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1. Generic Name

Semaglutide Tablets
Rybelsus® 3 mg tablets
Rybelsus® 7 mg tablets
Rybelsus®14 mg tablets

Tablet for ance daily oral use

Semaglutide 1 a human glucagon-like pepuide-1 (GLP-1) receptor agonist produced in
Saccharomyces cerevisiae by recombinant DNA technology followed by proten punfication

2. Qualitative and quantitative composition
Rybelsus® 3 mg lablets”
Each tablet contamns semaglutide 3 mg
‘4 | -
Each tablet contains semaglutide 7 mg
Rybelsus® 14 lets*
Each tablet contains semaglutide 14 mg
*Excipient with knawn effect
Each tablet contains salcaprozate sodium equivalent to 23 mg sodium
For the full list of excipients, see Section 8 Pharmaceutical Particulars

3. Dosage form and Strength

Rybelsus® 3 mg tablets

White to light yellow, cval shaped tablet debossed with '3" on one side and ‘nove’ on the
other side

Rybelsus® 7 mg tablets

White to light yellow, oval shaped lablet debossed with '7* on ene side and ‘novo’ on the
other side

Rybelsus® 14 mqg tablets

White 1o light yellow, oval shaped tablet debossed with *14' on one side and ‘novo’ on
the other side

4. Clinical particulars

4.1 Therapeutic indication

RYBELSUS® is indicated as an adjunct to diet and exercise to improve glycemic control in

adults with type 2 diabetes mellitus

Limitations of Use

= RYBELSUS® has not been studied in patients with a history of pancreatitis Consider
other antidiabetic therapies in patients with a history of pancreauts [see section 4 4
spacial warnings and precautions for use|

* RYBELSUS® is not indicated for use in patients wath type 1 diabetes mellitus

4.2 Posology and method of administration

Posology

The starting dose of Rybelsus® is 3 mg once daily for one month After one month, the
dose should be increased to a maintenance dose of 7 mg once daily After at least one
manth on with a dose of 7 mg once daily, the dose can be increased to a mantenance
dose of 14 mg once daily to further improve glycaemic control

The maximum recommended single daily dose of Rybelsus® is 14 mg. Taking two 7 mg
tablets 10 achieve the effect of a 14 mg dose has not been stuched and is therefore not
recommended

Rybelsus® can be used as menotherapy or in combination with one or more glucose-
lowenng medicinal products (See Clinical efficacy and safety under section 5.2
Pharmacodynamics properties)

When Rybelsus® 1s used 1n combination with metfarmin andfor a sadium-glucose
co-transporter-2 inhibitor (SGLT21) or thiazolidinedione, the current dose of metformin
and/or SGLT2vthiazohdinedione can be continued

When Rybelsus® is used in combination with a sulfonylurea or insulin, a reduction in the
dose of sulforylurea or insulin should be considered to reduce the sk of hypoglycaerma
(See section 4 4 Special warmings and precautions for use)

Self-monitoring of bload glucose 15 not needed in order to adjust the dose of Rybelsus®
Blood glucose self-monitoning 1s necessary to adjust the dose of sulfonylurea and insulin,
particularly when Rybelsus® is started and insulin 1s reduced A stepwise approach to
msulin reduction 15 recommended

Missed dose

if a dose is missed, the missed dose should be skipped and the next dose should be taken
the following day

Special Population:

Elderly (265 years old)
No dose adjustment is required based an ane Therapeutic expenence in patients 275 years

| —4

Table 1 Adverse reactions from controlled phase 3a trials

MedDRA system | Very common | Common Uncommon Rare
organ class
Immune system Hypersensitvity® | Anaphylactic
disorders reaction
Metabolism and | Hypoglycaerma | Hypoglycaermia
nutrition when used when used with
disorders with insulin or | other ora!
sulfonylurea® | antidhabetic
products’
Decreased appetite
Eye disorders Diabetic
retinopathy
comphcations®
Cardiac Increased heart
disorders rate
Gastrointestinal | Nausea Vomiting Eructation Acute
disorders Diarrhoea Abdominal pain Pancreatitis
Abdominal
distension
Constipation
Dyspepsia
Gastritis
Gastro-oesophageal
reflux disease
Flatulence
Hepatobiliary Cholelithiasis
disorders
General Fatigue
disorders and
administration
site conditions
Investigations Increased hpase Weight
Increased amylase decreased

* Hypoglycaema defined as blood glucose <30 mmold or <54 mg/dlL

® Diabelic retinopathy complications is a composite of retinal photocoagulation, treatment
with intravitreal agents, witregus haemorrhage and diabetes-related blindness
{uncommon). Frequency is based on the cardiovascular outcomes tnial with s.c
semaglutide, but it cannot be excluded that the nsk of diabetic retinopathy complications
ident/fied also applies to Rybelsus®

< Grouped term covering also adverse events related to hypersensitvty such as rash and
urticana

Description of selected adverse reactions

Severe hypoglycaemia was pnimarily observed when Rybelsus® was used with a sulfonylurea
{<0 1% of subjects, <0 001 events/ patient years) or insulin (1.1% of subjects, 0 013 events/
patient years) Few episodes (0 1% of subjects, 0.001 events/patient years) were cbserved
wath Rybelsus® in combination with oral antidiabetics other than sulfonylurea

Gastrontestingl adverse reactions

Nausea occurred in 15%, diarrhoea in 10%, vomiting in 7% of pauents when treated with
Rybelsus® Most events were mild to moderate in severity and of short duration The events
led 10 treatment discontinuation in 4% of subjects. The events were most frequently
reported during the first months on treatment.

Acute pancreatitis confirmed by adjudication has been reported in phase 3a trals,
semaglutide {<0 1%) and comparator (0.2%). In the cardiovascular outcomes tnial the
frequency of acute pancreatitis confirmed by adjudication was 0.1% for semaglutide and
0 2% for placebo

Liabetic retnopathy complications

A 2-year chmcal trial with s ¢ semaglutide nvestigated 3,297 patients with type 2 diabetes,
with high cardiovascular risk, long duration of diabetes and poaorly controlled blood glucose
In this trial, adjudicated events of diabetic retinopathy complications occurred in mere patients
treated with s5.c semaglutide (3 0%) compared to placebo (1 8%). This was observed in
insulin-treated patients with known diabetic retinopathy The treatment difference appeared
early and persisted throughout the trial Systematic evaluation of diabetic retinopathy
complication was only performed in the cardiovascular outcomes trial with s.¢ semaglutide
In chnical tnals with Rybelsus of up to 18 months duration in

type 2 diabetes, adverse events related to didbetic reunupath:ﬁ:;::g rﬁgggi:; ::;‘;&n:::h
proportions in subjects treated with semaglutide (4 294 and comparators (3. 8%)

D f

iscontinuation of treatment due to adverse events was 9% for patien

Rybelsus® The most frequent adverse events leading to dlscnn:um:.m:s ‘:::ted wth
gastrointestinal

{mmunogenicty
Consistent with the potential immunogenic properties of medicinal nindurts rantaininn
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4, Clinical particulars
: utic indication )

:\?B:E;l;gﬁs mmlcated as an adjunct to diet and exercise to improve glycemic con trol in

adults with type 2 diabetes mellitus

Limitations of Use .

= RYBELSUS® has not been studied in patients with a hustory of pancreatitis Consider
other antidiabetic therapies in patients with a histary of pancreatitis [see section 4.4
special warnings and precautions for use|

« RYBELSUS® is not indicated for use in patients with type 1 diabetes mellitus

4,2 Posology and method of administration
I
The starting dose of Rybelsus® is 3 mg once daily for one month. After one month, the
dose should be increased to a maintenance dose of 7 mg once daily. After at least one
month on with a dose of 7 mg once daily. the dose can be increased to a maintenance
dose of 14 mg once daily to further improve glycaemic control
The maximum recommended single dally dose of Rybelsus® is 14 mg. Taking two 7 mg
tablets to achieve the effect of a 14 ma dose has not been studied and is theretore not
recommended
Rybelsus® can be used as monetherapy of in combination with one or mare glucose-
lowering medicinal products (See Clinical efficacy and safety under section 5.2
Pharmacodynarnics properties)
When Rybelsus® is used in combination with metformin and/or a sodium-glucose
co-transporter-2 inhibitor (SGLT2i) of thiazolidinedione, the current dose of metformin
and/or SGLT2i/thiazelidinedione can be continued,
th a sulfonylurea or insulin, a reduction in th
When Rybelsus® 15 used in combination Wi onylu ] e
dose of zulfonylurea or insulin should be considered to reduce the risk of hypoglycaemia
(See section 4.4 Special warnings and precautions for use).
Self-monitoring of blood glucose is not needed in order to adjust the dose of Rybelsus®,
Blood glucose self-monitoring is necessary to adjust the dose of sulfonylurea and insulin,
particularly when Rybelsus® is ;tearled 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.
Special Population:
]
} I‘_'Io do_se _&d}i_ﬁtment ‘ii requir_eq based on age. Therapeutic experience in patients 275 years
of age s fimited (see section 5.3 Pharmacakinetic properties);
Gender
Mo dose adjustment is required based on gender.
e an nici
No dose adjustment is required based on race and ethnicity.
‘ ith ic impai
No dose adjustment is required for patients with hepatic impairment. Experience with the
use of semaglutide in patients with severe hepatic impairment is limited, Caution should
be exercised when treating these patients with semaglutide (See Clinical efficacy and
safety under section 5.2 Pharmacodynamics properties and see section 5.3
Pharmacokinetic properties),
Patients with renal impairment
No dose adjustment is required for patients with mild, moderate or severe renal
impairment. Experience with the use of semaglutide in patients with severe renal
impairment is limited. Semaglutide is not recommended in patients with end stage renal
disease (See Clinical efficacy and safety under section 5.2 Pharmacodynamics properties
and see section 5.3 Pharmacokinetic properties).
ifdfren an
The safety and efficacy of Rybelsus® in children and adolescents below 18 years have not
been established. No data are available
h inistrati
Rybelsus® is a tablet for once-daily oral use.
Rybelsus® should be taken on an empty stemach, Rybelsus® should be swallowed whole
with up to half a glass of water equivalent to 120 ml. Do not split, crush or chew the
tablet. Wait at least 30 minutes before the first meal or drink of the day or taking other
oral medicinal products. Waiting less than 30 minutes may decrease the absorption of
semaglutide

4.3 Contraindications o : ) _
Hypersensitivity to the active substance or to any of the excipients listed in section 8.

Pharmaceutical Particulars

4.4 Special warnings and precautions for use . ]

Rybek':u? should notgbe 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.

< no therapeutic experience with Rybelsus® in patients with bariatric surgery.
inal eff nd ration

ca aremriatad iaith Aartrminbactinal Afiarea raastiaae
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with intravitreal agents, vitreous haemorrhage and diabetes-related blindness
{uncommon). Frequency is based on the cardiovascular outcomes trial with s.c
seraglutide, but it cannot be excluded that the nisk of diabetic retinopathy complications
identified also applies to Rybelsus®
Grouped term covering also adverse events related to hypersensitivity such as rash and
urticana
ripti f 10N
Hypoglycaemia
Severe hypoglycaemia was primarily observed when Rybelsus® was used with a sulfonylurea
(<0.1% of subjects, <0.001 events/ patient years) or insulin (1.1% of subjects, 0.013 events/
patient years). Few episodes (0.1% of subjects, 0.001 events/patient years) were observed
with Rybelsus® in combination with oral antigiabetics other than sulfonylurea.

i inal i

Nausea occurred in 15%, diarrhoea in 10%, vomiting in 7% of patients when treated with
Rybelsus®. Most events were mild to moderate in severity and of short duration. The events
led to treatment discontinuation in 4% of subjects. The events were most frequently
reported during the first months on treatment.
Acute pancreatitis confirmed by adjudication has been reported in phase 3a trials,
semaglutide (<0.1%) and comparator (0.2%). In the cardiovascular outcomes trial the
frequency of acute pancreatitis confirmed by adjudication was 0.1% for semaglutide and
0.2% for placebo

A 2-year clinical tnal wath s.c.semaglutide investigated 3,287 patients with type 2 diabetes,
with high cardiovascular risk, long duration of diabetes and poorly controlled blood glucose.
In this trial, adjudicated events of diabetic retinopathy complications occurred in more patients
treated with s.c.semaglutide (3.0%) compared to placebo (1.8%). This was observed in
insulin-treated patients with known diabetic retinopathy. The treatment difference appeared
early and persisted throughout the trial. Systematic evaluation of diabetic retinopathy
complication was only performed in the cardiovascular outcomes trial with s.c.semaglutide.
In clinical trials with Rybelsus of up to 18 menths duration involving 6,352 patients with
type 2 diabetes, adverse events related to diabetic retinopathy were reported in similar
praportions in subjects treated with semaglutide (4.2%) and comparators (3.8%).

i
Discontinuation of treatment due o adverse events was 9% for patients treated with
Rybelsus®. The most frequent adverse events leading to discontinuation were
gastrointestinal.

Consistent with the potential iImmunogenic properties of medicnal products containing

| proteins or peptides, patients may develop antibodies following treatment with

semaglutide. The proportion of subjects tested positive for anti-semaglutide antibodies at
any time point after baseline was low (0.5%) and no subjects had neutralising anti-
semaglutide antibodies or anti-semaglutide antibodies with neutralising effect on
endogenous GLP-1 at end-of-trial.

Increased heart rate y
Increased heart rate has been observed with GLP-1 receptor agonists. In the phase 3a trials,
mean changes of 0 to 4 beats per minute (bpm) from a baseline of 69 to 76 were observed
in patients treated with Rybelsus

4.9 Overdose

Effects of overdose with semaglutide in chinical studies may be associated with
gastrointestinal disorders. In the event of overdase, appropriate supportive treatment should
be initiated according to the patient’s clinical signs and symptoms. A prolonged period of
observation and treatment of the symptoms may be necessary, taking into account the long
half-life of semaglutide of approximately 1 week. There is no specific antidote for overdose
with semaglutide.

5 Pharmacological properties

5.1 Mechanism of Action

Semaglutide 15 a GLP-1 analogue with 94% sequence homology to human GLP-1
Semaglutide acts as a GLP-1 receptor agonist that selectively binds to and activates the
GLP-1 receptor, the target for native GLP-1.

GLP-1 is a physiological hormone that has multiple actions in glucose and appetite
regulation, and in the cardiovascular systern. The glucose and appetite effects are specifically
mediated via GLP-1 receptors in the pancreas and the brain

Semaglutide reduces blood glucose in a glucose-dependent manner by stimulating insulin
secretion and lowering glucagon secretion when glucose is high, The mechanism of blood
glucose lowering also involves a minor delay in gastric emptying in the early postprandial
phase. During hypoglycaemia, semaglutide dinminishes insulin secretion and does not impair
glucagon secretion. The mechanism of semaglutide is independent of route of
administration.

Semaglutide reduces body weight and bady fat mass through lowered energy intake,

involving an overall reduced appetite. In addition, semaglutide reduces the preference for
high fat foods.

5.2 Pharmacodynamics properties

Pharmacotherapeutic group: Drugs used in diabetes, Glucagen-hke peptide-1 (GLP-1)
analogues, ATC code: A10BJ06

Pharmacodynamic effects
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that can cause dehydration, which in raré <2565 can lead 10 a detenoration of renal function
Patients treated with semaglutide should be advised of the potential risk of dehydration

in relation to gastrontestinal side effects and take prE(aullona to avoid flud dE[.'_IlEtIDﬂ‘

Acute pancreatitis

Acute pancreatitis has been observed with the use of GLP-1 receptor agonists. Patients
should be informed of the charactenstic SYMptoms of acute pancreatitis. If pancreatitis 15
suspected, Rybelsus® should be discontinued; if confirmed, Rybelsus® should not be
restarted. Caution should be exercised in Patients with a history of pancreatitis

In the absence of other signs and symptoms of acute pancreatitis, elevations in pancreatic
enzymes alone are not predictive of acuté Pancreatitis

I
Insulin and sulfonylurea are known 1o cause hypoglycaermia. Patients treated wn.h
Rybelsus® in combination with a sulforylurea or insulin may have an increased risk of
hypoglycaemia. The nsk of hypoglycaemia an be lowered by reducing the dose of
sulfonylurea or insulin when initiating tredtment with Rybelsus®

Diabetic retinopath

Rapid wnnrovemenfm glucose control has been associated with a temporary worsening
of diabetic retinopathy but other mechanism cannot be excluded. Long-term glycaemic
control decreases the risk of diabetic retinopathy. Patients with a history of diabetic
retinopathy should be manitored for worsening and treated according to clinical guidelines.

Heart failure )

There 15 no therapeutic experience in patients with congestive heart failure New York
Heart Association (NYHA) class IV and semaglutide is therefare not recommended in
these patients.

4.5 Drugs interactions
In vitro studies have shown very low potential for semaglutide to inhibit or induce CYP
enzymes, and to inhubit drug transporters.
Semaglutide delays gastric emptying which may influence the absorption of other oral
medicinal products.

ff Rybelsus®  medicinal
Thyroxine
Total exposure (AUC) of thyroxine (adjusted for endogenous levels) was increased by 33%
following administration of a single dose of levothyrexine. Maximum exposure (Cpy.) Was
unchanged. Monitoring of thyroid parameters should be cansidered when treating
patients with semaglutide at the same time as levothyroxine,

fi]

Semaglutide did not change the AUC or Cpa of R- and S-warfarin following a single dose
of warfarin, and the pharmacodynamic effects of warfann as measured by the
international normalised ratio (INR) were not affected in a clinically relevant manner,
However, upon initiation of semaglutide treatment in patients on warfarin or other
coumarin derivatives, frequent monitoring of INR is recommended.

Rosuvastatin
AUC of rosuvastatin was increased by 41% [90% CI. 24; 60] when co-administered with
semaglutide. Based on the wide therapeutic index of rosuvastatin the magnitude of
changes in the exposure in nat considered clinically relevant.

igoxin, oral wes, metformin, f I
No dlinically relevant change in AUC or C ., of digoxin, oral contraceptives (cantaining
ethinylestradiol and levonorgestrel), metfarmin or furosemide was observed when
concurrently administered with semaglutide.

Interactions with medicinal products with very low bioavailability (F: 1%) have not been
evaluated.

Omeprazole

Mo clinically relevant change in AUC or Cmax of semaglutide was observed when taken
with omeprazole.

In a trial investigating the pharmacokinetics of semaglutide co-administered with five
other tablets, the AUC of semaglutide decreased by 34% and C,,, by 32%. This suggests
that the presence of multiple tablets in the stomach influences the absorption of
semaglutide if co-administered at the same time. After administering semaglutide, the
patients should wait 30 minutes befare taking other oral medicinal preducts.
Interaction with food

Cancomitant intake of food reduces the exposure of semaglutide

(see section 4.2 Posology and method of administration)

4.6 Use in special populations (Fertility, pregnancy and lactation)

Wamen of childbearing potential

Women of childbearing potential are recommended to use contraception when treated
with Rybelsus®.

Studies in animals have shown reproductive toxicity (see section 6. Nanclinical properties).
There are limited data from the use of semaglutide in pregnant women, Therefore, Rybelsus®
should not be used during pregnancy. Women of childbearing potential are recommended
to use contraception when treated with Rybelsus®. If a patient wishes to become
pregnant, or pregnancy occurs, Rybelsus® should be discontinued. Rybelsus® should be
discontinued at least 2 months before a planned pregnancy due to the long half-life.
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early with 4 lowening of fasting glucose within the first week of treatment

All pharmacodynamic evaluations describeq below were performed after 12 weeks of
treatrment
ff

Fasting
semaglutide reduces fasting and postprandiy glucose concentrations. In patients with type

2 dhabetes, trealment with semaglutide resired in a relative reduction compared ta placebo
of 22% [13; 30] for fasting glucose and 29¢, [19; 37] for postprandial glucose
il i insuli i

semaglutide improves beta-cell function Compared to placebo, semaglutide improved both
first- and second-phase insulin respanse, wih a 3- and 2-fold increase, respectively, and
increased maximal beta-cell secretory capacy after an arginine stimulation test in patients
with type 2 diabetes. In addition, semaglutige treatment increased fasting insulin
concentrations compared to placebo

semaglutide lowers the fasting and postprangial glucagon concentrations. In patients with
type 2 diabetes, semaglutide resulted in the fgllowing relative reductions in glucagon
compared to placebo: postprandial glucagon response of 29% [15; 41]

8 el i
Semaglutide reduces blood glucose in a glycgse-dependent manner by stimulating insulin
secretion and lowering glucagon secretion when blood glucose is high, The mechanism of
blood glucose lowering also involves a mingr delay in gastric emptying in the early
postprandial phase. During hypaglycaemia, sernaglutide diminishes insulin secretion an
does not impair glucagon secretion, The mechanism of semaglutide is independent of the
route of administration.

(i

Semaglutide causes a minor delay in early postprandial gastric emptying, with |:|arau:etﬂff“=‘I
exposure (AUCg.1n) 319% [13; 46] lower in the first hour after the meal, thereby reducing the
rate at which glucose appears in the circulation postprandially.

Body weight and body compasition .
A greater reduction in body weignt was chserved with Rybelsus® compared to studied
comparators (placebo, sitagliptin, empaglifiozin and liraglutide). The body weight loss with
semaglutide was predominantly from fat tissue with loss of fat mass being 3-fold larger
than loss of lean mass.
Semaglutide compared to placebo lowered the energy intake of 3 consecutive ad fibrum
meals by 18-35% This was supported by a semaglutide-induced suppression of appetite in >
the fasting state as well as postprandially, improved control of eating, less food cravings an
a relative lower preference for high fat food.

i al lipi
Semaglutide compared to placebo lowered fasting triglyceride and very-low-density
lipoprateins WLDF} chotestgrol concentrations by 19% (8, 28] and 20% [5; 33), respectively
The postprandial triglyceride and VLDL cholesterol response to a high fat meal was reduced
by 24% [9; 36] and 219 [7, 32), respectively. ApoB48 was reduced both in fasting and
postpranchal state by 25% (2; 42] and 30% [15; 43], respectively.
The effect of semaglutide on cardiac repolarisation was tested in a thorough QTc trial. Atan
average exposure level 4-fold higher than that of the maximum recommended dose of
Rybelsus®, semaglutide did not prolong QTc intervals to any clinically relevant extent.
The efficacy and safety of Rybelsus® have been evaluated in eight global randomised
controlled phase 3a trials. In seven trials, the primary objective was the assessment of the
glycaemic efficacy; in ane trial, the primary objective was the assessment of cardiovascular
outcomes, Additionally, two phase 3a trials were conducted with Rybelsus® in Japanese
patients,

The trials included 9,543 randomised patients with type 2 diabetes (5,707 treated with Rybelsus®),

including 1,170 patients with moderate renal impairment. The efficacy of Rybelsus® was

compared with placebo or active controls (sitagliptin, empagliflozin and liraglutide).

Ir all trials, treatment with Rybelsus® resulted in clinically meaningful improvements in

HbAlc, fasting plasma glucose (FPG) and body weight. These effects were maintained up to

a trial duration of 78 weeks.

The efficacy of Rybelsus® was not impacted by baseline age, gender, race, ethnicity, body

weight, BMI, diabetes duration, upper gastrointestinal disease and level of renal function.
Tinical effi - ion of PIONEER trial

FIONEER 1 - Monotherapy

In a 26-week double-blind trial, 703 patients with type 2 diabetes inadequately controlled
with diet and exercise were randomised to Rybelsus® 3 mg, Rybelsus® 7 mg, Rybelsus®
14 mg or placebo once daly

The mean age of the study population was 55 years, and the mean duration of type 2
diabetes was 3.5 years. Owerall, 75% were White, 5% were Black or African American and
17% were Asian. Hispanic or Latine patients compromised 26% (n=180) of the population
The mean body weight at baseline was B8 kg

Monotherapy with Rybelsus® 7 mg and 14 mg once daily was superior at week 26 in

reducing Hba;, compared with placebo. Rybelsus® 14 mg was superior in reducing body
weight compared with placebo (Table 2).

Table 2 Results of a monatherapy trial comparing Rybelsus® with placebo at week 26

| (PIONEER 1}
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However, upon iniiation of semaglutide treatment in patients on warfarin or other
coumarnn derivatives, frequent monitoring of INR is recommended
Bosuvastatin
AUC of rosuvastatin was increased by 419 [90% C|. 24; 60] when co-administered with
semaglutide, Based on the wide therapeytic index of rosuvastatin the magnitude of
changes in the exposure in not considered clinically relevant
%ﬂﬂ{ﬂ‘_ﬂ_f (s V1 ﬂi&’mf mida
e!?wﬁ;r?;cs?rlgdﬂﬂzigtrChﬂnge N AUC or €, of digoxin, oral contraceptives (containing
concurrently admin rsf:r‘:;"'ﬂ" gestrel), metformin or furosemide was observed when

with semaglutide

Interactions with medicinal -
Siilisied inel products with yery low bicavailability (F: 19%) have not been
ffi f other medicinal pr
razol
No clinically relevant change in AUC i
or of semaglutide was observed when taken
with omeprazole. Cmax v ‘
In a trial investigating the pharmacokinet; i i fi
etics of semaglutide co-administered with five
other tablets, the AUC ofISEmag\utlde decreased by 34% and C,, by 32%. This suggests
that the presence of multiple tablets in the stomach influences the absorption of
semaglutide if co-administered at the same time. After administering semaglutide, the
patients should wait 30 minutes before taking other oral medicinal products.
Inter, ith fi
Concomitant intake of food reduces the exposure of semaglutide
(see section 4.2 Posology and methad of administration).

I sem

4.6 Use in special populations (Fertility, pregnancy and lactation)

Women of childbearing potential are recommended to use contraception when treated
with Rybelsus®.

Pregnancy

Studies in animals have shown reproductive toxicity (see section 6. Nonclinical properties).
There are limited data from the use of semaglutide in pregnant women. Therefore, Rybelsus®
should not be used during pregnancy. Women of childbearing potential are recommended
to use contraception when treated with Rybelsus®, If a patient wishes 1o become
pregnant, or pregnancy occurs, Rybelsus® should be discontinued. Rybelsus® should be
discontinued at least 2 months before a planned pregnancy due to the long half-life,
Breast-feeding

In lactating rats, semaglutide, salcaprozate sodium andfor its metabolites were excrated in
milk. As aisk to a breast-fed child cannot be excluded, Rybelsus® should not be used
during breast-feeding.

Fertility

The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect
male fertility in rats. In female rats, an increase in cestrous length and a small reduction in
number of ovulations were observed at doses associated with maternal body weight lass.

4.7 Effects on ability to drive and use machines

Rybelsus® has no or negligible influence on the ability to drive or use machines. When it is
used in combination with a sulfonylurea or insulin, patients should be advised to take
precautions to avoid hypoglycaemia while driving and using machines.

4.8 Undesirable Effects

f saf rofil
In 10 phase 3a trials, 5,707 patients were exposed to Rybelsus® alone or in combination
with other glucose-lowering medicinal products. The duration of the treatment ranged
from 26 weeks to 78 weeks. The most frequently reported adverse reactions in clinical
trials were gastrointestinal disorders, including nausea, diarrhcea and vomiting. In
general, these reactions were mild or moderate in severity and of short duration.

Tabul list of ! i

Table 1 lists adverse reactions identified in all phase 3a trials in patients with type

2 diabetes mellitus (further described in section 5.2 Pharmacadynamics properties). The
frequencies of the adverse reactions are based on a pool of the phase 3a trials excluding
the cardiovascular outcomes trial,

The reactions are listed below by system organ class and absolute frequency. Frequencies
are defined as: very common: (21/10); comman: (=1/100 to <1/10); uncommon:
{21/1,000 to <1/100); rare: (21/10,000 to <1/1,000) and very rare: (<1/10,000). Within
each frequency grouping, adverse reactions are presented in order of decreasing
Seriousness.

Semaglutide compared 1o placebo lowered fasting tnglycende angd very-low-density |
lipoproteins (VLDL) cholesterol concentrations by 19% (8; 28] and 20% [5, 33] respectively
The postprandial triglyceride and VLDL cholesterol response to 2 high fat maal was reduced.
by 24% [9; 36] and 21% (7, 32), respectively. ApoB48 was reduced both in fasting and
postprandial state by 25% (2, 42] and 30% [15; 43], respectively,
(i i T
The effect of semaglutide on cardiac repolarisation was tested in a thorough QT trial. At an
average exposure level d-fold higher than that of the maximum recommended dose of
Rybelsus®, semaglutide did not prolong QTc intervals to any clinically relevant extent.
finical effr
The efficacy and safety of Rybelsus® have been evaluated in eight global randomised
controlled phase 3a trials. In seven trials, the primary objective was the assessment of the
glycaemic eﬂicagy; in one trial, the primary objective was the assessment of cardiovascular
outcomes. Additionally, two phase 3a trials were conducted with Rybelsus® in Japanese
patients,
The trials included 9,543 randomised patients with type 2 diabetes (5,707 treated with Rybelsus®),
including 1,170 patients with moderate renal impairment. The efficacy of Rybelsus® was
compared with placebo or active controls (sitagliptin, empaglifiozin and liraglutide).
In all trials, treatment with Rybelsus® resutted in clinically meaningful improvements in
HbA1c, fasting plasma glucose (FPG) and body weight. These effects were maintained up to
a trial duration of 78 weeks.
The efficacy of Rybelsus® was not impacted by baseline age, gender, race, ethnicity, body
weight, BMI, diabetes duration, upper gastrointestinal disease and level of renal function.
i i - i f R trial
PIONEER 1 - Manotherapy
Ina zt':“v\reek double-blind trial, 703 patients with type 2 diabetes inadequately controlled
with diet and exercise were randomised to Rybelsus® 3 mg, Rybelsus® 7 mg, Rybelsus®
14 mq or placebo once daily.
The mean age of the study pepulation was 55 years, and the mean duration of type 2
diabetes was 3.5 years. Overall, 75% were White, 5% were Black ar African American and
17% were Asian. Hispanic or Latino patients compromised 26% (n=180}) of the population.
The mean body weight at baseline was 88 kg.
Manotherapy with Rybelsus® 7 mg and 14 mg once daily was superior at week 26 in
reducing HbA,, compared with placebo. Rybelsus® 14 mg was supericr in reducing body
weight compared with placebo (Table 2).
Table 2 Results of a monotherapy trial comparing Rybelsus® with placebo at week 26
(PIONEER 1)

Rybelsus® Rybelsus® Placebo
7mg 14 mg
Full analysis set (N} 175 175 178
HbA (%)
Baseline 80 80 19
Change from baseline' -12 -1.4 -0.3
Difference from placebo' [95% CI] | -0.9[-1.1;-0.6)* | -1.1[-1.3;-0.9]*
Patients (%) achieving HbAy, <7.0% | 69% 775 31
FPG (mmaoli)
Baseline 9.0 88 8.9
Change from baseline! -1.5 -1.8 -0.2
Difference from placebo' (95% CIl | -1.4[-1.9,-0.87%| -1.6[-2.1;-1.2]
Body weight (kg)
Baseline (mean) 89.0 88.1 88.6
Change from baseline’ -13 -3.7 -1.4
Difference from placebo' [95% CI] | -09[-19;0.1] | -2.3[3.1.-1.5)

Vrrespective of treatment discontinuation o initiation of rescue medication (pattern mixture
model using multiple imputation). * p<0.001 (unadjusted 2-sided) for superiority, controlled
for multiplicity. § p<0.05, not controlled for multiplicity: for *Patients achieving HbA,. <7.0%"
the p-value is for the odds ratio vs placebo ’
o - /. iiflozin, i ination with rmin

n a 52-week open-label trial (26-week primary endpaint), 822 patients with type 2 di

were randomised to Rybelsus® 14 mg once daily or empagiiflozipn 25 mg oncéy :I)ail T—:::LETES
combination with metformin. ¥

The mean age of the trial population was 58 Years, and the mean durati

diabetes was 7.4 years. Overall, 86% were White, 7% were Black or :.f‘ﬁ:: fﬂ.ﬁn‘;?iczan and

6% were Asian. Hispanic or Latino patients Comprised 7494 (r— :
mean body weight at baseline was gz kg 24% (n=199) of the Population. The
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"N
r;ﬂeat\m&nm ducing HbA f i ; ;
14 mg once daily was superior at week 26 in reducing HbA,, Table 6 Results of a trial comparing Rybelsus® with placebo in pati .
;::;:a;e: to :'mp-:gilliuzm 25 mg once daily (Table 3) diabetes and moderate renal impairment at week 2'; (P|OHEIERP§;IEHB with type 2
esults of a trial ¢ i i i 2
(PIONEER 2) omparing Rybelsyus® with empaglifiozin at week 5 Ryit.;elsus' Placebo ] s
'_ mg
Rybelsus® Empagliflozin Full analysis set (M) 163 161
14 mg oL HbAy (%)
Eull analysis set (N) 411 410 ke
Week 26 Baseline 80 79
HbA (%) Change from baseline’ 1.0 02
Baseline = o Difference from placebo’ [35% Cl] -0.8[-1.0;-06]* -
Change from baseline! -13 -0.9 Pativats (%) achievivia Hbiky; <7.0% b a3
Difference from empaglifiozin' (9509, ci) 0.4[-06;-0.3]* N FP: {rr:mnIJLj
Patients (%) achieving HbA,, <7.0% 675 20 poe e 9.1 9.1
FPG (mmol/L) Change from baseline! -15 0.4
Basaling 3% = Difference from placebo’ [95% C1] -1.2[-1.7; 0.6
Change from baseline! 2.0 -2.0 Bo:y v;relght (kg)
Difference from empaglifiozin' [95% ] 000203 - FEAne : 913 90.4
Body weight (kg) Change from haseline’ -34 09
Ty 8 3 Difference from placebo' [95% CI] -2.5[-3.2;-1.8]* =
: y !Irrespective of treatment discontinuation or initiation of rescue medication (pattern
Change from baseline’ -3.8 -3.7 mixture madel using multiple imputation). " p<0.001 (unadjusted 2-sided) fo(rp:uperiontm
Difference from empaglifiozin’ [95% Cl) -01[-07;05) - controlled for multiplicity. * p<0.05, not controlled for multiplicity; for ‘Patients achieving
Week 52 HbA,, <7.0%", the p-value is for the odds ratio vs placebo.
HbA (%) i - azolidine L se-adjustment tria
Change from baseline’ -1.3 -0.9 g‘ Ee ?2'\':‘1’-‘(\“-‘:< openélabel trial, 504 Patfigms Wi_;h type 2 diabetes were randomised to
e ybelsus® (flexible dose adjustment of 3 mg, 7 mg, and 14 mg once daily) or sitagliptin
Difference from empaglifiozin’ [95% C1] [ -0.4 [-0.5; -0.3]* - 100 g once dail, allin combination with 1-2 oral glucose-lowering e\t’j Icaﬁmg p
Patients (%) achieving HbA,, <7.0% 665 43 (metfarmin, SGLT2 inhibitars, sulfonylurea or thiazolidinediones). The dose of Rybelsus®
Body weight (kg) was adjusted every 8 weeks based on patient’s glycaemic response and tolerability. The
- sitagliptin 100 mg dose was fixed. The efficacy and safety of Rybelsus® were evaluated at
Change from baseline' -3.8 -3.6 week 52. At the end of 52 weeks, the percentage of patients on-treatment with Rybelsus®
Differance from empaglifiozin® [95% Cl] 0.2 -0.9: 0.5 B 7 mg were 30.2% and Rybelsus® 14 mg were 59.4%.
x PErn e ‘ " The mean age of the tnal population was 57 years, and the mean duration of type 2 diabetes
'irrespective of treatment discontinuation or initiatan of rescue medicaton (pattern mixture ; : .
= hrrth 5 s ; 28 o was 8.8 years. Overall, 76% were White, 9% were Black or African American and 14%
model using multiple imputation). * p<0.001 {unadjusted 2-sided) for superiority, controlled were Asian. Hispanic or Latino patients comprised 219% (n=105) of the population. The

for multiplicity.  p<0.05, not controlled for multiplicity, for ‘Patients achieving HbA; <7.0%’, e oy widght at Basaline was 39 ke,

the p-value is for the odds ratio vs empagliflozin 25 mg. Afar 63 s of i , o FUib
il _sitaalioti § = T ith . ) 'ter 52 weeks of treatment, 58.3% of the patients achieve, he target of HbA. <7.0%
PIONEER 3 - Rybelsus® vs. sitaatiptin, both in combination with metformin or metformin with. | | Cap adjustable dosing of Rybelsus® compared to 25.2% of patients treated with

sitagliptin 100 mg. Rybelsus® was superior to sitagliptin at week 52 in enabling patients to

In a 78-week, double-blind, double-dummy trial {26-week primary endpoint), 1,864 patients : :

with type 2 diabetes were randomised to Rybelsus® 3 mg, Rybelsus® 7 mg, Rybelsus® 14 mg achieve HbAy. <7.0% and‘ in reducing body weight _(Tahle 7

or sitagliptin 100 mg once daily, all in combination with metformin alone or metformin and Table 7 Results of a flexible-dose-adjustment trial comparing Rybelsus® with
sulfonylurea. sitagliptin at week 52 (PIONEER 7)

The mean age of the trial population was 58 years, and the mean duration of type 2 diabetes Rybelsus® Sitagliptin
was 8.6 years. Overall, 71% were White, 9% were Black or African American and 13% were Flexible dose 100 mg
Asian. Hispanic or Latino patients comprised 17% (n=321) of the population. The mean body Full analysis sat (N) 253 251
weight at baseline was 91 kg. HbA,. (%)
Treatment with Rybelsus® 7 mg and 14 mg once daily was superior at week 26 in reducing L -

HbA,. and body weight compared to sitagliptin 100 mg once daily (Table 4). Baseline B3 83
Table 4 Results of a trial comparing Rybelsus® with sitagliptin at week 78 (PIONEER 3) Patients (%) achieving HbA;, <7.0%' 58* 25
Rybelsus® Rybelsus® Sitagliptin Body weight (kg)
_ 7mg 14 mg 100 mg Baseline 88.9 88.4

Full analysis set (N) 465 465 467 Change from baseline' 6 0.7
W;E:AZE(%) Difference from sitagliptin’ [95% Cl| -1.9 [-2.6; -1,2]* -

X 53 23 23 'Irrespective of treatment discontinuation (16.6% of the patients with semaglutide flexible
Baseline : ' - - dose and 9 2% with sitagliptin, where 8.7% and 4.0%, respectively, wera due 1o AEs) or
Change from baseline’ -1.0 -1.3 0.8 initiation of rescue medication (pattern mixture Model using muitiple mputation), * p<0.001
Difference from sitagliptin® | -0.3[-0.4; -0.1]* | -0.5[-0.6;-0.4]* b (unadjusted 2-sided) for superiority, controlled for multiplicity (for ‘Patients achieving

HbA; <7.0%’, the p-value is for the odds ratio vs sitagliptin 100 mag)

[95% ClI] :
Patients (%) achieving a4 564 32 PIONEER 8 = Rybelsys® vs. placebo, both in combination with insulin with or without
metformin

HbA, <7.0% :
PG E:nmul 0 In a 52-week double-blind trial, 731 patients with type 2 diabetes inadequately contralled
. - 95 on insulin {basal, basal/bolus or premixed) with or without metformin were randomised to
Baseline 9.4 9. : Rybelsus® 3 mg, Rybelsus® 7 mg, Rybelsus® 14 Mg or placebo once daily.
Change from baseline’ -1.2 -1.7 0.9 All patients reduced their insulin dose by 20% at randomization to reduce the risk of
Difference from sitagliptin' | -0.3[-0.6;0.0F | -0.8(-1.1;-0.5] ] hypoglycemia. For the first 26 weeks, patients were allowed to increase the insulin dose
[95% Clj only ur.:l to t:le star;!ng insulin dqse prior o ran{?odmlzancm After the 26 weeks, patients
B . were allowed O adjust the insulin dose as needed. At randomization, the total dady insul
ody weight (kg) dose were 55 U, 63 U, and 53 U for placebo. Rybelsus® 7 mg and Rybelsus® 14 mgy e

E;.:-seline 1 91.3 91.2 90.9 respectively.
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irrespecive of treatment discontinuation of jnitiaton of rescue medicaton (patiern mediure ; BT LTI AT RrMRrenaano wmas «f JEEND, O1ILLDIE DRsILUNTALION OF type 2 cabetes T
madel usiig multiple imputation). * p=<0 001 (unadjusted 2-sided) for superionty, controlled ':;?:ﬁglvl;ﬂra Overall, 76% were White, 9% were Black or Afnican Amencan and 14%
for multiplicity * p<0 05, not controlled for multiplicity, for ‘Patients achieving HbA, <7 0%, b ad lsp;mc or Latino patients comprised 21% (n=105) of the population. The
the p-value is for the odds ratio vs empaglifiozin 25 mg ::ean 5; Y w:'g ft at baseline was 89 kg i
PIONEER 3 - Rybelsus® vs. sitaglipt h in combination with metformin or metformin with ter weeks ol treatment, 58.3% of the patients achieved the target of HbA,, <7 0% |
sulfonylurea eI, with adjustable dosing of Rybelsus® compared to 25 2% of patients treated wﬂ;\{ =
In a 78-week, double-blind, double-dummy trnal (26-week primary endpoint), 1,864 patients sitagliptin 100 mg. Rybelsus® was superior to sitaghiptin at week 52 in enabling patients 1o
with type 2 diabetes were randomised to Rybelsus® 3 mg, Rybelsus® 7 mg, Rybelsus® 14 mg achieve HbA,. <7.0% and in reducing body weight (Table 7)
or sitaghptin 100 mg once daily. all In combination with metformin alone or metformin and Table 7 Results of a flexible-dose-adjustment trial comparing Rybelsus® with
sublonylurea 'siEinptin at week 52 (PIONEER 7)
The mean age of the trial population was 58 years, and the mean duration of type 2 diabetes Rybelsus® Sitagliptin
:::3 i‘fﬁaﬁ Overall, 71% were White, QZ‘OIV;&E Black or African American and 13% were Flexible dose 100 mg
fan Hispanic or Latino patients comprise: (n=321) of h bad
\VeighE atbiseiie:uas Eilmkg; p 21) of the population. The mean V Full analysis set (N) 253 251 l
Treatment with Rybelsus® 7 mg and 14 mg once daily was superior at week 26 in reducing HbA . (%) ‘i
HbA,, and body weight compared to sitagliptin 100 mg ance daily (Table 4) Baseline 83 83 l
Table 4 Results of a trial comparing Rybelsus® with sitagliptin at week 78 (PIONEER 3) Patients (%) achieving HbA . <7.0%" 58" 25
R!’?*-‘"'-‘" Rybelsus® Sitagliptin Baody weight (kg)
mg 14 mg 100 mg Baseline 88.9 88.4
Full analysis set (N) 465 465 467 :
Week 26 Change from baseline’ -26 07
HbA, (%) | Difference from sitagliptin' [85% Cl] -19[-26;-1.2]* =
Baseline 84 83 83 'Irrespective of treatment discontinuation (16.6% of the patients with semaglutide flexible
Change from baselne’ D dose and 9 2% with sitagliptin, where 8.7% and 4.0%, respectively, were -a_‘ue to AEs) or
Diff i ; t.a 038 intiation of rescue medication (pattern mixture model using multiple imputation), * p<0.001
[g'sg”ence from sitaghptin' | -0.3[-04:-01]* | -0.5[-0.6, -0.4)* {unadjusted 2-sided) for superiority, controlled for multiphicity (for ‘Patients achieving
o Cll HbA,, <7.0%', the p-value s for the 0dds fatio vs sitagliptin 100 mg)
Patients (%) achieving 445 56} 32 PIONEER 8 — Rybelsus® vs. placebo, both in combination with insulin with or without
HbA, <7.0% metformin
FPG {mmol/L) In a 52-week double-blind trial, 731 patients with type 2 diabetes inadequately controlled
Baseline 9.4 93 55 on insulin (basal, basal/bolus of premixed) with or without metformin were randomised to
Change from baseline’ 2 — 5 Rybelsus® 3 mg, Rybelsus® 7 mg, Rybelsus® 14 mg or placebo once daily.
Diff 1 Tiotn? SR = All patients reduced their insulin dose by 20% at randomization to reduce the risk of
[9:5;?&?9 rom sitaghptin -03[-086,00p | -08[1.1;-0.5/ hypoglycemia. For the first 26 weeks, patients were aliowed to increase the insulin dose
S = only up to the starting insulin dose prior to randomization. After the 26 weeks, patients
ody wemight (ko) were allowed to adjust the insulin dose as needed. At randomization, the total daily insulin
Baseline 91.3 91.2 S0.9 dose were 55 U, 63 U, and 53 U for placebe, Rybelsus® 7 mg and Rybelsus® 14 ma,
Change from baseline' -2.2 .31 -0.6 respectively.
Difference from sitagliptin' | -1.6[-2.0;-1.1]* | -2.5[-3.0; -2.0]* The mean age of the trial population was 61 years, and the mean duration of type 2
[95% I P [ J 25030201 diabetes was 15.0 years. Overall, 51% were White, 7% were Black or African E;en'can
Week 78 and 36% were Asian. Hispanic or Latino patients comprised 13% (n=97) of the
= population. The mean body weight at baseline was 86 kg.
HbA, (%) : Treatment with Rybelsus® 7 mg and 14 mg once daily was superior in reducing HbA,, and
Change from baseline -0.8 -1.1 -0.7 body weight compared with placebo (Table 8)
Difference from sitagliptin' | -0.1[-0.3;0.0] | -0.4[-0.6;-0.3]* Table 8 Results of a trial comparing Rybelsus® with placebo in combination with
[95% CI] insulin at week 52 {PIONEER 8)
= . . s L]
:it:nt:?(;ig}sach ieving 39 45 29 Rybelsus® Rybelsus® Placebo
1c <7 7mg 14 mg
Body weight (kg) Full analysis sat (M) 182 181 184
Week 26 (insulin dose capped
Change from baseline’ 2.7 -32 1.0 to haselir&e level) PP
HbA, (%)
; taaliot 723 -1.0F | -2.1[-2.8:-1.5] =
g;fgéeg;:]efrom sitagliptin' 1.71-2.3;-1.0) 2.1[-2.8;-1.5] Baseline 53 33 =
1
!rrespective of treatment discontinuation or initiation of rescue medication (pattern mixture Change fom baseline . -0.9 -13 0.1
model using multiple imputation). * p<0.001 (unadjusted 2-sided) for superiority, controlled Difference from placebo 09[1.10;-070 | -1.2[-1.4; 1.0 -
for multiplicity.  p<0.05, not controlled for multiplicity, for ‘Patients achieving HbATc «7.0%', IE:OS% Cl)
the p-value is for the odds ratio vs sitagliptin 100 mg. Patients (%) achieving a3 588 7
Bl 4- Ryb liragluticle and pk Il in combination wi i HbA, <7.0%
m in with an inhibitor FPG (mmol/L)
In a 52-week double-blind, double-dummy trial (26-week primary endpoint), 711 patients Baseline 85 8.3 83
with type 2 diabetes were randomised to Rybelsus® 14 mg, liraglutide 1.8 mg s.c. injection of Change from baseline’ -1.1 -13 03
placebo once dally, all in combination with metfarmin or metformin and an SGLT2 inhibitor ERHratice fromi dlaceho 13 . NETIEEEEI =
The mean age of the trial population was 56 years, and the mean duration of type 2 diabetes (95% Cl] place 14[-1.9 08} |-16[22;-
was 7.6 years. Overall, 73% were White, 4% were Black or African American and 13% were Bode weicht e
Asian. Hispanic or Latino patients comprised 6% (n=40) of the population. The mean body ! Yy weig t (kg)
weight at baseline was 94 kg. Baseline 87.1 846 86.0
Treatment with Rybelsus® 14 mg once daily was superior at week 26 in reducing HbA, and Change from baseline’ 24 37 04
body weight compared with placebo. Treatment With Rybelsus® 14 mg was non-inferior in Difference from placebo’ 2030 10" |-33[42,-23)* .
reducing HbA; and superior in reducing bady Weight at week 26 compared with liraglutide 195% CI| :
1.8 mg (Table 5). ) Week 52 (uncapped insulin
Table 5 Results of a trial comparing Rybelsus® with liraglutide and placebo at week 52 dose)*
(PIONEER 4) HbA, (%)
Rﬂelil‘" Liraglutide Placebo Change from baseline’ 08 | 12 02
mg i i -
T T ! fﬂn:lg TA —:;:::ﬂ[lfif—'fiﬂf‘i’l‘.,?“_(?b‘)' 06(-08,-04) [ 091 1.-07 R
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R Ty R e ————
Week 25

Hba,, (%)

Baseline 80 80 79
Change from baseling! 12 11 0.2
?;'g:{egﬁe from liraglutida’ -0.1[-0.3, 0.0 . =
F-’alz;fgﬁe from placebo’ [ 7.1 (12, -0 9] - -

:al’t:nf;‘:zﬁg‘achieuing 68" 62 14

P——=tsh 000 |

|_FPG (mmol/L)
Baseline 93 93 92
Change from baseling' 20 -19 04
g;lggeg;::e from liraglutide’ | -0.1[-04; 0.1) - %
g?‘l}a{e&ie from placebo’ -16[-2.0,-1.3p -

Body weight (ka) ]
Baseline 929 955 93.2
Change from baseline' 44 a3 05
Difference from liraglutide' | -1.2[-1.9; -0.6]* - =
[95% Ci)

Difference from placebo! -38[-4.7, -30) - =
[95% Ci)
Week 52

HbA‘l: (%)

Change from baseline’ -1.2 -0.9 -02
Difference from liraglutide' | -0.3 [-0.5:-0.1)" -

[95% Ci|

Difference from placebo’ -1.0[-1.2;-08) - .
[95% Ci]

Patients (%) achieving 61 55 15

HbA, <7.0%

Body weight (kg)

Change from baseline’ -4.3 -3.0 -1.0
Difference from liraglutide' | -1.3[-2.1; -0.5)" . -

195% CI)

Difference from placebo’ -3.3[-4.3; -24) - -

[95% ClI]

! Irrespective of treatment discontinuation or initiation of rescue medication (pattern mixture
model using multiple imputation). * p<0.001 (unadjusted 2-sided) for superiority, controlled
far multiplicity. % p<0.05, not controlled for multiplicity; for 'Patients achieving HbA . <7.0%",
the p-value is for the odds ratio vs placebo,

PIONEER 5 — Rybelsys® vs.placebo, both

ang basa - 3 3 (2%} ] 21 03

In a 26-week double-blind trial, 324 patients with type 2 diabetes and moderate renal
impairment (eGFR 30-59 ml/min/1.73 m?) were randomised to Rybelsus® 14 mg or placebo
once daily. Trial product was added to the patient’s stable pre-trial antidiabetic regimen,

The mean age of the trial population was 70 years, and the mean duration of type 2 diabetes
was 14.0 years, Overall, 96% were White, 4% were Black or African American and less than
1% were Asian. Hispanic or Latino patients comprised 6% (n=21) of the population

The mean body weight at baseline was 91 kg.

Treatment with Rybelsus® 14 mg once daily was superior at week 26 in reducing HbA,, and
body weight compared with placebo.

192 %a LI T mmn U EMEL TR DL Frene T
Patients (%) achieving 54} 9
HbA,, <7.0% 40
Body weight (kg)
Change from baseline! 20 -3.7 05
Cifference from placebo’ | -25( 36 .1 a)* | -4.3[-5.3;-3 2]} p
[95% CI] &

"lrrespective of treatment discontinuation ar ;mration of rescue medication (pattern
Mixture model using multiple imputation) *p<0.001 (unadjusted 2-sided) for superionty,
controlled for multiplicity % p<0.05, not controlled for multiplicity; for ‘Patients achieving
HbA,, <7 0%, the p-value is for the odds ratig vs placebo. * The total daily insulin dose
was statistically significantly lower with semaglytide than with placebo at week 52

The mean changes from baseline in total daily insulin dose at week 26 were -1 U, -8 U
and -9 U for placebo, Rybelsus® 7 mg and Rybelsus® 14 mg, respectively
The difference from placebo for Rybelsus® 7 mg and Rybelsus® 14 mg was -8 [-12; ~3)ses o1
and -8 [=13; =3)ysy, ¢, respectively The mean changes from baseline in daily insulin dose
at week 52 were 10 U, -6 U and -7 U for placebo, Rybelsus® 7 mg and Rybelsus® 14 mg,
respectively. The difference from placebo for Rybelsus® 7 mg and Rybelsus® 14 mg
was —16 [-25; ~Blgge, ¢ and =17[-25; =g, ., respectively

I
Twa cardiovascular outcomes trials examining the effects of semaglutide versus placebo on
risk of cardiovascular events have been conducted; SUSTAIN & wath semaglutide injection
and PIONEER & with semaglutide in a tablet farmulation (Rybelsus®)

SUSTAIN &

In a 104-week double-blind trial, 3,297 patients with type 2 diabetes mellitus at high
cardiovascular risk were randomised to either semaglutide injection 0.5 mg once weekly,
semaglutide injection 1 mg ance weekly or placebo in addition to standard-of-care
hereafter followed for 2 years.

The primary endpoint was time from randomisation to first occurrence of a major adverse
cardiovascular event (MACE): cardiovascular death, non-fatal myccardial infarction or non-
fatal stroke.

Patients eligible 1o enter the trial were: 50 years of age or older and with established
cardiovascular disease andfor chranic kidney disease, or 60 years of age or older and with
cardiovascular risk factors only. In total, 1,940 patients (58.8%) had established
cardiovascular disease without chronic kidney disease, 353 (10.7%) had chronic kidney
disease only and 442 (13.4%) had both cardiovascular disease and kidney disease.

562 patients (17 0%) had cardiovascular nck factac anly. Tea saan age st basabhee wian

1 65 years, and 61% of the patients were men. The mean duration of diabetes was 13.9 years

and the mean BMI was 33 kg/m?. Medical history included stroke (12.2%), myocardial
infarction (32.5%) and peripheral artery disease{13.7%)

The total number of first MACE was 254: 108 (6.6%) with semaglutide and 146 (8 9%)
with placebo. Treatment with semaglutide resulted in a 26% reduction in the nisk of
MACE comprising cardiovascular death, non-fatal myocardial infarction or non-fatal stroke
(HR: 0.74 [0.58; 0.95]554 ¢)

10
8
z 6
&
<
1
B
a 41
g
2
2 HR: 0.74
95% €10 58095
p<0.0001 for non-inferiority
p=0.017 for superiority
-0' Number of subjects at risk
Em"ﬁ::ﬂh‘" 1648 1635 1619 1612 1601 1589 1584 1579 1568 1560 1543 1530 1524 1513
n on
1649 1635 1616 1600 1586 1575 1567 1553 1534 1510 1508 1491 1479 146k
T T T T T T T T T T T T T T
0 & 16 24 32 40 48 S6 64 72 80 BB 9 104
Time from randomisation (week)
Semaglutide imjectian Placebo

Kaplan-Meier plot of primary outcome (a com posite of cardiovascular death, nonfatal
myocardial infarction, or nonfatal stroke)

Abbreviations: CI: gonhdence Interval, HR' Hazard ratio

Figure 1 Cumulative incidence of time to first occurrance of MACE in SUSTAIN 6

The treagment effect for the primarv composite endooint and its comnanents in the
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Jr— o - |
Change from baseline’ -4 3 30 10
Difference from liraglutide' | -1 3. "

[95% i) [-2.1;, .5
Difference from placebo’ -3 3[- 0
(95% Q] 3[4 3 4]

! Irrespective of treatment discontinuation or iniation of rescue medication (pattern mixture
model using multiple imputation). * p<0 001 {unadjusted 2-sided) for superiority, controlled
for multiplicity. *p<0.05, not controlled far multphity, for ‘Patients achieving HbA, <7.0%’,
the p-value is for the odds ratio vs placeba

i i
In @ 26-week double-blind trial, 324 patients yy type 2 diabetes and moderate renal

impairment (eGFR 30-59 mlmin/1.73 m2) were randomised to Rybelsus® 14 mg or placebo
once daily Trial product was added to the patigny's stable pre-trial antidiabetic regimen.

The mean age of the tnal population was 79 years, and the mean duration of type 2 diabetes
was 14.0 years. Overall, 96% were White, 49 \vere Black or African American and less than
1% were Astan. Hispanic or Latino patients compnsed 6% (n=21) of the population

The mean body weight at baseline was 91 kg

Treatment with Rybelsus® 14 mg once daily was superor at week 26 in reducing HbA,, and
body weight compared with placebo

Semaglutide
Tablets

Rybelsus®
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The total number of first MACE was 254: 108 (6 6%) with semaglutide and 146 (g 9%)
with placebo. Treatment with semaglutide resulted in a 26% reduction in the fisk of
MACE comprising cardiovascular death, non-fatal myocardial infarction or non
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Kaplan-Meier plot of primary outcome (a composite of cardigvascular death, nonfatal
myocardial infarction, or nonfatal stroke).

Abbreviations: CI: Confidence interval, HR: Hazard ratio

Figure 1 Cumulative incidence of time to first occurrence of MACE in SUSTAIN 6
The treatment effect for the primary composite endpoint and its components in the
SUSTAIN 6 trial is shown in Figure 2.
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Figure 2 Forest plot: Treatment effect for the primary composite endpoint, its
components and all cause death (SUSTAIN 6)

PIONEER &

In a double-blind trial, 3,183 patients with type 2 diabetes at hugh cardiovascular nsk were
randomised 1o Rybelsus® 14 mg once daily or placebo in addition to standard-of-care. The
median observation period was 16 months

The primary endpoint was time from randomisation to first occurrence of a MACE event
cardiovascular death, non-fatal myocardial infarction or nen-fatal stroke

Patients eligible to enter the trial were' 50 years of age or older and with established
cardiovascular disease andfor chromic kidney disease, or 60 years of age or older and with
cardiovascular risk factors only. In total, 1,797 patients (56.5%) had established
cardiovascular disease without chronic kidney disease, 354 (11 1%) had chronic kidney
disease only and 544 (17.1%) had both cardiovascular disease and kidney disease

488 patients (15 3%) had cardiovascular risk factors only. The mean age at baseline was
66 years, and 68% of the patients were men The mean duration of diabetes was

14.9 years and the mean BM| was 32.2 kg/m” Medical history included stroke (11 7%)
and myacardial infarction (36.1%)
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The total number of first MACE endpoint was 137: 61 3.8%) wthﬁgb;;suo's'sgni' 1?1(4‘301?
with placebo. The analysis of time to first MacCE resulted in a HR of 0.79 [ 2 -51' 95%
indicating a 21% reduction in the risk of MACE tcard-o:ascura: death, non-fat
myocardial nfarction or non-fatal stroke) with Rybelsus
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Cumulative incidence plot of primary outcome (a composite of cardiovascular death,
nonfatal myocardial infarction, or nonfatal stroke) with non-cardiovascular death as
competing risk.

Abbraviations: Cl: Confidence interval, HR: Hazard ratio

Figure 3 Cumulative incidence of time to first occurrence of MACE in PIONEER 6
The treatment effect for the primary composite endpoint and its components in the
PIONEER 6 trial is shown in Figure 4.
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Figure 4 Forest plot: Treatment effect for the primary composite endpoint, its
components and all cause death (PIONEER &)

I nalysis of TAIN B R
Consistent cardiovascular risk reduction was shown in SUSTAIN 6 and PIONEER 6,
supported by an analysis including data from both trials. In this analysis, patients treated
with semaglutide had a statistically significant lower risk of the first occurrence of MACE
compared ta placebo. The estimated HR was 0.76 [0.62; 0.92]sss; 1
T ion of patients achieving HbA,_targets
Up to 80% of the patients achieved HbA,, <7.0%. The odds of achieving HbAlc <7.0%
were statistically significantly greater with Rybelsus® than with sitagliptin, empaglifiozin
and placebo. Up t0 68% of the patients achieved HbA,. £6.5%. The odds of achieving
HbA,, 26.5% were statistically significantly greater with Rybelsus® than with sitagliptin,
empagliflozin, liraglutide and placebo.
Up to 73% of the patients achieved HbA,, <7.0% without severe of blood glucose
confirmed symptomatic hypoglycaemia and without weight gain. The odds of achieving
the target were statistically significantly greater with Rybelsus® than with placebo,
sitagliptin, empaglifiozin and liraglutide
Body weight

——

7.Description _ -

The semaglutide drug products are white t0 light yellow oval shaped tablets. The primary
packaging is a blister card composed of coloU™d forming foil and non-coloured lid foil. The
tolour of the ferming foil is unique for each tablet strength: green for 3 mq tablets, red for
7 mg tablets and blue for 14 mq tablets. The Blister carg contains 10 identical cavities, each
containing 1 tablet. Batch specific information S prnted on gach blister card. The secondary
Packaging consists of an outer sales carton.

8. PHARMACEUTICAL PARTICULARS

List of excipients

Salcaprozate sodium 300 mg

Povidone K 90 (Ph Eur,, USP, IP) 8 mg

Cellulose, microcrystalline (Ph Eur,, USP, JP) 80 mg
Magnesium stearate (Ph Eur,, USP. JP) 9.7 M3

8.1 Incompatibilities
Not applicable

8.2 Shelf life

3 mg: 24 months

7 mg: 30 months

14 mg: 30 months.

(Refer pack for Expiry date)

8.3 Packaging information )

The tablets are available in alw/alu blister cards in Pack sizes of 10, 30, 60 and 90 tablets.
Mot all pack sizes may be marketed.

8.4 Storage and handling instructions

Keep this medicine out of the sight and reach of children,

Do not use this medicine after the expiry date which is stated on the blistar and carton

The expiry date refers to the last day of that month. [

Do not store above 30°C. Store in the original package to protect from maisture and light.
Keep the tablet in the blister until you are ready to take it. Removing it 100 so0n can prevent
it from working as planned. _
Do not use this medicine if you notice that the packaga is damaged or shows signs of being
open.

Special precautions for disposal
Any unused medicinal product or waste material should be disposed of in accordance

local requirements

with

g, Patient Counselling Information .

Read all of this leaflet carefully before you st 1aking this medicine because it contains

important infoermatian for you.

+ Keep this leaflet. You may need to read it again.

« If you have any further questions, ask your doctor, pharmacist or nurse.

« This medicine has been prescribed for you only. Do not pass it on to others. It may harm
them, even if their signs of illness are the same as yours. )

« If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any
possible side effects not listed in this leaflet. See section 4.8 "Undesirabie Effects”.

For product related complaints or Adverse event reporting you may write to us at
INAgree@novonordisk.com or Contact us at: +91 8040303200
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Figure 4 Forest plot: Treatment effect f‘gé the primary composite endpoint, its
components and all cause death (PION : 6)
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Consistent cardiavascular risk reduction Was Shown in SUSTAIN 6 and PIONEER 6,
supparted by an analysis including data _frnm both trials. In this analysis, patients treated
with semaglutide had a statistically significant lower risk of the first occurrence of MACE
compared to placebo. The estimated HR was 0.76 [0.62; 0.92)cs, <.

Proportion of patients achieving HbA . 18rgets

Up to 80% of the patients achieved HoAw <7.0%. The odds of achieving HbA1c <7.0%
were statistically significantly greater with Rybelsus® than with stagliptin, empaglifiozin
and placebo. Up 1o 68% of the patients achieved HbA,_ <6.5%. The odds of achieving
HbA, <6.5% were statistically significantly Greater with Rybelsus® than with sitagliptin,
empaglifiozin, liraglutide and placebo,

Up to 73% of the patients achieved HbA. <7.0% without severe or blood glucose
confirmed symptomatic hypaglycaemia and withaut we ght gain. The odds of achieving
the target were statistically significantly greater with Rybelsus® than with placebo,
sitagliptin, empaglifiozin and liraglutide. i

Rgbels us® 14 mg was associated with sustained weight reduction over the duration of the
trials (up te 5.0 kg from baseline to final time point). Rybelsus® 14 mq used as
monotherapy or in combination with 1-2 glucose-lowering products resulted in statistically
sqgn\flcant reduction in body weight compared with placebo, sitagliptin, liraglutide and
empagliflozin, Up to 49% and 18% of patients achieved a weight loss of 5% and 210%,
respectively. The odds of achieving a weight loss of 25% and =10% were statistically
significantly greater with Rybelsus®14 mq than with placebo, sitagliptin and liraglutide.
Fasting pl Il

Treatmgnt with Rybelsus® reduced FPG by up to 2.5 mmoald across the phase 3a trials. The
reductions were sustained through week 78.

B: il function and insuli istan
Beta-cell function measured by homeostasis made! assessment for beta-cell function
(HOMA-B) and insulin resistance measured by homeostasis model assessment for insulin
resistance (HOMA-IR) overall improved with Rybelsus® 7 mq and Rybelsus® 14 mg

redl lar risk fa
Treatment with Rybelsus® reduced systolic blood pressure by up to 7 mmHg and C-reactive
protein concentrations by up to 35% and improved the fasting lipid profile (e.g.
triglycerides reduction of up to around 13%).

5.3 Pharmacokinetic properties

Absorption )

Orally administered semaglutide has a low absolute bicavailability and a variable A
absorption. Daily administration according to the recommended posology in combination
with a long half-life reduces day-to-day fluctuation of the exposure,

semaglutide is co-formulated with salcaprozate sodium which facilitates the absorption of
semaglutide after oral administration, The absarption of semaglutide predominantly occurs
in the stomach.

The pharmacokinetics of semaglutide have been extensively characterised in healthy
subjects and patients with type 2 diabetes. Following oral administration, maximurm
plasma concentration of semaglutide occurred 1 hour post dose. Steady-state exposure
was reached after 4-5 weeks of once-daily administration. In patients with type 2
diabetes, the average steady-state concentrations were app;qmmatﬂely 6.7 nmoll and
14.6 nmoliL with Rybelsus® 7 mg and 14 mg, respectively, with 90% of subjects treated
with semaglutide 7 mg having an average concenlration between 1.7 and 22.7 nmolilL
and 90% of subjects treated with sem_aglutlde 14 mg having an average concentration
between 3.7 and 41.3 nmol/L. Systemic exposure of semaglutide increased in a dose-
gﬁ;?g;;%?flg;n;m:; lutide is decreased if l_aken with iaqd or large volumes of water. A
Jorker Rosy U B e 4 o abds i roximately 1% following oral
The estimated absolute bioavailability of semaglutide is approximately q
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The estimated absolute volume of distribution is approximately 8 L in subjects with type
2 diabetes. Semaglutide is extensively bound to plasma proteins (>99%).

Metabolism

Semaglutide is metabolised through protedlytic cleavage of the peptide backbone and
sequential beta-oxidation of the fatty acid Sidechain The enzyme neutral endopeptidase
(NEF} is expected to be involved in the metabolism of semaglutide

Elimination

The primary excretion routes of semaglutide-related material are via the urine and faeces,
Approximately 3% of the absorbed dose s excreted as intact semaglutide via the urine.
With an elimination half-life of approximately 1 week, semaglutide will be present in the
circulation for about 5 weeks after the last dose. The clparance of semnaglutide in patients
with type 2 diabetes is approximately 0.04 Lh

Special populations

Based on a population pharmacokinetic analysis, age, gender, race, ethnicty, Upper GI
tract disease and renal impairment did not have a clinically meaningful effect on the
pharmacokinetics of semaglutide; therefore. no dose adjustment is needed. The effects of
intrinsic factors on the pharmacokinetics of semaglutide are shown in Figure 5

Intrinsic factor Relative Exposure (Cavg) Recommendation
Ratio and 90% I
Sex Male [T

i No dose adjustment

65-74 years 3 No dose adjustment
Age group >=75 years i

—— No dose adjustment
Hacd Black or African American —4— No dose adjustment
Asian ey No dose adjustment
Ethnicity Hispanic or Latino ] No dose adjustment
—_——

Body weight ke | 4 Mo dose adjustment
i 129 kq o) i No dose adjustment
Upper Gl disease  With Upper Gl disease . Mo dose adjustment
Renal function ~ Mild M No dose adjustment
Moderate . —et— No dose adjustment

0.5 1 3
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Abbreviations
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Figure 5 Impact of intrinsic factors on semaglutide exposure

Age had no effect on the pharmacakinetics of semaglutide based on data from clinical
trials, which studied patients up to 92 years of age.
Gender
Gender had na clinically meaningful effects on the pharmacokinetics of semaglutide.
Race
Race (White, Black or African-American, Asian) had no effect on the pharmacokinetics of
semaglutide.

nici
Ethnicity (Hispanic or Latina) had no effect on the pharmacokinetics of semaglutide.
Body weight
Body weight had an effect on the exposure of semaglutide. Higher body weight was
associated with lower exposure. Semaglutide provided adequate systemic exposure aver
the body weight range of 40-188 kg evaluated in the clinical trials.

Renal impairment
Renal impairment did not impact the pharmacokinetics of semaglutide in a clinically
relevant manner. The pharmacokinetics of semaglutide were evaluated in patients with
mild, moderate or severe renal impairment and patients with end-stage renal disease on
dialysis compared with subjects with normal renal function in a study with 10 consecutive
days of once-daily doses of semaglutide. This was also shown for subjects with type
2 diabetes and renal impairment based on data from phase 3a studies (Figure 5).
Hepatic impairment did not impact the pharmacokinetics of semzglutide in a clinically
relevant manner. The pharmacokinetics of semaglutide were evaluated in patients with
mild, moderate ar severe hepatic impairment compared with subjects with normal hepatic
function in a study with 10 cansecutive days of once-daily doses of semaglutide.
Upper Gl tract disease (chronic gastritis and/for gast_ro_esophagea1 reflux disease) did not
impact the pharmacokinetics of semaglutide na clinically r_elevant manner. The
pharmacokinetics were evaluated in patients with type 2 diabetes with or without upper
Gl tract disease dosed for 10 consecutwe days with once-daily doses of semaglutide. This
was also shown for subjects with type 2 diabetes and upper Gl tract disease based on data
from phase 3a studies (Figure 5).

iatri fat
Semaglutide has not been studied in paedialric patients,

-
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Figure 5 Impact of intrinsic factors on semaglutide exposure

Age
Age had no effect on the pharmacokinetics of semaglutide based on data from clinical
trials, which studied patients up to 92 years of age.

Gender
Gender had no clinically meaningful effects on the pharmacokinetics of semaglutide.

Race (White, Black or African-American, Agian) had no effect on the pharmacokinetics of
semaglutide.

Ethnicity (Hispanic or Latino) had no effect on the pharmacokinetics of semaglutide

Body weight
Body weight had an effect on the exposure of semaglutide. Higher body weight was
associated with lower exposure. Semaglutide provided adequate systemnic exposure over
the body weight range of 40-188 kg evalyated in the clinical trials,

nal

Renal impairment did not impact the pharmacokinetics of semaglutide in a clinically
relevant manner. The pharmacokinetics of semaglutide were evaluated in patients with
mild, moderate or severe renal impairment and patients with end-stage renal disease on
dialysis compared with subjects with normal renal function in a study with 10 consecutive
days of once-daily doses of semaglutide. This was also shown for subjects with type
2 diabetes and renal impairment based on data from phase 3a studies (Figure 5).
IC IMpar|
Hepatic impairment did not impact the pharmacokinetics of semaglutide in a clinically
relevant manner. The pharmacokinetics of semaglutide were evaluated in patients with
mild, moderate or severe hepatic impairment compared with subjects with normal hepatic
function in a study with 10 consecutive days of ance-daily doses of semaglutide.
! i
Upper Gl tract disease (chronic gastritis and/or gastroesophageal reflux disease) did not
impact the pharmacokinetics of semaglutide in a clinically relevant manner. The
pharmacokinetics were evaluated in patients with type 2 diabetes with or without upper
Gl tract disease dosed for 10 consecutive days with once-daily doses of semaglutide, This
was also shown for subjects with type 2 diabetes and upper Gl tract disease based on data
from phase 3a studies (Figure 5).
g
semaglutide has not been studied in paediatric patients.

6. Nonclinical properties

6.1 Animal Toxicology or Pharmacology

Pre-clinical data with semaglutide revealed no special hazards for human based on
conventional studies of safety pharmacology, repeat-dose toxicity, or genatoxicity.

Non-lethal thyroid C-cell tumours observed in rodents are a class effect for GLP-1 receptor
agonists. In 2 year carcinogenicity studies in rats and mice, semaglutide caused thyroid
C-cell tumours at climically relevant exposures. No other treatment related tumours were
observed. The rodent C-cell tumours are caused by a non-genotoxic, specific GLP-1
receptor mediated mechanism to which rodents are particularly sensitive. The relevance for
humans is considered to be low but cannot be completely excluded.

In fertility studies in rats, semaglutide did not affect mating performance or male fertility.
In fernale rats, an increase in oestrous cycle length and a small reduction in corpora lutea
(ovulations) were observed at doses associated with maternal body weight loss.

In embryo-foetal development studies in rats, semaglutide caused embryotoxicity below
clinically relevant exposures. Semaglutide caused marked reductions in maternal body
weight and reductions in embryonic survival and growth. In foetuses, major skeletal and
visceral malformations were observed, induding effects on long bones, ribs, vertebrae, tail, 3
bload vessels and brain ventricles. Mechanistic evaluations indicated that the Ed
embryotoxicity involved a GLP-1 receptor mediated impairment of the nutrient supply to r
|

the embryo across the rat yolk sac. Due to species differences in yolk sac anatomy and
function, and due to the lack of GLP-1 receptor expression in the yolk sac of non-human
primates, this mechanism is considered unlikely to be of relevance to humans. However, a
direct effect of semaglutide on the foetus cannot be excluded.

In develonmema_i toxicity s}uc_hes in rabbits and cynomolgus monkeys, increased pregnancy
loss and slightly increased incidence of foetal abnormalities were observed at clinically
relevant exposures. The findings coincided with marked maternal body weight loss of up

to 16%, Whether these effects are relatad to the decreased maternal food consumption
as a direct GLP-1 effect is unknown

Postnatal growth and development were eyaluated in cynomolgus monkeys. Infants were
slightly smaller at delivery but recovereq during the lactation period,

In juvenile rats, semaglutide caused delayed sexual maturation in both males and females.

These delays had no impact upon fertili i ity of either sex, or on the
ability of the females to maintain pfeqr:;ng:d RN et ]




