard to find a place for it because there are SQ GLP-1 ago-
nists with predictable absorption and other oral antidiabetics 
with greater experience of use.

PRESENTATIONS
Rybelsus® 3 mg; Rybelsus® 7 mg; Rybelsus® 14 mg 30 tablets 
(132.77€).

Daily cost treatment (euros)

LIRAGLUTIDE (1,8 mg) 3,95

SQ SEMAGLUTIDE (0,25 mg / 0,5 mg / 1 mg) 4,73

ORAL SEMAGLUTIDE (3 mg / 7 mg / 14 mg) 4.43

SITAGLIPTIN (100 mg) 1.85

EMPAGLIFLOZIN (25 mg) 1.85

1.25 5.003.752.500.00
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This information is subject to modifications depending on the evolution  
of scientific knowledge. Notify the suspicions of adverse reactions in  
www.notificaram.es
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http://www.notificaram.es
https://www.aemps.gob.es/medicamentosUsoHumano/informesPublicos/docs/2021/IPT_65-2021-Rybelsus.pdf?x10592
https://www.ema.europa.eu/en/documents/product-information/rybelsus-epar-product-information_en.pdf
http://www.isdbweb.org/
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