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             HERTFORDSHIRE MEDICINES MANAGEMENT COMMITTEE (HMMC) 
 

             ORAL SEMAGLUTIDE (RYBELSUS®) FOR ADULTS WITH TYPE 2 DIABETES 
RECOMMENDED FOR RESTRICTED USE IN PRIMARY, COMMUNITY AND SECONDARY CARE 
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ORAL SEMAGLUTIDE is RECOMMENDED as a restricted option when a GLP-1RA is indicated as add-
on therapy in line with NICE guideline NG28 for Type 2 Diabetes Mellitus in adults. 
 
Subcutaneous GLP-1RA is preferred to oral GLP-1RA*. Oral Semaglutide use is restricted to patients 
who are unable to tolerate injections, or those with needle phobia or those unable to self-administer 
and with no carer support. 
  

Use in line with the following: 
1) GREEN - Restricted to be initiated in primary care for patients with no or mild retinopathy by 

healthcare professionals (GPs/practice pharmacists/ nurses) with specialist interest and those who 
have undertaken the relevant training. Patients should have risk/benefit of treatment explained prior 
to initiation. 
 

2) AMBER INITIATION – Recommended for restricted use following initiation by a specialist in 
secondary care or community setting in patients with moderate to severe retinopathy or 
maculopathy 
 

3) AMBER PROTOCOL - Patients initiated on a GLP1-RA who are also on insulin should have a 
shared care protocol in place.   

 
*Cardiovascular outcomes trials for oral semaglutide (PIONEER 6) showed cardiovascular safety but unlike 
subcutaneous dulaglutide (REWIND trial), subcutaneous liraglutide (LEADER trial) and subcutaneous 
semaglutide (PIONEER 6) did not show a statistically significant cardiovascular risk reduction. 
 
NICE guidance recommends (1): 

• Where TRIPLE therapy (metformin and 2 other oral antidiabetics) is not effective, not tolerated, or contra-
indicated, consider combination therapy with metformin, a sulfonylurea and a GLP-1 mimetic for adults with 
T2DM who:  

o have a BMI of 35 kg/m2 or higher (adjust accordingly for people from black, Asian and other minority ethnic 
groups) and specific psychological or other medical problems associated with obesity or 

o have a BMI lower than 35 kg/m2 and for whom insulin therapy would have significant occupational 
implications or weight loss would benefit other significant obesity-related comorbidities 

Only continue GLP-1 mimetic therapy if the person with type 2 diabetes has had a beneficial metabolic 
response (a reduction of at least 11 mmol/mol [1.0%] in HbA1c and a weight loss of at least 3% of initial body 
weight in 6 months). 

• In adults with type 2 diabetes, only offer a GLP-1 mimetic in combination with insulin with specialist care 
advice and ongoing support from a consultant-led multidisciplinary team 

 

 

Background information 
Semaglutide is a long-acting glucagon-like peptide 1 (GLP-1) receptor agonist. Semaglutide stimulates insulin 
secretion and inhibits glucagon secretion which reduces blood glucose, when the levels are high. The glucose 
and appetite effects are specifically mediated via GLP-1 receptors in the pancreas and the brain. Semaglutide 
reduces body weight and body fat mass through lowered energy intake, involving an overall reduced appetite.  
 

The starting dose for oral semaglutide is 3mg once daily for one month, after which it should be increased 
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to a maintenance dose of 7mg one daily; this can be further increased after one month to 14mg once 
daily. If semaglutide is being used in combination with a sulphonylurea or insulin, a reduction in dose may be 
required to reduce the risk of hypoglycaemia. The maximum recommended single daily dose of 
semaglutide is 14 mg. Taking two 7 mg tablets to achieve the effect of a 14 mg dose has not been studied 
and is therefore not recommended. (2) 
 
Orally administered semaglutide has a low absolute bioavailability and a variable absorption. To aid absorption 
patients are required to strictly adhere to the administration directions, taking the tablet on an empty stomach 
30 minutes before eating, drinking or taking other oral medicines. 
 
When semaglutide is added to existing therapy of sulfonylurea or insulin, the doses of sulfonylurea or insulin 
should be reduced accordingly to lower the risk of hypoglycaemia occurring. (2)  
 
Self-monitoring of blood glucose is not needed in order to adjust the dose of semaglutide. Blood glucose self-
monitoring is necessary to adjust the dose of sulfonylurea and insulin, particularly when semaglutide is started 
and insulin is reduced. A stepwise approach to insulin reduction is recommended. 
 
Missed dose - If a dose is missed, the missed dose should be skipped and the next dose should be taken the 
following day. (2) 

 
ASSESSMENT AGAINST THE ETHICAL FRAMEWORK 

 

Evidence of Clinical Effectiveness 
 

• The efficacy of oral semaglutide in various places in the T2DM treatment pathway was assessed in the 
Phase III PIONEER trial programme, consisting of 10 RCTs (PIONEER 1-10).   

 

• Semaglutide has been compared to empagliflozin (PIONEER 2; dual therapy with metformin [3]), 
sitaglitpin (PIONEER 3 and PIONEER 7; added to metformin ± sulphonylurea [4, 5]), liraglutide (added 
to metformin ± SGLT2 inhibitor; PIONEER 4 [6]), and dulaglutide (PIONEER 10; added to one other 
antidiabetic medicine in Japanese people [7]). It has also been evaluated as an add-on to basal insulin 
± metformin (PIONEER 8 [8]), and in combination with other antidiabetic agents (versus placebo) in 
patients with moderately impaired renal function (PIONEER 5 [9]).  

 

• Two studies are reviewed here in the greatest detail, as they are considered to be most relevant to the 
intended place in therapy. PIONEER 4 compares semaglutide to another GLP-1 agonist currently used 
in practice (liraglutide) (6) and PIONEER 8 evaluates the addition of semaglutide to basal insulin (8). 
The main findings of other key studies are then summarised for information.  

 

• A cardiovascular outcomes trial (PIONEER 6), designed to investigate cardiovascular safety, is 
discussed separately in the safety section of this paper.  

 

• PIONEER 9 and 10 were conducted in Japan only, according to Japanese requirements. PIONEER 9 
has not been considered as the comparator was liraglutide at a dose not used in the UK (10).  

 

• PIONEER 1, which evaluated semaglutide as monotherapy, has not been considered in detail, as its 
use in this way relates to a patient cohort for which GLP-1 agonists would not routinely be used in 
Hertfordshire. The study included 703 patients with HbA1c levels of 7.0-9.5%, who were randomised 
1:1:1:1 to oral semaglutide 3, 7 or 14mg, or placebo. At week 26, all doses of semaglutide were 
associated with a statistically significant reduction in HbA1c, with estimated treatment differences (ETD) 
compared to placebo of -0.6% (95% CI -0.8 to -0.4) for 3mg, -0.9% (-1.1% to -0.6%) for 7mg and -1.1% 
(-1.3% to -0.9%) for 14mg (all p<0.001). Safety was noted to be consistent with other GLP-1 agonists 
(11).  

 
 
PIONEER 4 (6) 

• This double-blind RCT (n=711) compared oral semaglutide to subcutaneous liraglutide (and placebo). It 
included adults with HbA1c of 7.0-9.5%, who were on a stable dose of metformin (≥1500mg or maximum 



 

This HMMC recommendation is based upon the evidence available at the time of publication.  The recommendation will 
be reviewed upon request in the light of new evidence becoming available. 

Page 3 of 10 

tolerated) ± SGLT2 inhibitor (approx. 26% taking at baseline). 

• Participants were randomised 2:2:1 to treatment with oral semaglutide (3mg, with escalation to 7mg at 4 
weeks and 14mg at 8 weeks), subcutaneous liraglutide (0.6mg with escalation to 1.2mg after 1 week and to 
a maintenance of 1.8mg after 2 weeks) or placebo once-daily, in addition to existing background glucose-
lowering medication.  

• The primary endpoint was change in HbA1c and the confirmatory secondary endpoint was change in body 
weight; both from baseline to week 26. A variety of supportive secondary endpoints were also evaluated. 
The non-inferiority margin was set at 0.4% (therefore, in order to determine non-inferiority of semaglutide to 
liraglutide, the upper 95% CI of the difference in HbA1c had to be below 0.4%). 

• The main results are shown in Table 1. In summary, in the intention-to-treat population, oral semaglutide 
was non-inferior to liraglutide for reduction in HbA1c at week 26 (mean -1.2% v -1.1%, respectively; 
p<0.0001) and superior to placebo (-1.2% v -0.2%; p<0.0001). At week 52, oral semaglutide was 
statistically superior to liraglutide for HbA1c reduction (ETD -0.3%; 95% CI -0.5 to -0.1; p=0.0002). For 
mean weight loss, oral semaglutide (-4.4kg) was statistically superior to both liraglutide (-3.1kg; p=0.0003) 
and placebo (-0.5kg; p<0.0001).  

• Rescue medication was required in 4% of the semaglutide group, 3% of the liraglutide group and 8% of the 
placebo group up to 26 weeks, and by 7%, 6% and 30%, respectively, up to 52 weeks.  

 
 
Table 1:  Main outcomes of the PIONEER 4 study of semaglutide versus liraglutide, at week 26 

 Semaglutide  Liraglutide Placebo 

Primary endpoint 

Change in 
HbA1c 

-1.2% -1.1% -0.2% 

Estimated 
treatment 
difference (95% 
CI) 

 -0.1% (-0.3%, 0.0%) -1.1% (-1.2%, -0.9%) 

P value  P<0.0001 for non-
inferiority 

P<0.0001 for superiority 

Confirmatory secondary endpoint  

Change in 
bodyweight 

-4.4kg -3.1kg -0.5kg 

Estimated 
treatment 
difference (95% 
CI) 

 -1.2kg (-1.9, -0.6) -3.8kg (-4.7, -3.0) 

P value  P=0.0003 for superiority p<0.0001 for superiority 

 
PIONEER 8 (8) 

• This double-blind RCT (n=731) included adults with T2DM and a HbA1c 7.0-9.5%, who were on a stable 
regimen of insulin (basal, basal-bolus or premixed; ≥10 units daily) ± metformin (≥1500mg or maximum 
tolerated) for at least 90 days 

• Participants were randomised 1:1:1:1 to once daily oral semaglutide 3mg, 7mg or 14mg, or placebo.  A 
20% decrease in the dose of insulin was recommended during the first 8 weeks, then it could be altered up 
to maximum pre-study dose during weeks 8-26, and was freely adjustable during subsequent weeks.  

• The primary endpoint was change in HbA1c and the confirmatory secondary endpoint was change in body 
weight; both from baseline to week 26. The study had a 90% power to confirm superiority of oral 
semaglutide over placebo at all doses at week 26.  

• The main results are summarised in Table 2 below. Overall, all doses of semaglutide were associated with 
a statistically significant reduction in HbA1c from baseline to week 26 compared to placebo. Mean changes 
were -0.6% for 3mg, -0.9% for 7mg and -1.3% for 14mg semaglutide versus -0.1% for placebo, with 
estimated treatment differences ranging from -0.5% (3mg) to -1.2% (14mg) (all p<0.0001).  

• All semaglutide doses were also associated with a statistically significant reduction in mean body weight 
from baseline to week 26 (confirmatory secondary endpoint). Mean reductions were -1.4kg for 3mg, -2.4kg 
for 7mg and -3.7kg for 14mg versus -0.4kg for placebo, with estimated treatment differences ranging from -
0.9kg (3mg) to -3.7kg (14mg). 

• Overall, by week 52, total daily insulin was reduced from baseline with oral semaglutide 7mg (-6 units) and 
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14mg (-7 units) and increased with oral semaglutide 3mg (+2) and placebo (+10). Many patients increased 
their total daily dose >20% during the freely adjustable treatment period (weeks 26-52) but this was 
considered rescue medication (affecting the results for this endpoint) and only data prior to initiation of 
rescue medication were used when estimating overall insulin use. By week 52, intensification of insulin 
dose by >20% (considered as rescue medication) was required in 31% of the 3mg semaglutide arm, 21.4% 
with 7mg and 18.8% with 14mg, compared to 37.5% with placebo.   

 
Table 2: Main outcomes of the PIONEER 8 study of semaglutide added to insulin ± metformin, at week 
26  

 Placeb
o 

3mg 
semaglutide 

7mg 
semaglutide 

14mg 
semaglutide  

PRIMARY ENDPOINT 

Change in HbA1c 
(%) 

-0.1% -0.6% -0.9%  -1.3% 

Estimated treatment 
difference (95% CI) 

- -0.5% (-0.7, -
0.3) 

-0.9% (-1.1, -
0.7) 

-1.2% (-1.4, -1.0) 

P value  P<0.0001 P<0.0001 P<0.0001 

Confirmatory secondary endpoint 

Change in 
bodyweight (kg) 

-0.4 -1.4 -2.4 -3.7 

Estimated treatment 
difference (95% CI) 

- -0.9 (-1.8, -0.0) -2.0 (-3.0, -1.0) -3.3 (-4.2, -2.3) 

P value  0.04 0.0001 <0.0001 

 
PIONEER studies 2, 3, 5 and 7 are summarised briefly below and their main results combined in Table 
3. In trials 2, 3 and 5, the primary endpoint was change in HbA1c from baseline to week 26, and the 
confirmatory secondary endpoint was change in body weight from baseline to week 26.  
 
PIONEER 2 (3) 
This randomised, open-label study compared oral semaglutide to empagliflozin in adults with T2DM who were 
uncontrolled (HbA1c 7.0-10.5%) on metformin monotherapy. It randomised 822 adults 1:1 to treatment with oral 
semaglutide (3mg, with escalation to 7mg at 4 weeks and 14mg at 8 weeks) or empagliflozin 25mg once daily 
for 52 weeks (the primary outcomes evaluated at 26 weeks).   
 
PIONEER 3 (4) 
This randomised, double-blind study compared oral semaglutide to sitaglitpin, when added to the treatment of 
adults with T2DM who were uncontrolled (7.0-10.5%) with metformin ± sulphonylurea. It randomised 1,864 
adults 1:1:1:1 to treatment with oral semaglutide 3mg, 7mg, or 14mg, or sitaglitpin 100mg daily for 78 weeks.  
  
PIONEER 5 (9) 
This randomised, double-blind, placebo-controlled study (n=324) evaluated the addition of oral semaglutide 
(dose titrated to 14mg daily as per SPC) to metformin and/or sulphonylurea or basal insulin ± metformin in 
adults with inadequately controlled T2DM (HbA1c 7.0-9.5%) and moderate renal impairment (estimated GFR 
30-59mL/min per 1.73m2). All of the other PIONEER studies excluded those with eGFR <60mL/min per 
1.73m2). Randomisation was stratified according to background medication and renal function (CKD-EPI stage 
3A or 3B). Treatment was for 26 weeks, with a follow-up of 5 weeks.  
 
PIONEER 7 (5) 
This randomised, open-label study (n=504) differed from the other key efficacy trials, in that it used a flexible 
semaglutide dosing regimen, comparing this to sitaglitpin 100mg daily, when added to the treatment of adults 
with T2DM who were uncontrolled (HbA1c 7.5-9.5%) on stable doses of one or two oral glucose-lowering 
drugs. The dose of semaglutide could be adjusted to 3, 7 or 14mg one daily on the basis of pre-specified 
HbA1c and tolerability criteria, to approximate treatment individualisation in clinical practice.  
 
The primary endpoint of this study (also different to the other key efficacy trials) was the proportion of patients 
reaching target HbA1c <7% at week 52 – this was achieved in 58% of the semaglutide group and 25% of the 
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sitaglitpin group (odds ratio 4.40; 95% CI 2.89-6.70; p<0.0001). Semaglutide was also superior to sitaglitpin in 
terms of mean reduction in body weight at week 52 (confirmatory secondary endpoint; -2.6kg vs -0.7kg; 
estimated treatment difference -1.9kg; 95% CI -2.6 to -1.2; p<0.0001). The results for reduction in HbA1c and 
bodyweight at week 26 (secondary endpoints) have been included in Table 3 for information, for easier 
comparison with the other studies.  
 
Table 3: Adjusted mean changes in HbA1c and body weight between oral semaglutide and comparators 
at week 26 in PIONEER 2, 3, 5, 7 and 10 
 

• PIONEER 2: Semaglutide vs empagliflozin added to metformin (dual therapy) (n=822) 

 Mean 
change in 
HbA1c (%) 

Estimated 
treatment 
difference (95% 
CI) 

Mean change 
in weight 

Estimated 
treatment 
difference 
(95% CI) 

Semaglutide (n=412) -1.3 -0.4 (-0.6, -0.3), 
p<0.0001  

-3.8 -0.1 (-0.7, 0.5); 
p=NS 

Empagliflozin (n=410) -0.9 - -3.7  

• PIONEER 3: Semaglutide vs sitaglitpin added to metformin ± sulphonylurea (n=1,864) 

Semaglutide 7mg 
(n=466) 

-1.0% -0.3% (-0.4, -0.1); 
p<0.001 

-2.2kg -1.6kg (-2.0, -
1.1); p<0.001 

Semaglutide 14mg 
(n=465) 

-1.3% -0.5% (-0.6, -0.4); 
p<0.001 

-3.1kg -2.5kg (-3.0, -
2.0); p<0.001 

Sitaglitpin 100mg 
(n=467) 

-0.8% - -0.6kg  

• PIONEER 5: Semaglutide vs placebo added to background therapy in moderate renal impairment 

Semaglutide 14mg 
(n=133) 

-1.0  -0.8 (-1.0, -0.6); 
p<0.0001 

-3.4 -2.5 (-3.2, -1.8); 
p<0.0001 

Placebo (n=141) -0.2%  -0.9  

• PIONEER 7: Semaglutide (flexible dosing) versus sitaglitpin added to 1-2 oral glucose-lowering drugs 
(n=504; secondary endpoints) 

Semaglutide (n=253) -1.3% -0.5% (-0.7, -0.4) -2.6kg  -1.9kg (-2.6, -
1.2); p<0.0001 

Sitaglitpin 100mg 
(n=251) 

-0.8% - -0.7kg  

 
PIONEER 10 (Japanese population) (7) 
This randomised, open-label study (n=458) evaluated semaglutide (3mg [n=131], 7mg [n=132] or 14mg 
[n=130) versus subcutaneous dulaglutide (0.75mg; n=65) as an add-on to existing antidiabetes medication 
exclusively in Japanese patients with T2DM.  Although the primary endpoint was treatment-emergent adverse, 
change in HbA1c was also reported (secondary endpoint) and is worth noting in the absence of any other 
comparative data for oral semaglutide and dulaglutide. The estimated mean reduction in HbA1c from baseline 
to week 52 was only statistically significantly higher for the highest dose of semaglutide (14mg) versus 
dulaglutide (ETD -0.3%; 95% CI -0.6% to -0.1%; p=0.0170). The mean weight loss in this group was -2.6kg (-
3.5, -1.6; p<0.0001) for body weight. The results for 7mg semaglutide and dulaglutide were similar. However, 
these results should be interpreted with caution as efficacy measures were only reported as confirmatory 
secondary endpoints.  In addition, the study participants were exclusively Japanese, only a small number of 
patients were treated with dulaglutide, and the lower dose of dulaglutide (0.75mg one weekly) was utilised (the 
SPC recommends 1.5mg weekly when used as an add-on therapy).  
 
1. Evidence strengths and limitations 
 
Clinical application   
Oral semaglutide has been compared to a range of active comparators, including sitagliptin, empagliflozin and 
liraglutide (also dulaglutide, but in a Japanese population with efficacy as a secondary endpoint). It has not 
been directly compared to the other GLP-1 agonists currently available in the UK (lixisenatide, exenatide, 
subcutaneous semaglutide).  
 



 

This HMMC recommendation is based upon the evidence available at the time of publication.  The recommendation will 
be reviewed upon request in the light of new evidence becoming available. 

Page 6 of 10 

The patient populations enrolled in the PIONEER programme ranged from early T2DM to long-standing T2DM 
with or without insulin treatment, and therefore some studies were not reflective of the patient cohort intended 
in the application (for example when it was used as monotherapy in treatment-naïve patients; PIONEER 1).  
 
Positive results of PIONEER 3 and 7, comparing semaglutide to sitagliptin in patients receiving background 
metformin therapy usually with a sulphonylurea, are both relevant to use in UK practice. However, PIONEER 4, 
comparing it to another GLP-1 agonist already established in practice, is the most relevant to this application. 
Results of this study showed oral semaglutide was non-inferior to subcutaneous liraglutide for reduction in 
HbA1c at week 26 and superior to placebo (primary endpoint); and at week 52, oral semaglutide was 
statistically superior to liraglutide and placebo for HbA1c reduction. Moreover, for mean weight loss, oral 
semaglutide was statistically superior to liraglutide and placebo. Therefore, there is RCT evidence to suggest 
benefit of adding oral semaglutide to the treatment pathway, for patients in whom a subcutaneous treatment is 
unacceptable given non-inferiority compared to a formulary approved GLP-1 agonist.  
 
Moreover, results of PIONEER 8 showed that by week 52, total daily insulin was reduced from baseline with 
oral semaglutide 7mg (-6 units) and 14mg (-7 units) but increased with oral semaglutide 3mg (+2) and placebo 
(+10). Therefore, demonstrating the potential benefit of reduced insulin doses when adding oral semaglutide to 
patients on a stable dose of insulin; a cohort of patients relevant to local practice.  
 
Of note, PIONEER 7 was the only study to evaluate a flexible dosing regimen of oral semaglutide, which is 
likely to more closely reflect clinical practice.  
 
The primary endpoint in most studies was evaluated at 26 weeks, which is short-term considering the chronic 
nature of T2DM. Secondary endpoints however included evaluations at later time points, including 78-week 
data from PIONEER 3; these suggest reductions in HbA1c and body weight are maintained over longer 
periods.  
 
Of note, there is limited experience of oral semaglutide in patients ≥75 years (total n=321 [5%] across efficacy 
trials) and in patients with severe renal impairment.  In addition, the key efficacy studies excluded people with a 
history of pancreatitis, proliferative retinopathy or maculopathy, thyroid carcinoma, multiple endocrine neoplasia 
type 2, or recent coronary syndromes. The safety and efficacy of oral semaglutide in these populations is 
therefore unknown and should factor into the cohorts of patients for whom treatment is deemed appropriate.  
 
Importantly, it is not currently known if oral semaglutide is associated with a reduction in cardiovascular risk, as 
the reduction observed in POINEER 6 was not statistically significant for superiority versus placebo (12). A 
further, larger, longer-term study addressing this is currently underway. This puts it at a disadvantage over 
other GLP-1 agonists for which a reduction in CV risk has been demonstrated (liraglutide, subcutaneous 
semaglutide, dulaglutide). NICE guidance predates the availability of some of the cardiovascular outcome data 
for GLP-1 agonists and does not address CV outcomes, but European guidance advocates use of an agent 
with proven cardiovascular benefit in patients with CVD or a high cardiovascular risk.  Therefore, as per the 
proposed recommendation, at this time, oral semaglutide should be used 2nd line to the subcutaneous GLP-1 
agonists that have shown cardiovascular benefit and are already on formulary.  
 
Safety 
Overall, the safety profile of oral semaglutide appears consistent with the GLP-1 agonist class.  
 
In the PIONEER 4 study, adverse events were reported by a slightly higher proportion of the oral semaglutide 
group (80%) than the liraglutide group (74%), largely attributable to gastrointestinal events, the most frequent 
being transient nausea (20%) and diarrhoea (15%), generally mild to moderate. The peak occurrence of 
nausea was earlier with liraglutide, possibly reflecting the slower dose escalation of oral semaglutide. A total of 
11% of the oral semaglutide group and 9% of the liraglutide group stopped study medication early due to 
adverse events, mainly due to gastrointestinal events (8% v 6%) (6).  
 
The PIONEER 6 study was designed to assess the cardiovascular safety of oral semaglutide (12). It included 
3,183 patients with T2DM deemed to be at high cardiovascular risk (aged ≥50 with established cardiovascular 
disease or chronic kidney disease, or ≥60 with cardiovascular risk factors only), who were randomised to 
semaglutide (target dose 14mg) or placebo. The primary objective was to determine whether semaglutide was 
non-inferior to placebo with respect to the occurrence of major adverse cardiovascular events (MACE; death 
from CV causes, non-fatal MI, or non-fatal stroke), with the non-inferiority margin for the upper boundary of the 
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95% CI limit set at 1.8 (i.e.to ruling out an excess risk of ≥80%). The main findings were as follows: 

• After a median of 15.9 months, MACE occurred in 3.8% of the oral semaglutide group and 4.8% of the 
placebo group (HR 0.79; 95% CI 0.57-1.11; p<0.001 for non-inferiority; p=0.17 for superiority).  

• Statistically significant benefits with semaglutide were seen for the secondary outcomes death from CV 
causes (0.9% vs. 1.9% placebo; HR 0.49; 95% CI 0.27-0.92) and death from any cause (1.4% v 2.8%; 
HR 0.51; 95%CI 0.31-0.84) but these should be interpreted with caution due to the low absolute number 
of events and the fact the study was not powered for these outcomes.  

• There were no statistically significant differences reported for any of the other endpoints studied. 
 
This study was not powered to demonstrate superiority of semaglutide versus placebo – i.e. whether oral 
semaglutide was associated with a reduction in MACE, as has been demonstrated with subcutaneous 
semaglutide in the SUSTAIN 6 trial (13). The European Public Assessment Report (EPAR) for Rybelsus® 
notes that due to the large variability in exposure and the different route of administration, it remains uncertain if 
the exposure obtained with oral semaglutide is sufficient to exhibit the cardiovascular effect and the 
appropriateness of extrapolating results remains questionable (14). A larger CV outcomes study of oral 
semaglutide (SOUL) is currently underway.   
 
The EPAR includes a pooled safety analysis of the PIONEER Phase III studies (excluding PIONEER 6), with 
4,116 adults exposed to semaglutide (any dose; 4,379 patient-years of exposure) (14). Of note, data on 
exposure beyond 82 weeks (the highest exposure in PIONEER 6) is extremely limited.  The main findings 
included: 

• Overall, the number of adverse events (AE) was higher with semaglutide than comparator (3.02 v 2.59 
events per person-year of exposure) and placebo (3.57 v 2.65), however the majority were mild and 
non-serious, and recovered by the end of the trials.  

• The proportion of patients with serious AEs was similar for oral semaglutide (8.6%) and comparators 
(9.0%), and also with placebo (8.3%) 

• The most common AEs (the primary driver of differences between semaglutide and comparators) were 
gastrointestinal, including nausea, diarrhoea, vomiting, constipation and loss of appetite. 
Gastrointestinal disorders are well-known side-effects of GLP-1 agonists, believed to be due to a class 
effect on the gastrointestinal system. Most of the AEs reported were dose-dependent, and the highest 
rate of discontinuation was observed in the 14mg dose group. 

• Clinically significant hypoglycaemia was slightly more common with oral semaglutide than with 
comparators (19.9 and 17.8 episodes per 100 person-years of exposure), as was severe 
hypoglycaemia (0.3 v 0.1) and asymptomatic hypoglycaemia (75.2 v 57.8). The risk appears higher 
when used in combination with other glucose-lowering medication (sulphonylureas, insulin)  

• Diabetic retinopathy, which was identified as an adverse effect of subcutaneous semaglutide after the 
SUSTAIN 6 study, was an exclusion criterion for the PIONEER studies. However, despite careful 
control, this signal was confirmed in the overall Phase III PIONEER pool and in PIONEER 6; although 
most events were non-proliferative diabetic retinopathy, non-serious, and mild severity). This must be 
considered as an adverse reaction to oral semaglutide, with an excess risk difference between 0.5 and 
1% in the first year.  

• Overall, the safety profile of oral semaglutide is similar to that of subcutaneous semaglutide. 
 
The EMA have published a risk management plan (RMP) for Rybelsus® which details the important risks of the 
drug and how they can be minimised, and how more information will be obtained about the drug’s risks and 
uncertainties (15). These are highlighted in the table below:  

 
Neoplasms (malignant and non-malignant) will be monitored through routine serious adverse events reporting 
in studies as per request from EMA.  The risk management report from EPAR states the following for 
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neoplasms. - Patients with T2DM, as well as patients being overweight or with obesity, have an increased risk 
of certain types of cancer. There is no evidence from clinical trials that GLP-1-based therapies increase the risk 
of neoplasms. However, in the semaglutide s.c. as well as oral semaglutide phase 3a trials, the proportion of 
subjects with neoplasms (malignant and non-malignant) were slightly higher with semaglutide than with 
comparator. The number of subjects exposed to semaglutide s.c. or oral semaglutide for a longer period is 
considered insufficient for a thorough assessment of the risk of neoplasms, and therefore the risk is included in 
the RMP. 

 

Cost of treatment and Cost Effectiveness 
Table 1: Based on BNF May 2021 prices 

GLP 1 agonist Dose regimen Cost per month 
(£) 

Cost per annum (£) 

Oral semaglutide  3mg, 7mg or 14mg 78.48 (30 days) 955 

Semaglutide s/c 0.5mg or 1.0mg once 
weekly  

73.25 (28 days) 955 

Liraglutide  1.2 or 1.8mg SC once 
daily  

78.48 – 117.72 (30 
days) 

955 to 1432 

Dulaglutide  1.5mg SC once 
weekly  

73.25 (28 days) 955 

 
The cost of oral semaglutide is comparable to the injectable GLP-1 agonists already in use within Hertfordshire, 
with the advantage of not requiring needles or sharps disposal.  

 

The needs of the population 

• The needs of the population may be moderate as although there are alternative oral antidiabetic agents 
there is no alternative oral GLP-1RA available.  

• There may be benefit for patient cohorts who require a GLP-1RA but are unable to tolerate injections, or 
those with needle phobia or those unable to self-administer and with no carer support.   

• The cardiovascular (CV) outcomes trials for oral semaglutide showed cardiovascular safety but unlike 
subcutaneous dulaglutide, subcutaneous liraglutide and subcutaneous semaglutide did not show a 
statistically significant CV risk reduction. 

 

The needs of the community 

• The incidence of diabetes is increasing nationally. There is a cost pressure associated with addition of oral 
semaglutide as it will be available to patients who are unable to tolerate injections, or those with needle 
phobia or those unable to self-administer and with no carer support.   

• The impact on the health economy appears to be low as GLP-1RAs when used in their recommended place 
in therapy (NICE) appear to be cost effective.  

• It is possible that the addition of oral semaglutide will avoid or delay the use of insulin which may avoid costs. 
 

Policy Drivers 
o West Essex CCG – Not currently on formulary 

 
o NCL (Royal Free) – Specialist initiation with GP continuation. Non-preferred option for the 4th line 

management of hyperglycaemia in patients with BMI > 35 kg/m2 (>30 kg/m2 if BAME ethnicity) and 
without cardiovascular-renal disease 

 
o Luton and Bedfordshire - Shared Care. Only to be initiated by Specialist Diabetes team in line with 

JPC guidance.  Oral semaglutide is a 2nd line choice after s/c GLP-1 agonist. GPs to take over 
prescribing once patient stable, likely around 3-6 months depending on individual patient factors. 
Shared Care Guideline currently being updated. 

 
o Bucks – Not currently on formulary. 

 
o Cambridge and Peterborough –GREEN - Oral semaglutide can be initiated in primary care in patients 

NOT being treated with insulin or on the advice of a specialist for patients also treated with insulin. 
 

o Oxford –Medicine which should only be prescribed in restricted circumstances– For use only when 
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subcutaneous injections are definitely not possible e.g. needle phobia. First line options are those with 
evidence of cardiovascular outcomes in line with GLP-1 guidelines. 

 
o NICE Guidance - GLP1-RA therapy is recommended in NICE Guideline NG28: 

 
1) If triple therapy with metformin and 2 other oral drugs is not effective, not tolerated or contraindicated, 

consider combination therapy with metformin, a sulfonylurea and a glucagon like peptide 1 (GLP 1) mimetic 
for adults with type 2 diabetes who: 

• have a BMI of 35 kg/m2 or higher (adjust accordingly for people from black, Asian and other minority ethnic 
groups) and specific psychological or other medical problems associated with obesity or 
• have a BMI lower than 35 kg/m2 and:  
             • for whom insulin therapy would have significant occupational implications or 
              • weight loss would benefit other significant obesity related comorbidities.  
 
2) In adults with type 2 diabetes, only offer a GLP 1 mimetic in combination with insulin with specialist care 

advice and ongoing support from a consultant led multidisciplinary team 
 

o AWMSG  
AWMSG Recommends Semaglutide S/C as an option for restricted use within NHS Wales for the treatment of 
insufficiently controlled type 2 diabetes mellitus in adults as an add-on therapy to oral antidiabetic medicines or 
basal insulin (AWMSG 1842). Semaglutide oral is excluded from appraisal as the oral formulation is an 
alternative formulation of an established medicine which costs the same or less than the existing established 
medicine.  
 

o SMC 
SMC has accepted oral semaglutide (Rybelsus®) for restricted use within NHSScotland for the treatment of 
adults with insufficiently controlled type 2 diabetes mellitus in addition to other oral anti-diabetic medicines, or 
as an add-on to basal insulin, as an alternative glucagon-like peptide-1 receptor agonist option. (SMC2287) 
SMC has previously accepted semaglutide solution for subcutaneous injection (Ozempic) for restricted use 
(SMC2092). Oral semaglutide (Rybelsus) costs the same per day as subcutaneous semaglutide (Ozempic). 
Prescribers should note that the effect of switching between oral and subcutaneous semaglutide cannot easily 
be predicted because of high pharmacokinetic variability of oral semaglutide. Clinical effectiveness should be 
considered when making switching decisions between formulations. 
 
The company’s submission related only to use in addition to other medicinal products for the treatment of 
diabetes, therefore SMC cannot recommend semaglutide tablets as monotherapy. 

 
 

Equity and Equality:  
People with diabetes would be considered as disabled under the Equality Act 2010. The addition to the 
formulary of oral semaglutide will have a positive impact on people with diabetes who are unable to tolerate 
injections, or those with needle phobia or those unable to self-administer and with no carer support. 
Appropriateness of medicines for individual patients is a clinical decision by the prescribing clinician in 
consultation with the patient. 
 
There is no differential impact expected with the introduction of oral semaglutide on one or more equality 
groups differently to others: Age, Disability; Gender reassignment; Marriage & Civil Partnership; Pregnancy & 
Maternity; Race; Religion & Belief; Sex; Sexual orientation. Appropriateness of medicines for individual patients 
is a clinical decision by the prescribing clinician in consultation with the patient.  
Oral semaglutide is not recommended for use in children or in pregnancy and breast feeding. NHS England is 
the responsible commissioner for type 2 diabetes in children. 

 

 
Implementability: No impact anticipated 
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