THE WORLD’S FIRST AND
ONLY ORAL GLP-1 RA

RYBELSUS® is indicated for the treatment of adults
with insufficiently controlled type 2 diabetes mellitus
for glycaemic control as an adjunct to diet and exercise
as monotherapy when metformin is considered
inappropriate due to intolerance or contraindications,
or in addition to other medicinal products for the
treatment of diabetes.1

WAKE UP TO

THE POSSIBILITIES
For adults with type 2 diabetes to improve
glycaemic control1
Significantly greater HbA1c reductions vs sitagliptin,
empagliflozin and Victoza® (liraglutide) at one year*1-4
Additional benefit of mean 3.7 kg weight loss with
the maximum dose, sustained to end of trials**1,5
GLP-1 RA=glucagon-like peptide-1 receptor agonist; HbA1c=haemoglobin A1c.
*All primary endpoints at Week 26, met.
**PIONEER 1-5 and 8. Trial lengths varied from 26 to 78 weeks.

Prescribing information and adverse event reporting can be found on the second from last page.

Significantly greater HbA1c reductions
vs Victoza® after 52 weeks1,2

Significantly greater weight reductions
vs Victoza® after 52 weeks2

ADDED TO METFORMIN WITH OR WITHOUT SGLT2i

ADDED TO METFORMIN WITH OR WITHOUT SGLT2i
Bars represent estimated mean change from baselines at end
of treatment (Week 52).

Lines represent observed means for treatment policy estimand for all randomised patients. Mean baseline
HbA1c 8.0% (64 mmol/mol)
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*Primary endpoint:
p<0.0001 non-inferior
to Victoza® and superior
to placebo
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-4.3 kg
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(p=0.0019 vs
Victoza® and
p<0.0001
vs placebo)

RYBELSUS®
14 mg (n=285)

ADDED TO METFORMIN

Bars represent estimated means for treatment policy estimand.3

Secondary endpoint:
p=0.0002 vs Victoza®
and p<0.0001
vs placebo

Victoza®

Placebo

(n=284)

(n=142)

Bars represent estimated means for treatment policy estimand.4

WEEK 78

PIONEER 2

BASELINE: 8.3%

BASELINE: 8.4%

BASELINE: 8.3%

-1.1%

-0.8%

-0.7%

(p<0.001 vs
sitagliptin)

(p=0.06 vs
sitagliptin)

UP TO 57%
GREATER6

HbA1c REDUCTION
THAN SITAGLIPTIN*6

-0.4% absolute
difference

RYBELSUS®
14 mg (n=465)

RYBELSUS®
7 mg (n=465)

Sitagliptin
100 mg (n=467)

WEEK 52

BASELINE: 8.1%

BASELINE: 8.1%

-1.3%

-0.9%
44%

(p<0.0001 vs
empagliflozin)

GREATER6

HbA1c REDUCTION
THAN EMPAGLIFLOZIN*6

-0.4% absolute
difference

RYBELSUS®
14 mg (n=411)

Empagliflozin
25 mg (n=410)

†

GLP-1 RA=glucagon-like peptide-1 receptor agonist; HbA1c=haemoglobin A1c; SGLT2i=sodium-glucose cotransporter-2 inhibitor.
Adapted from Pratley R et al. Lancet 2019.
Results are from a 52-week, double-blind, double-dummy trial in 711 adult patients with type 2 diabetes.1,2
Primary endpoint: Change from baseline to Week 26 in HbA1c.
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ADDED TO METFORMIN WITH OR WITHOUT SULFONYLUREA

BASELINE: 92.9 kg BASELINE: 95.5 kg BASELINE: 93.2 kg
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PIONEER 4

3

vs sitagliptin

CHANGE IN HbA1c FROM BASELINE (%)

Baseline: 8.0% (64 mmol/mol)

MEAN HbA1c CHANGE FROM
BASELINE AT WEEK 52†

HbA1c change from baseline (mmol/mol)

HbA1c change from baseline (%)

0.4

MEAN HbA1c CHANGE FROM
BASELINE AT WEEK 26*

MEAN CHANGE FROM BASELINE (kg)

PIONEER 4

RYBELSUS® 14 mg demonstrated significantly greater HbA1c reductions
vs DPP4i (sitagliptin)1,3 and SGLT2i (empagliflozin)1,4

CHANGE IN HbA 1c FROM BASELINE (%)

A GLP-1 RA in a once-daily tablet

DPP4i=dipeptidyl peptidase-4 inhibitor; HbA1c=haemoglobin A1c;
SGLT2i=sodium-glucose cotransporter 2 inhibitor.
Results are from a 78-week randomised, double-blind, double-dummy,
active-controlled trial in 1,864 adult patients with type 2 diabetes.1,3

Results are from a 52-week, randomised, open-label,
active-controlled trial in 821 adult patients with type 2 diabetes.1,4

*PRIMARY ENDPOINT AT WEEK 26, MET.
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No dose adjustment for specific populations1

Select precautions with RYBELSUS®
For full list of adverse events and precautions please refer to the RYBELSUS® SmPC
GI events

Diabetic ketoacidosis

• The most frequently reported adverse reactions in clinical trials were
gastrointestinal disorders, including nausea, diarrhoea and vomiting
• Mild to moderate in severity and of short duration
• The events were most frequently reported during the first months
on treatment

• Semaglutide should not be used in patients with type 1 diabetes mellitus or for
the treatment of diabetic ketoacidosis
• Diabetic ketoacidosis has been reported in insulin-dependent patients whom
had rapid discontinuation or dose reduction of insulin when treatment with a
GLP-1 receptor agonist is started. A stepwise approach to insulin reduction is
recommended

Treatment response
• Compliance with the dosing regimen is required for optimal effect
of semaglutide. Absorption of semaglutide is highly variable and
may be minimal (2-4% patients will not have any exposure)

Renal
impairment

Elderly

Hepatic
impairment

No dosage adjustment for mild,
moderate or severe renal impairment.
Not recommended in patients with
end-stage renal disease.1

No dose adjustment required
based on age.1
Therapeutic experience
in patients ≥75 years
is limited.1

No dose adjustment is required in
patients with hepatic impairment.1
Therapeutic experience in patients
with severe hepatic impairment
is limited. Caution should
be exercised when treating
these patients.1

For full information please refer to the RYBELSUS SmPC.
®
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Diabetic retinopathy complications
• In patients with diabetic retinopathy treated with insulin and s.c.
semaglutide, an increased risk of developing diabetic retinopathy
complications has been observed, a risk that cannot be excluded
for orally administered semaglutide
• Caution should be exercised when using oral semaglutide in patients
with diabetic retinopathy. These patients should be monitored closely
and treated according to clinical guidelines

Sodium content
• This medicinal product contains 23 mg sodium per tablet,
equivalent to 1% of the WHO recommended maximum daily
intake of 2 g sodium for an adult

Congestive heart failure
• There is no therapeutic experience in patients with congestive heart
failure New York Heart Association (NYHA) class IV, and semaglutide
is therefore not recommended in these patients

Hypoglycaemia
• Patients treated with semaglutide in combination with a sulfonylurea
or insulin may have an increased risk of hypoglycaemia
• When semaglutide is used in combination with a sulfonylurea or
with insulin, a reduction in the dose of sulfonylurea or insulin may
be considered to reduce the risk of hypoglycaemia
• 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

Interactions with levothyroxine
• Total exposure (AUC) of thyroxine (adjusted for endogenous levels) was
increased by 33% following administration of a single dose of levothyroxine
• Monitoring of thyroid parameters should be considered when treating patients
with oral semaglutide at the same time as levothyroxine

Gastric emptying
• Semaglutide delays gastric emptying which may influence the absorption of
other oral medicinal products
AUC=area under the curve; s.c.=subcutaneous; GI=gastrointestinal; GLP-1=glucagon-like peptide-1;
WHO=World Health Organization.
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Rybelsus®
tablets semaglutide Rybelsus® 3 mg tablets Rybelsus® 7 mg tablets Rybelsus® 14 mg tablets
Indications: Rybelsus® is indicated for the treatment of adults with insufficiently controlled type 2 diabetes
mellitus to improve glycaemic control as an adjunct to diet and exercise
• as monotherapy when metformin is considered inappropriate due to intolerance or contraindications
• in combination with other medicinal products for the treatment of diabetes.
For study results with respect to combinations, effects on glycaemic control and cardiovascular events, and the
populations studied, see sections 4.4, 4.5 and 5.1 of the SmPC. Posology and administration: Administered
once daily for oral use, should be taken on an empty stomach at any time of the day. The tablet should be
swallowed whole with a sip of water (up to 120 ml). Tablets should not be split, crushed or chewed. The
patient should wait at least 30 minutes before eating, drinking or taking other oral medicine. The starting dose
of semaglutide is 3 mg once daily for 1 month. After 1 month the dose should be increased to a maintenance
dose of 7 mg once daily. After at least 1 month with 7 mg the dose can be increased to a maintenance dose of
14 mg once daily to further improve glycaemic control. The maximum recommended single daily dose is 14 mg.
Taking two 7 mg tablets to achieve the effect of a 14 mg dose has not been studied and is not recommended.
If a dose is missed, the missed dose should be skipped and the next dose taken the following day. Compliance
with the dosing regimen is recommended for optimal effect. If the treatment response is lower than expected,
the physician should be aware that the absorption of semaglutide is highly variable and may be minimal and
the absolute bioavailability is low. Children & adolescents below 18 years: No data are available. Elderly: No
dose adjustment, therapeutic experience in patients ≥75 is limited. Renal Impairment: No dose adjustment is
required for patients with mild, moderate or severe renal impairment. Experience in patients with severe renal
impairment is limited. Not recommended for use in patients with end-stage renal disease. Hepatic impairment:
No dose adjustment is required for patients with hepatic impairment. Experience with severe hepatic impairment
is limited. Caution should be exercised when treating these patients with semaglutide. Contraindications:
Hypersensitivity to the active substance or to any of the excipients. Special warnings and precautions for use:
In order to improve traceability of biological medicinal products, the name and batch number of the administered
product should be clearly recorded. Semaglutide should not be used in patients with type 1 diabetes mellitus
or for the treatment of diabetic ketoacidosis. Diabetic ketoacidosis has been reported in insulin-dependent
patients whom had rapid discontinuation or dose reduction of insulin when treatment with a GLP-1 receptor
agonist is started. Use of semaglutide in combination with a sulfonylurea or insulin may have an increased risk
of hypoglycaemia. The risk of hypoglycaemia can be lowered by reducing the dose of sulfonylurea or insulin

when initiating treatment with semaglutide. Blood glucose self-monitoring is necessary to adjust the dose of
sulphonylurea and insulin, particularly when semaglutide is started and insulin is reduced. A stepwise approach
to insulin reduction is recommended. Patients should be advised to take precautions to avoid hypoglycaemia
while driving and using machines. There is no experience in patients with congestive heart failure NYHA class
IV and is therefore not recommended in these patients. Use of GLP-1 receptor agonists may be associated with
gastrointestinal adverse reactions that can cause dehydration, which in rare cases can lead to a deterioration
of renal function. Patients treated with semaglutide should be advised of the potential risk of dehydration in
relation to gastrointestinal side effects/take precautions to avoid fluid depletion. Acute pancreatitis has been
observed with the use of GLP-1 receptor agonists. Patients should be informed of the characteristic symptoms
of acute pancreatitis. If pancreatitis is suspected, semaglutide should be discontinued; if confirmed, semaglutide
should not be restarted. Caution should be exercised when using semaglutide in patients with a history of
pancreatitis or diabetic retinopathy treated with insulin and s.c. semaglutide, an increased risk of developing
diabetic retinopathy complications has been observed, a risk that cannot be excluded in orally administered
semaglutide. These patients should be monitored closely and treated according to clinical guidelines. Rapid
improvement in glucose control has been associated with a temporary worsening of diabetic retinopathy.
When semaglutide is used in combination with metformin and/or a sodium-glucose co-transporter-2 inhibitor
(SGLT2i) or thiazolidinedione the current dose of metformin and/or SGLT2i or thiazolidinedione can be continued.
Fertility, pregnancy and lactation: Women of childbearing potential are recommended to use contraception
when treated with semaglutide. Should not be used during pregnancy or breast-feeding. Discontinue at least 2
months before a planned pregnancy. Effect on fertility unknown. Undesirable effects: Adverse events in clinical
trials which could be considered serious include: (≥1/10): Hypoglycaemia when used with insulin or sulfonylurea
(≥1/100 to <1/10): Diabetic retinopathy complications (≥1/1,000 to <1/100): Cholelithiasis (≥1/10,000 to
<1/1,000): Anaphylactic reaction, acute pancreatitis (<1/10,000): N/A Other Very common (≥1/10: Nausea,
diarrhoea Other Common (≥1/100 to <1/10): Hypoglycaemia when used with other OADs, decreased appetite,
vomiting, abdominal pain, abdominal distension, constipation, dyspepsia, gastritis, gastro-oesophageal reflux
disease, flatulence, fatigue, increased lipase, increased amylase. Of medical interest: Increased heart rate MA
numbers and Basic NHS Price: Rybelsus® 3 mg x 30 tablets, EU/1/20/1430/2, £78.48 Rybelsus® 7 mg x 30
tablets, EU/1/20/1430/5, £78.48 Rybelsus® 14 mg x 30 tablets, EU/1/20/1430/8, £78.48 Legal category: POM.
For full prescribing information please refer to the SmPC which can be obtained from: Novo Nordisk Limited, 3
City Place, Beehive Ring Road, Gatwick, W. Sussex, RH6 0PA. Marketing Authorisation Holder: Novo Nordisk
A/S, Novo Allé, DK-2880 Bagsværd, Denmark. Date last revised: July 2020 Rybelsus® is a trademark owned
by Novo Nordisk A/S.

References: 1. RYBELSUS® Summary of Product Characteristics; Novo Nordisk Ltd. 2. Pratley R, Amod A, Hoff ST et al. (2019) Oral semaglutide versus subcutaneous liraglutide and placebo in type 2 diabetes
(PIONEER 4): a randomised, double-blind, phase 3a trial; Lancet; 394(10192): p.39-50. 3. Rosenstock J, Allison D, Birkenfeld AL et al. (2019) Effect of additional oral semaglutide vs sitagliptin on glycated
hemoglobin in adults with type 2 diabetes uncontrolled with metformin alone or with sulfonylurea: the PIONEER 3 randomized clinical trial; JAMA; 321(15): p.1466-80. 4. Rodbard HW, Rosenstock J, Canani LH
et al. (2019) Oral semaglutide versus empagliflozin in patients with type 2 diabetes uncontrolled on metformin: the PIONEER 2 trial; Diabetes Care; 42(12): p.2272-81. 5. Data on File: RYB002_mean weight loss
calculation, May 2020. 6. Data on File: RYB001_HbA1c reduction calculations, April 2020.

Victoza® Liraglutide. Victoza® 6 mg/ml pre-filled pen
1 ml of solution contains 6 mg of liraglutide. One pre-filled pen contains 18 mg liraglutide in 3 ml. Indication:
Treatment of adults, adolescents and children aged 10 years and above with insufficiently controlled type 2
diabetes mellitus as an adjunct to diet and exercise
• as monotherapy when metformin is considered inappropriate due to intolerance or contraindications
• in addition to other medicinal products for the treatment of diabetes.
For study results with respect to combinations, effects on glycaemic control and cardiovascular events, and the
populations studied, see SmPC sections 4.4, 4.5 and 5.1. Posology and administration: Victoza® is administered
once daily by subcutaneous injection and at any time independent of meals, however it is preferable to inject
around the same time of day. Victoza® should not be administered intravenously or intramuscularly. Recommended
starting dose is 0.6 mg daily. After at least one week, the dose should be increased to a maintenance dose of
1.2 mg. Based on clinical response, after at least one week the dose can be increased to 1.8 mg. Daily doses
higher than 1.8 mg are not recommended. When Victoza® is added to a sulfonylurea or insulin, a reduction in
dose of sulfonylurea or insulin should be considered to reduce the risk of hypoglycaemia. Combination therapy
with sulfonylurea is only valid for adult patients. Blood glucose self-monitoring is necessary to adjust the dose of
sulfonylurea and insulin, particularly when Victoza® therapy is started and insulin is reduced. A stepwise approach
to insulin dose reduction is recommended. Victoza® can be used in the elderly (>65 years), patients with mild,
moderate or severe renal impairment, mild or moderate hepatic impairment or adolescents and children aged
10 years and above (no data is available for children below 10 years of age) without dose adjustment. Victoza®
is not recommended for use in patients with end-stage renal disease (there is no therapeutic experience in
patients) or patients with severe hepatic impairment. Contraindications: Hypersensitivity to the active substance
or any of the excipients. Special warnings and Precautions for use: Victoza® should not be used in patients
with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis. Victoza® is not a substitute for
insulin. Diabetic ketoacidosis has been reported in insulin-dependent patients after rapid discontinuation or
dose reduction of insulin. No experience in patients with New York Heart Association (NYHA) IV and Victoza® is
not recommended for use in these patients. Due to limited experience, Victoza® is not recommended in patients
with inflammatory bowel disease and diabetic gastroparesis since it is associated with transient gastrointestinal
(GI) adverse reactions, including nausea, vomiting and diarrhoea. Acute pancreatitis has been observed with the
use of GLP-1 receptor agonists; patients should be informed of symptoms of acute pancreatitis. If pancreatitis is
suspected, Victoza® should be discontinued. If acute pancreatitis is confirmed, Victoza® should not be restarted.

Thyroid adverse events, such as goitre have been reported in clinical trials particularly in patients with pre-existing
thyroid disease and Victoza® should be used with caution. Due to potential risk of dehydration with Victoza®
in relation to GI side effects; advise patients to take precautions to avoid fluid depletion. Victoza® contains less
than 1 mmol sodium (23 mg) per dose, therefore the medicinal product is essentially ‘sodium-free’. Victoza®
has no or negligible influence on the ability to drive and use machines. Advise patients to take precautions to
avoid hypoglycaemia while driving and using machines, in particular when Victoza® is used in combination with
sulfonylurea or insulin. In the absence of compatibility studies Victoza® must not be mixed with other medicinal
products. Fertility, pregnancy and lactation: If a patient wishes to become pregnant, pregnancy occurs or
is breast feeding, treatment with Victoza® should be discontinued. Apart from a slight decrease in number of
live implants in animal studies no harmful effects on fertility observed. Undesirable effects: The Summary of
Product Characteristics should be consulted for a full list of side effects. The most frequently observed adverse
reactions from long term phase 3a controlled trials, the LEADER trial (a long-term cardiovascular outcome trial)
and spontaneous (post-marketing) reports were: Very common (≥1/10): nausea, diarrhoea, hypoglycaemia
when used in combination with sulfonylureas. Common (≥1/100 to <1/10): vomiting, constipation, abdominal
pain, discomfort and distension, dyspepsia, gastritis, flatulence, gastroesophageal reflux disease, increased heart
rate, toothache, headache, dizziness, nasopharyngitis, bronchitis, hypoglycaemia, anorexia, appetite decreased,
fatigue, rash, injection site reactions, increased lipase, increased amylase; GI adverse reactions are more frequent
at start of therapy but are usually transient. Patients >70 years or those with mild or moderate renal impairment
(CrCl 60-90 ml/min or 30-59 ml/min, respectively) may experience more GI effects. Uncommon (≥1/1,000 to
<1/100) Dehydration, delayed gastric emptying, renal impairment, acute renal failure, malaise, cholelithiasis
and cholecystitis. Rare (≥1/10,000 to <1/1,000) Anaphylactic reactions, intestinal obstruction. Consistent with
medicinal products containing proteins/peptides, patients may develop anti-liraglutide antibodies following
treatment but this has not been associated with reduced efficacy of Victoza®. Few cases of: angioedema
(0.05%), acute pancreatitis (<0.2%), injection site reactions (usually mild, approx. 2%). Allergic reactions
(including urticaria, rash and pruritus) and a few cases of anaphylactic reactions (with additional symptoms
such as hypotension, palpitations, dyspnoea and oedema) have been reported from marketed use of Victoza®.
MA numbers and Basic NHS Price: 2 x 3 ml pre-filled pens EU/1/09/529/002 £78.48; 3 x 3 ml pre-filled
pens EU/1/09/529/003 £117.72. Legal Category: POM. Further prescribing information can be obtained
from: Novo Nordisk Limited, 3 City Place, Beehive Ring Road, Gatwick, West Sussex, RH6 0PA. Marketing
Authorisation Holder: Novo Nordisk A/S, Novo Allé, DK-2880 Bagsværd, Denmark. Date last revised: October
2019 Victoza® is a trademark owned by Novo Nordisk A/S.

Adverse events should be reported. Reporting forms and information can be found at www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card in the Google Play or Apple App Store.
Adverse events should also be reported to Novo Nordisk Limited. (Telephone Novo Nordisk Customer Care Centre 0845 6005055). Calls may be monitored for training purposes.

Scan the QR code above to connect to NAOMI our automated, on-demand, medical information chat service. NAOMI can provide information in response to questions from UK healthcare
professionals and patients. NAOMI is accessible 24/7. Please note, this does not provide a live link to UK Novo Nordisk Medical Information.
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Achieving outcomes with once-daily RYBELSUS® the right way
Start your patients on RYBELSUS® 3 mg, and increase the dose1

1

3
mg

Start with
3 mg once daily
for 1 month

1

7
mg

Increase dose
to 7 mg once
daily for at
least 1 month

14
mg

Based on
individual needs,
you may increase
dose to 14 mg

Your patients should take RYBELSUS® according to the following instructions:1
• Tablets should be taken whole and not split,
30

crushed or chewed

• Two 7 mg tablets should not be taken when
on a 14 mg dose

Take on an empty
stomach upon
waking

Take with a sip of
water (no more
than 120 mL)

Wait at least 30 minutes
before eating, drinking,
or taking any other
oral medication

• If a dose is missed, the missing dose should
be skipped and the next dose should be
taken the following day

Waiting <30 minutes decreases
the absorption of semaglutide1

RYBELSUS®, Victoza® and the Apis bull logo are registered trademarks of Novo Nordisk A/S.
© 2020 Novo Nordisk A/S, Novo Allé, DK-2880, Bagsværd, Denmark
UK20RYB00010 | July 2020

