R

| 1. Generic Name

' Semaglutide Tablets
Rybelsus® 3 mg tablets

'Rybelsus® 7 mg tablets

' Rybelsus®14 mg tablets
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4.2 Poiology and method of administration

Posology

The startng dose of Rybelus® B 3 mg once dally for one manth Alter one month, the
done thoutd be imereaed o 8 mantenance dods ol 7 mg once daly Alter af beasl one
mcsTth on with & dome of 7 mg once Yy the dose can e increased 10 & MamTenance
doie of 14 Mg once dady 10 further mMPTOVE Ol Caemic contiol

Thee MILATILM recommencie ] wngie ATy done ol “rf'q‘"_'.n‘ 514 mg Tak g b 7 mg
Lablets 10 achieve tha alfact of 3 14 mg dose has not been studied and i therelore not
Fr syl

iyl =* Can be uved an monotheragy o N combenatbion with one of more glucose
Ao Meditnal products (See Clinecal iflicacy and wafety under sacton 5 2
PhamacOdynamecs properies)

| Wit Rybeban® i uied in combination with metformin andior & wod urm=glucowe
| co-traniportend mhiwtor (SGLTZ) or thasoldinedione, Lthe turment dose ol metfomin
and'ar SOLT2Mhiazoldnedone can be cohtinued

', Cr ::u"f!r‘-."i" B used in comberation with a sulfomdurea or imsbing a reducton in the
s ool i

2 BP0 O L 5 ool 10 MUK s 08 I T hk
Oose OF SUNDITYIUN o r hould be consudered (o reduce the mk of hypoghycaemia
(See Lrclion 4 4 Special warningy and precautions for use)

'!'rl' .oy W

- 1oning ol blood glucose & not needed in order 10 adjust the dose of Rybetus®
Blood glucone sell-monitonng i necessany 10 adjust the dose of sulfomylurea and insulin,
) when Rytebus® o started and Insulin § reduced. A stepwise approach 10
mubin reducbon " rec ommierided

hlawd done

1 a dose Is missed, the mused dose should be shipped and the next dose should be taken
thie 1ol :F”I\r: d‘.,'

Spedal Population:

Ciderly (65 years o)

h'I e SuEtmen in )y ] h‘ﬂﬁj o 1'||'Jf| "",{i[.]mn( Experence in [HIMIJ :.]'5 LT
ol age & bmited (see section § 3 Phanmacobinelic propertses)

Gendey

Mo e i tment . reepuired B oo aemeiee R —— .
Guce ard ethnity
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fequired based on race and ethnicity
:‘J [en iy wath _""WL*-L_ Imodirment
::_‘:Tt_;::"r'!:”_”l B required lor patents with hepatic impairment. Experience with the
be ;.~r -.qu-Jq"'.l" N patients with ssverp hepatie impalrment is imited. Caution should
safety ,:,.Lh... '.:-:l :1’:1;"; 'I‘: these patients with semagiutide (See Clinical efficacy and
J J ATTLAC P

Pharmacok neli properies) mm* D e
Fatents with renal imparment
No dose adjusiment is required loe patients with mild, moderate or wevere renal
impa lrF‘I"'{"l"lt [:w'-”‘nﬂ' wilh the use of samaglutide in patients with severe renal
:;r:tu m'ml“ I'm'“‘d Semaglutide iy not recommended in patients with end stage renal

wase (See Clinical efficacy and safety under section 5.2 Pharmacodynamics properties
and see section 5.3 Pharmacokinetic properties)
Chikdren and adolesconts
The safety .1"1~::I eificacy of Rybelwn® in children and adolescents below
been established. No data are available
Method of admintration
Rybelis® is a Lablet for once-dally oral 1ge

Rybelsus® should be laken on an emply stomach Rybelsus® should be swallowed whole
with up to hall a glass of water equivalent 1o 120 ml Do not split, erush or chew the
labiel Wat at least 30 minutes before the first meal or drink of the day or taking other
ofal medicinal products. Waiting less than 30 minutes may decrease the absorption of
semagiutide

18 yearz have not

43 Contralndications

Hypersensutiity 10 Lhe actve subilance or 1o ary ol the excpients lsied in section B
Pharmaceutical Particulan

4.4 Special wamnings and precautions for ute

Rybelus® should not be used in patients waith type 1 dabetes mellitus or for the
treatmen! of diabete Letnacidoss. Diabetic ketoacidoss has been reported in insulin-
dependent patients whom had rapid decontinuation or dose reduction of insulin when
treatment with a GUP-1 receptor agonist B started

There b no therapeutic expenence with Rybelsus® in patients with bariatnc surgery
Gastrointestinal effects and detrdration

Use of GLP-1 receptor agonats may be asociated with gastrosntestinal adverse reactions
(hat can cause detrydration, whsch in rare Eases can lead 10 8 detenaration of renal function
Patients treated walh semaciutide thould be advsed of the potential sk of dehydration
TI TERATION 16 gastrointestingl side eftoctt afdake precautions 1o avod fuid depletion

Acule pancreatitls
Acute pancreatits has been observed with the use of GLP-1 receptor agonmts. Patients

should be informed ol the charactersic symploms of acute pancreatis. Il pancreatitis s
suspected, Rybehuns® should be decontinued, il confirmed, Rybelwut® should not be
restarted | Caution should be exerceed in patents with a history of pancreatits

In the absence of other wgns and symptorm of acule pancreatits, clevalons in pancreatc
enrymes alone are not predictive of acute pancreatitis

iypoglycacmia

Insubin and sulfomylurea are known to cause hypoghycaemia Patients treated with
Rybelius® in combination with a sulforylunsa or insulin may have an increased risk of
hypoglycacmia The rsk of hypoglycaemia can be lowered by reducing the dose of

sull orylurea or insulin when initlating trea tment with Rytbetsus®

[habetic retinopatiny

Fapid improvement in glucose control has been asociated with 4 lemporary worsening
ol dabetic retinopathy bul other mechan4m cannot be excluded Long-term ghraemic
control decreases the risk of diabetx reunapathy. Patients with a history of diabetic
retinopattry should be monitored fof wore neng and treatied sccording 1o clinscal gusdelres
Hean (alure

Thete 5 NG Lherapeulic BExpencence in patents with congestive heart fadure New York
Heart Association (NYHA) class IV and semaglutide is therefore not recommended in

these patients

4.5 Drugs Interactions

In witro studses have shown very low potential for semaglutide to inhibit of induce CYP
enrymes, and 10 inhiba drug transporens

Semaglutide delays gastnic emptying which may inlluence the absorption of other oral
medacinal products.

Effects pf Rybelis® on other medainal products

TinyTomne

Total exposure (AUC) of thyroune (adjusted fof endogencus levels) was 'r‘m“:'gﬁﬂ:
folicwang administraton of a sngle dose ol e Manmum ceposune
unchanged Monitonng of thyred paramelers should be conudered when treating
patents with semaglutide at the same Lime 2% Jevothyromine

Warfann
Semaghutide did not change the AUC or € pu 0f B+ and S-warfann loflowing 4 ungle dose

of warfann, and the pharmacodynamc offects of warlann as rm-#!-l.lrrd by the
internatonal normatsed fabo (NR) wee not atfected in a chinically relevant l'l‘llﬂ-"'l'f

, upon ntlaton of lutidea 1 in patents on warl . | o
Aosinaitatn : 4
AUC of rosuvastatin was increased by 413 [90% CL 24, 60] when co-adminisiened Wi

semaglutide Based on the wide (herapeulc index of rosuvasiatin the magnitude of
changes in the expasure in not considered inically relevant

D2aon oral contr

Mo cleucally relevant change in AUC of Gew 0f digouin, ofal conraceptives mﬂm
ethinylestradal and levanorgestrel), metlomin or (Urosermede was observed
concurrently adminstered with semagiutide

Interactions wath medscinal products with Yery low broavarlabudity (- 1%) have nol been
evaluated

EHects of other medioinal products on séadiulide
Omeprarole
No chinicaly relevant change in AUC o Cmaxof semagiutide wai observed when Laken

with omeprazole

In a Uil nvestigating the pharma co-adminstered with five
other Lablets, the ALC of

that the presence of multple Lablets in the stomach influences the absovrption of
semagiutde i co-adminstered at the same time. Aller .udrrlru'ltnf'l:'lq e '
patients should wad 30 minutes belore 18king other oral mediinal products
Interaction with {ood

Concomitant stake of food reduces the Exposure of semaglutide

(see 810N 4 2 Posology and method of adminisuation)

4.6 Usa in special populations (Fertllity. pregnancy and lactation)
Yomen of chidbeanng potental
¥omen cj childbearing potentisl are recoMmimended lo uwe contracepbon when lresled

with Rybelsis®

Studes in arvmals have shown eproduche Loty (see section 6 w"mﬂ‘
There are beruted data from the use of semagutde in wormen Therdore, Rybebin
shoutd not be used dunng pregnency. Wormen of potential are recommendsd
10 e contacepon when treated with Rytelun® 1 3 patent wishes 10 become
pregnant, of pregnancy orcurs, Rtetin® should be dacontinued * should be
dncontmand ot least 2 monihd belore 4 planned pregnancy due 1o the long half-ife

froaat: feeding
In Lactaling 1A, smagiutde, SalCaprmirale sOAUM ANAAor it mrtabolie were eacreted in
el As 2 risk 10 4 breast-fed child cannot be excuded, Rybebus® should nol be used

| during breast-feeding
— e ——

m:mﬁﬂ-MmMnIMHMM Semagiutioe dd not atfect
mate lectbty in rats. in female rahy. an oyrpase i Oestrous kength and 8 small reducton in |
| rrmber of ovulabomn were otrerved a1 doses atsociated with maternal bty wempht kois
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4.8 Undesirable Efects

hmmhuﬁﬂw
UT Pt veere gupaned 10 Rybetun® alone or in combsnation
with other ghucone-lowening medicinal ogucts The duraton of e freatment fanged
from 26 weeis 1o 78 weelky The mant frpquently reported advene reacton in dneal
ik were gmtromietng! daoren, fauied dunrhoes and wormitng in
Gereval, thews eatom vre mild of moderate N wevery and of Whort duration
Latse -

| k415 sdverse reaction Gentiled n ol phane 1a irah in patents with
{ datwten melitus (further descrbed m section 5.2 = . The

proger e
Irequent i of [he adverve iactiom g on & ol
e i v buned pood of the phane Ja trak excluding

The reactom are lsted below by yatem chns anvd absohute F

dre delired a3 very Common (2 1/10), common (211100 Wﬂflmmmw
(171,000 1o < 1/100% rare. (21/10,000 to <1/1,000) and very rare. (<1/10,000). Withan
tach (requency roupng, advens reactiony are prevented in order of decreasing
Leroue
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Table 1 Adyerye reactions from controlied phase 1a trials
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MedDRA system | Very common | Comman Uncommon | Rare
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¥ Duabetc retinopathy complkcations & 3 compaste of retnal photocoaguiation, treatment

with intravitreal agents, vitneous haemonhage and dabwtes related bindres
(uncormmon). Frequency s haned on the cardovascular outcomes tnal with a.c
semagiutade, but it cannot be excluded that the rmd of dabet retnopathy complicatons
identified ako apples 1o Rybelun®

Grouped term covering abso adverse events related 1o yperseraiivty such as fash and
urlicana

Description of selecied adverse reactions

HyDO0 TaerTiid

Severs ypoglycaemia was primarnly observed when Rybebus® wat used with a sulfomyurea
(<0.1% of subjects, <0.001 events/ patient yeary) of insubin (1.1% of wubjecty, 0 013 eventy/
patient years). Few epsodet (0.1% ol subjects, 0 001 eventypatient yean) were observed
with Rybelsus® in combination with oral antidabetics other than sulfonylurea
Gantroentesfing! acherse reactons

Naused ocourmed in 15%, diarhoea in 10%, yormiting In 7% ol patients when treated with
Rybelss®. Mot events were mild to moderate in severity and of short duration. The events

le=d to treatment diconlmuation in 4% of subjects. The events were mast frequently
reparted during the (it manths on treatment

Acute pancreatits confirmed by sdjudication has been reported in phase 3a trials,
semagiutide (<0 1%) and comparator (0 2%), In the cardiovasoular outcomes trial the
frequency of acute pancreatitss confirmed by adjudication was 0.1% for semaglutide and
0.2% for placebo

Daabetic etinopathy comolcations

A 2 pear clinical trial with 5. semagiutide investigated 3,297 patients with type 2 diabetes,
with high cardiovascular rek, long duration of diabetes and poorly controlled blood glucone
In this tral, adjudcated events of dabetic rebnopathy comphcations occurmed in more patients
treated with s.c semagiutide (3 .0%) compared to placebo (1.8%). This was observed in
insulin-tredted patients with known diabetic retinopathy’ The treatment difference appeared
early and persisted throughoul the trial. Systematic evaluation of dubetic retinopathy
comphication was only performed In the cardiovascular outcomes trial with s.c semaglutide

In chrecal tnals with Rybelsus of up 1o 18 months duration involving 6,352 patents wath
type 2 diabetes, adverse events relited 1o dabetic retinopathy were reparted in similar
proporticns in subjects treated with semagiutide (4.2%) and comparators (3 8%)
Descontinuaton die 10 &0 adverse even|

Decontinuation of treatment due to adverse events was 9% for patents treated with
Rytedun® The most frequent adverse everts keading 1o daconlinuation were
gastroantestinal

Immunegendly

_Comatent with the potential immunogensc properties of medanal products contaning
protesnd o M‘Hh patents may develop anlbodes lofiowing treatment with
semaglutide. The proportion of subjects tested powtive for anti-semaglutide antibadies at
any brme point after basebne was low (0 .5%) and no subgects had neutralising anli-
semagiutide anibodses or anti-semagiutide antibodees with neutralsing effect on

endagenout GLP-1 at end-of-trial

Increased hoort rate

Increased heart rate has been obierved with GLP-1 receplor agonists. In the phase 3a trals,
mean changes of 0 10 4 beats per minute (bpm) from a baseline of 69 1o 76 were observed
in patients treated with Rybelis

4,9 Overdose

Elfects al overdase with semaglutide in dinical studies may be assocated with
gastromniestinal disorders. In the event of overdose, appropnate supportive treatment should
be initiated according 1o the patient’s dinical $igns and symptoms. A prolonged period of
obiervation and treatment of the symptoms may be necessary, Laking into account Lhe long
hall-ife ol semaglutide ol approumately 1 week There & no spedific antidate lor overdose
with semaglutide

5 Pharmacological propertles

5.1 Mechanism al Actlon

Strl'l.:-l]!ulrdr I5 a GLP-1 analogue with 94% sequence homalogy 1o human GLP-1
Semaglutide scts a3 a GLP-1 receptor agonst that selectively binds to and activates the
GLP-1 receplor, the 1arget lof native GLP-1

GLP-1 5 a physological hormone that has multiple actions in glucose and appetite
regulation, and in the cardiovascular syatem The glucose and appetite elfects are specilically
mediated via GLP-1 receplors in the pancreas and the brain

Semagiutide reduces blood glucoss in a glusote-dependent manner by stimulating imubin
secretion and lewening glucagon secretson when glucose is high The mechansm of blood
Rlucose korvening also involves a minor delry In gastne emptying In the earty pastprandial
phase. Dunng hypoglycaemia, semaglutide dmenishes insulin secrebon and does not impalr
glucagon secretion. The mechansm of semaglutide is independent of route of
adminatration

Semaglutide reduces body wesght and body Lat mass through lowered enengy Intake,
involving an overall reduced appetite. In addtion, semaglutide reduces the prelerence for
high [ loods

5.2 Pharmacodynamics properties

Pharmacotherapeutic group’ Drogs used in dabetes, Glucagon-lke peptide-1 (GLP-1)
analogues, ATC code: A100.106

Pharmacodynamic effects

Rybeliws® lower f-iﬂ-“? plucose and sell. mewred plasma glucree The aoset haooens
earty with a lowering of lasting glucose within e first week of reatment.

Al pharmacodynamic evaluations descnbed below were performed alter 12 weeks of
treatment

Fasting and postorandal olucose

Cemanlutide reduces fasting and pestprandial glucose concentrations. In patients with type
2 dabetes, treatment with semagiutide resulted in a relative reduction comparned 1o placebo
ol 22% [13, 30| for fasting glucose and 29% [19; 37] lor postprandial glucose

Beta-redl fynciron and iniuln secreion

Semaglutide improves beta-cell function. Compared to placebao, semaglutide improved bath
first- and second-phase insulin response, with 4 3- and 2-fold increase, respectvely, and
increated manmal beta-cell secrelory capaaty atler an anginine stimulatson teit in patients
with type 2 diabetes. In addition, semaglutide treatment increased lasting insulin
concentratons compared to placeba

Gl Secrrinon

Semaglutide lowers the lasting and postprandal glucagon concentrations. In patients with
type 2 diabeles, semaglutide resulted in the folawing relative reductions in glucagon
tompared (o placebo: postprandial glucagon response of 29% [15, 41]
Glurose-gependent insulin and glucagon sedelion

Semaglutide reduces blood glucose in a gluc@e-dependent manner by stimulating insulin
secretion and lowering glucagon secreton when bicod glucose & high The mechanom of
blood glucose kawening alio imvolves 3 minof delay in gastric emptying in the early
postprandial phate Dunng hypoghycaemia, semaglutide diminmhes insulin secrebon and
does not impair glucagon secretion. The mechanism of semaglutide i independent of the
route of administration

Semaglutide causes a minor delay in early pastprandal gastne emptying, with paracetamol
e1pasure (AUCs 4] 31% [13, 46] kower in the [inst hour alter the meal, thereby reducing the
rale al which glucose appears in the circulaion postprandially

Cweight and body composition
mdﬂ reduction in body wesght was observed with Rybelsus® compared to studied
comparators (placebo, sitaglplin, empaghfiodn and hraglutde) The body weight loss with
semaqgiutide was predominantly from fat tasbe with loss of 1at mass besng 3-Told larger
than loss of lean mass
Appetile energy infale and food choxe
Semagiutide compared 10 placebo lowered the energy intake of 3 consecutive ad hiwtum
meals by 18-35% Thes wai supported by & semaglutide-nduced suppreswon ol appetite in
the (a31ing state a3 well as postprandially, improved control of eating, kess food cravngs and
a relative lower preference for high lat food
CXSTITNT i pos tevanchal okl il
Semaglutide compared 1o placebo bowered Lasting trightende and very-low-denuty
hpoprotens (VLD cholesterol concentrations by 19% (8, 28] and 20% (5, 33| respectvely
The postprandal trighycende and YLDL choles terol response to a high (al meal was reduced
by 24% |9, 36] and 21% (7. 32] respectnvety ApoB48 was reduced both in fastng and
postprandil state by 25% (2, 42] and 30% (15, 4] respectively

Carhas electrophyoiony (DR

The etfect of semaglutide on cardu repolirmation was letled in a thorough QT tnal. Al an
average eaposuire level 4. (old hghet than that pf the maxvmum recommended dowe ol
Rybelsus®, semagiutide did not probong QTc intervals 10 amy clinically relevant eatent

Chnecal effcacy

The etficacy and safety of Rybetiun® have been evaluated in eght global randomeed
controlied phase 13 traly In seven tabs, the pramany obsedive was the ausessment of (he
ghycaemic eflicacy, in one trial, the prmary W the assessment of cardovasoular
oulcomes. Adddionally, hwo phase 3a Inals were conducted with Rybelin® in lapanese
palients

The tnab inchuded 9,543 randomeed patents with type 2 dabetes (5,707 treated with Rybobus®),
induding 1,170 patients with moderate renal impaument. The elficacy ol Rybelus® was
compared with placebo of active controts (wtaghpln, empaghfiann and braglutde)

in all traks, Ureatment with Rybebun® resulied in chnically mearinglul improvements n
HbA €. fasting plisma glucose (FPG) and body wesght. Thise etects were manLaned up 10
a tnal duration of 78 weeks

The efficacy of Rybelsus® wan not impacted by basebne age, gender, race, ethnaaty, body
wiaghl, BMI, dabeted durabion, upped pustrounieabnagl dasaws and bevel ol renal Tunction

= Ol PONEER triak
PIONEER | = Monather apy

In a 26-week double-bind tral, 703 patents with hype 2 dubetes inadequalely controled
with det and exercrse were randomesed 1o k,bebud® 3 Mg, Rybebus® 7 mg. Rybetsus®
14 mq of placebo once daly

The mean age of the study population was 55 years, and the mean duraton of type 2
diabetes wias 3 5 years. Overall 75% ware Vhte, 5% were Black o Alrcan Amedcan and
17% were Alan Hapane of Latino patenty compromesed 26% (n=180) of the population.
The mean body wesght Al basebne wai B8 Ly

Monotherapy with Rybetsus® 7 ma and 14 mag once dady was supenor at week 26 in
reducing Hba, compared with placebo R 14 i Wk supenor in reduong body
weght compared with placebo (Table 2)

Table 2 Results of a monothe trial Rybelsus® with placebo at week 26
(PIONEER 1) e i

—r—y
Full analysis set (N) 115 s 178
HBA, (%)

Barewre B0 LT 79
| Change f1om busebne 12 14 10
Difference from placebo’ [95% €1 | 0911 1. -061* | 1 1[13,09"
Pationts (%) acharving HBA,, <7 0% | 69 1 Al
FPG (mmolbl)

Baweine 9.0 88 89
Change liom baseline' 3 -18 02
Difference from placebo’ [95% C1| | 141 9. 08} | -16[21,-12]

Body wesghl (k) ;

irielng (mean) 890 88 1 88 6
Change from basehne’ 2370 37 N4
Dyfference from placebo’ [95% CIJ | 091 9. 00] | 233015

'itespective o treatment dncontnuation of INtiaton of imcue medscalon (atiern mature
impuitation) * p<0 001 (unadjusted 2 -sided) lor superorty, controlled

foat | § 005, not controded lof Muitphaty, lor ‘Patents adweng HbA, <7.0%

the palue ks for the odds 1800 vi placebo.

(ombinaton with oFfrin - |

The mean age of the tril populaton was 58 and the mean duration el type 2
dabwries was 7.4 years Owerall, B6% were W, 7% weie Plack or Alncan Amencan mid
6% wern Asan Hpan o Lating patents COMprsed 24% (ne= 1991 of the population The
mean body weght 8l basshine was 92 kg
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e yathi Ryte AT 1l ) onoe ds ¥ Wiy, e A1 Wk 76 i reducing MbA,

compared o empagiiiarn 7% M) ONde daly (Table 1

Table & Results of a trial comparing Rybelsus® with placebo in patients with type 2
diabetes and moderate renal impalrment at week 26 (PIONEER 5)

'irrespective of treatment daconbnuation of INALon of rescue medication (pat

model usng multiple imputation) * p<0.001 (Unadiusted 2-sded) for Lo f';:nm[ I1“!

[ mfﬂ(l‘r "D'C.'U 05, not conLmdbed for n‘.‘l'[-ll..l'l'.-_ foi Patrents mu HbA,, <7 0%
Lhe p-value i 1od the odds rato v placebd Ll ‘

FONELR S - Rybetun® v placeba. Both i comnalion with basal sl alone. metformn
angd busy! insudn or metforman aodioc sulforndunl 5 pafen
In a 26-werk double-bind trnal, 124 patents with type 2 dusbetes and moderate renal
impairment (eGFR 30-59 méimav1 73 m") were fandomised 1o Rybelsun® 14 mg or placeba
once day Trial product wars added 10 the patents wable pre-trial antiduabetx regimen.
The mean age of the tral population wan 70 Y5 and the mean duraton of type 2 dabetes
wars 14.0 years. Overall, 96% were White, 4% Were Black or Alrican Amencan and less than
1% were Aslan Hapank of Lating palents COMprsed 6% in=21) of the populabon.
The mean body weght at baselne was 91 Lg

and

Treatmenl with Rybetuws® 14 mg once dady was “Upenor 51 woek 26 in reducing HbA
body wesght compared with placebo. p
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| The treatment effect lor the pramary composte

Table 1 Results of a trial comparing Rybelyyy® with empaglifiozin al week 57 Rybelsus® [ ~p
(MONEER 2] = ST J - - BRSO TN 14 mg E
i B [ Wy e lsus® [ Empagliflozin Full anadyss sel (N) e ] TR T3]
e e e Y 4mg iimg HbAL (%) P | = =
frdl araaly :TH S i 411 bt Ry _»U-l_i__-_1 li_i'f'_n;_. = e ———— :I_____-lu _I"'J_.__-_
E'E_JE,— —_— —_— —_— 0 hl-ﬂ_-;u Tream Iu'.--. -_f i ___ _'__ ._ -_-__._I 1] _—ﬂT
_,.1&“]‘—‘1—- - - 54 g L Dtference from placetn’ [9%% C) 08|10 06]* =
" . B - — — e e Y
. Baaeir LIS — Patients (%) achleving HbA,, <7.0% T 21
[T, s e e )5 — e B e ———————— . | e e
~_ Change from hanein ) I BT vty
Difference from empag '““L' 5% O] n_-i_| 06 Qa.7]* e | ]u:'-.l:r-_ e W T’-l——-—--
Patients (%) achieving HbA,, <7.0% | e 40 TOh hont bacalral i s e ROA
_I_H]_': nmol/L) — = — - 3 D li-r:--nr '-_urr' ;n;‘l.:-_l 19%% I il V[T 06 T
. 95 e e — ] — —_—
Babeing R —-d Body weight (kg)
Change (rom bunelne 10 10 T N | TR 90 4
Difterence from empagifann’ [15% Ci| 0010201 " Change from baseling! 14 - | Y

Body weight (kp) T : IE Dfference from placeba' (9% € | 28002, 181" |
B nrlne P / - Irespestrve of Ireatment dscontinuation o v Ueton of ,ﬁ.,,_.,:-.l..:l_n'w'”ﬂ"
Lh.mq.mf-..;-l_,r.:.-m 38 17 " 1'...rt. moa ung miuliiple mptaton) 'LF'-'Q]'I (urackinted 7 -sded) low Supinornty
Difference lrom empaglifiozn’ [95% ci 107 05| .:fr"':iéijlmlﬂl:!f Ipﬂﬂ 05, not contioad loe moh ity fi 'Patwenty JU'L!.'HIHI

e iy <7 0%°, (he p-value & for the cudedy ratio v placebo
- PONLER 7 - Rybelua® v stagiptin both in cotbination wth metforme, SGLI2

] 6 - 4 Oh o0, sthon dres of ihiecoidinediones. |1 Mdedosesdaument vl

Change from baseline 13 1 09 n "‘Eiﬂ.‘“‘“ open-label Urial, S04 patsents wilh pe J dubetes were |.|r||¢||]-1-.-,:ﬂ [
i : 04105 0 i ﬂlrli 1M$¥th|m'l al I ma, 7 g, and 1.5“..';[.-”-1].!: ¥ o wlagiptin
Difterence from empaghiionin' [95% {|| L I'""‘}"‘Jm’m'r!’- Hﬂl‘h"‘bﬂ.ﬂm wilh 1-7 ofal ghucone lpr T i) M o
Patients (%) achleving HhA,, <7.0% 66! 41 (metiormin, SGLT2 inhebiory, wiforndurea or thdimhdinediones) 1he dove of Rpbebun®
Bod ight (k ] W T 4“‘1‘*1 Ty ﬂ-mhb.mm pateny .#‘.-n”_ resOnLe J-""-If Iﬂb‘!‘h{.’!] The
TSNt Bf ugFptin 100 mg dose was fsed The efficacy and safety of Rybelia vere evalusted n
Change rom baseline’ iR 16 weth 52 Al the end of 52 weels, the percentage of patents on-IrEment vath Rybedys
Difference from ermpuogfiforn (9% % I 021409 05] ) wera lﬂlh.ﬂ!,uh_._r_-iu ] weere S0 A%
n duraton
Virmespective of treatment dmmtmmt;ﬂ'imﬂ:' -r'-mm :-fd r;'m.lt medicaton (pattern mature ::;WM#HJTGMW?: ﬁl;m -“:I’F:':' m’,mm : m’; TRHH =
model using multiple iImputaton). * p< {unadus “rded) for supenarity, controfied YYETR JYIN A% the 1056l B
for multipleity ¥ p<0 05, not controfied for multiphcity, for Patients achewing HBA,, <7.0%", mmmﬂm anl:-:tar mmmh;;;icmr-‘ﬂ s 05) ol the population. The
the pvalue is lor the oods ratio vi empaghfionn 25 mg e Eb;:drwl At bt ne wa t'ﬂ ; e AP

. [ A - ter 52 weeks of treatment, 58 1% of the paty-rity acheved Large §

n-qgmi .FJM‘ % 3 EHI ﬂﬂ.t'l.urlf-ﬂ LQMMJTM[EEMMEMHJI ek ﬂd|mribh o Gt R]MH-H’ o N‘ 7% J"" of N'!ﬂfiimtﬁj \MT'L
sulfomdurca ] : i B L 52
In 3 7B-week. double-bind, double-dummy 1ral 26-week prmary endpoint), 1,864 patients | - SS9PHY, 150 o ybetius® was Supetonia g et T IR 2450 EnsEng patients to
with type 2 diabetes were randomeed 1o Rybebus® 3 mg, Rybebius® 7 mag. Rybelus® 14 mg | - } 1 =
of utaglptin 100 mg once daly, all in combination with metformin alone or metformin and Table 7 Results of a flexible-dose-ad|usiment trial comparing Rybelsus® with
sllomfurea sitagliptin at week 52 (MONEER 7)
The mean age of the trial population was 58 yedn, and the mean duration of fype 2 dubeles Rybelius® Sitagliptin
wirt B 6 years Overall, 71% were White, 9% were Black or Alncan American and 13% were __"___Fll'!lbl‘ dote 100 mg
Asian Hispanic of Lating patients comprised 17% (n=321) of the population The mean body Full analysis set (N) 153 251
wwght at baseline was 91 kg HbAL (%) S
Treatment with Rybekus® 7 mg and 14 mg once dady was supenor al week 26 in reducng L AN — T -
HbaA,, and body weight compared 10 sitaglptin 100 mg once daly (Table 4) Baseline =
Table 4 Results of a trlal comparing Rybelsus® with sitagiiptin at week 78 (PIONEER ) Patrents (%) achieving HDA,, <7 0%' | 58 5

Rybelsus® Rybelsus® Sitagliptin Body weight (kg) -

T mq 14 mg 100 mg Raseline B9 AR 4

Full analysss set (N) 465 465 467 Change from baseline’ et 26 07
Week 26 Dvference lrom 4.,.':.|q'.[:||lr\' I‘J"J"l Cil l._l '14} 6 -12]*

HbA, (%) Wrespective of treatment dacontinuation [lﬁ“, of the patenis with wrmaglutids lexble
Bairline B4 LE 81 tows and 9 2% with utaghptin, where B7% a4 0%, respectively, were dus to AL} or
Change from baseline' 1.0 .13 08 intiation of rescue medication (pattem Mot sodel usng muitple mputation). * p<0 001 |

ff from sitaghptin® | <03 [-04,-01]* | -05[-06.-04]* funadiusted 2-sded) for supenonty. controfied £, multipherty (lor “Patents achveang
101@5:'?:%' e A l | [ | KbA, <7 0%, the p value i for the odds it wtaghptin 100 mgl
Patients (%) achleving a4 564 12 PONEER 8 - Rybetus® vi ol wrid ton wilth insulin with of without
: metformn

Hh!ﬂ <7.0% ha 52-week dhoubde- hlind trual, 711 el Ly, jh lype 2 diabetes I"-m.hl !"‘.rt‘mfl‘uih:l

FPG (mmol/L) on irmsubn (haal, basabbolus of premoed)] wmihg: without metformin were randomeed 1o
Baseline 94 83 95 Rybelsus® 3 mq, Rybetan® 7 mg, Rybelsus® W or placebo once dady
Change [rom baseling! 1.2 17 0.9 Al patients reduced ther insuln dose b,-Ju\,l randomizaton to reduce ihe mic ol
Difference from wtaghptn' | -03[06, 000 | -08[) 1 -05P hypogiycemia For the first 26 weeks, palentl e aliowed 10 increase the insulin dose
[95% Ci] only up 10 the starting insubn dose prios 1o | wation Alter the 26 m&mmn

weig were allowed 10 adjusl the mulin dose &y 1 Al randomiraton, the 1o iyl

!D::J"'T‘P et g13 912 909 doee were 55 U, 63 U and 53 U for placeba, bsus® 7 mg and Rybelis® 14 mag,

i ] 'MIM.’ N L . = il — — .ﬂu
__ Chanoe rom haselme AT SRy =31 — The mean ege of the tral populition was 61y and the mean duration ol type 2
Difference from wiag ptin' 1.6 [-20=11]" 25|30 -10]* dabetes was 15.0 years. Overal sikmm?%wnmtuﬁh(‘n Amencan
[95% Cl] and 16% were Asan Hopan of Latng patantiernpraed 13% (n=97) of the
Week 78 populaton. The mean body weight Jt basedne v 86 kg

HbA, (%) Treatment with Rybelun® 7 mg and 14 mg once by was supenor N reducing HbA, and
Change from baseline' 08 -11 07 body wesght compared with placeto (Table 8) |
Difference from staglptn' Q103,00 | 0406 03P Table 8 Results of a trial comparing Rybelsus® with placebo (n combination with
[95% Cli] insulin at week 52 (PIONEER 8) |

Patients (%) achleving £z | 45! 9 Rytulm"[ Rybelsus® Flacebo

HbA, <7.0% 7mg 14 mg

Body weight (kg) Full anabyss set (N) 182 § 181 184

Week 26 (insulin dose capped ’
Change from baselne' 27 -2 10 to baseline level)
HBA,, (%) i
Dilference from sitagipuin’ | <17 [-237-<10 | -2 1128, -1.5P [ry—— a2 | a2 B.2
[95% Ci] r Chareys from bunshne' 09 1| 13 01
'Irrespective of treatment disgon Unuation of invuton of rescue medcabon (patlern matume I pr ] 11 -0 e 101
model using multiple imputation)  p<0 001 (unadjusted 2-sded) for supenonty, controled F’;‘Sm' YOuT) PLICED0 03| F 12|14, -10]
for multiplicity. ¥ p<0.05, not controtied for multipbcity; for ‘Patents achieving HbA 1c <7 0%, - = 2 | - 7
Lhe p-value is for the odds ratio vs sitagbptin 100 mg Patients (%) achieving ' 58
Lo : e ||| b
metformin with an SGLT2 infibvior }
in a 52-week double-blind, double-durmimy Tral (26-week prmary endipont), 711 patents [ Hr—n as 83 813
with type 2 dabetes were randomitsd 1o Rybels® 14 ma. bragiutice 1.8 mg 5 ¢ mpaction or [ Change from baere 11 The] 03
placebo ance daily, all in combination with metformen or meticrrmn and an SGLT2 inhibstor - Ot T——— PIREE B ERL
The mean age ol the tnal population was 56 years, and the mean duraton of hype J dabetes I 195% Ol y
was 7.6 years, Overall, 73% were White, 4% were Dlack or Afncan Amencan and 131% were oht (xa)
Asian. Mispanic of Latino patients comprised 6% (n=<£0) of the population The mean body | Body weight (kg
weight al baseline was 94 kg | Bruire g7.1 Bl f B6 0
Treatment with Rybelsus® 14 mg once daily was superior a1 week 16 in reducng Hba., and [_ Chare from bursine' 2.4 =37 04
body weight compared with placebo. Treatment with Rybelis® 14 mg was non-nfenor n L — 20130 -1g- 2342, 23" =
reducng HbA,, and supenor in reducing body wasght at week 26 compared with kragiute | [95% O i
| 8 mg (Table S) Week 52 (uncapped imulin | h
Table 5 Results of a trial comparing Rybelun® with liraglutide and placebo at week 52 | dosa)” | ;
(PIONEER 4) | HbBA, (%) | |3
Rybelus® Uraglutide Placebo | Charge irom basire T 12 02
14'mq Ly : Detserence 'rom placeno 06 Ak L9111, DTP
ot il acabyuic ot (M) - 485 — - Jdid —id e A O - ['H
Week 26 Fl Patients (%) achieving r I 54 9 |

HbA,, (%) HbA,, <7.0% 5

Basehne a0 a0 79 Body weight (kg) }

Change from baseline’ 12 11 0.2

Dilference from liraglutide’ | -01[-03, 00| Change from bassire' 20 1' 37 05
[95% CI| !

Difference from placeba! A1 2;-09]* Dufterence from placebo 2SFA€R 4P | 4353, -32P

[95% CI] [55% Cil '

Patients (%) achieving GE 62 14 ' mEpectve of Teatment deacontmation of AlLTON of rescue Meddabon (paTienn

HbA, <7.0% FRLAILFE MO s Mutsie emputaten) TpdlO0) (unaceated 2-wded) for wperonTy

FPG (mmaol/L) controded for muttiplcty Y00 05, not consoltd for multglity, for Patents acheeving
Basalin 9 23 - Kbl <7 0% _the pwaive 4 for the odos 0N placrbo. * The total daily imulin dos

t Pr , 3 91 wai itatsncaly ugrebicantly iower with semaghd de Than with placebo ot week, 52
Change from baseline ‘ =20 -19 04 T muan changes, o baseline o1 hotad cll i dose 5t week'26 wers =1 L= LI
Difference from Eraglutice Q1[04 01) ”_gu!ﬂ-“mhw?mm H_;!],‘m'w
[95% €Il The dffererce from placeto for Rybeisus® 7ng hd Rybelus® 14 mg was -8 (=12, ~Thea o
Difference from placeba A6[-20 -13p dnd -8 (-13 -dlg., , mpectvely The mean from basekne n dady msubn dose
[95% Cl| Bt vwews 52 were 10 UL —6 Uard —T U for bo, Rybelus® 7 mg and Rybelus® 14 mg,

Body weight (kg) M};?z?mmh:mhwmmrmmnm'umq
Aasaling 929 955 332 "“ - - —Eh-‘ !."-.ﬂ - “--25‘ -ghq "Fm“}’

Change from baseling’ -4 4 A1 045 == |
Crsosasulye OUiComes Tnall exarmereng B effecn of L eba on
Difference from liragiutde’ | -12[-19, -0 8]* Rk Of CamBOsanCular events have been conducit MTMWMmﬁ:m
[95% €I} #d PONEER 6 with semagiutce n 3 tablet I0RP LLiton (Rybessurs®)
Difference liom placeba’ 318147, .3.0]* RSN 6 "
195% CI) b 3 1 0d-werk double-bisnd Tad, 1,297 nl'hl.\'lli‘-““"rml dabetes, mellius at high
Week 52 ardovastulr sk wene randomeed 10 ether s uglutade inection 0.5 Mg once weekly

HbA;, (%) muhmh?lwmmnuﬁqmmmmmﬂnduﬂauup
Chanqufmh.:uhﬂ‘ 12 09 02 :Hﬂﬂ'm U‘!r!:.:; l -

Dillerence lrom liraglutide! | .03 (05 \ Jbe prmary encipomnt was from randomesabon 1o first occurrence of a magor adverse

lgﬁ..:m 2 1S, all w event (MALE) :mﬂui,l't non-fatal myocardual infarction or non-

Difference from ebo' 101

{9'5\,:11 st 1.2 a8 Pty ebpbie to enter the tral were: 50 yeanit! 0ge or older and with establshed
Cabovaniulyr desase andior chones Lidney dal e, or 60 years of age or cider and with

Patlents (%) Mhlﬂlnl Bt 55 15 m“" rek lacton ondy In total, 1 940 pltents (58 B%) had establshed

HbA,, <7.0% niiar dsease without chrona Ldney diexse, 353 (10 7%) had chron bdney

Body welght (kg) se only and 442 (13 4%) had both carovi< ular drsease and kidney dacase.

god bl AR ORI Y [ " 17 0% had castowacrulas ik £t n andy The mean soe af basbne wat
Change Imom baseline! 43 : 65 years, and 61% of the patents were men. The mean duration of dubetes was 13 9 years
> i 10 and the mean BAM was 33 Lo/ Medical hestory nduded stroke (12.2%). myocardal |

Dilference from Wragiutde' | 1312 1,05 nfarcion (32 5%) and penpheral wtery dsene (13 7%) %
195% CI) The total number of frst MACE wan 254 108 (6.6%) with semagiutice and 146 (8 9%)

Ot from plcebo’ 33|40, 24 with placebo. Treatment with semagiutide resulted i 3 26% reduction in the mk of
l!ﬂ:ﬁt Foim Lo 4 MACE comprsing carhovascular death, non-fatal myocardial efarcton or non-(atal stroke |
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| pompon
| Comtined analvsa of SUSTAR § and POEER 6
- - prbovasculyr mi reduCton w 8 thowm In SUSTAIN 6 aned MOMEER 6
v eneried by a0 analys including d '""I ¥ bath trals. In this anaks, patients treated
5 o wenagutce had p statntcady b oGt koswver misk of the Tirst oorurfence of MACE
yrpred 1o plalebo The extimated HE wa 0 76 (0 62 n'ri't,.\._
rportion of patients achieing HOA, LBels _
U 1o B0 { the pateents acheey d HBAL=T.10% """'l:'-ij'j'iﬂf.wT'n{'\.'lmj HbA e <7 D%

iy wgnifcantly gre ghir w1 “'!“J"‘“-u'-' tham wath wtag ptin, empaglifiann
of the patent ihieved HbA,. £6.5% The odds of ach eeng

welr (e

ard placebo. Up 1o 689

HBA. of 5% were sttt ally vogr 1 greater walh Rybelsus® than with siagliptin,
; ¥ 2 i ,,I-_r!»p![._lfﬂ
* ' 5
Un 1o 71% of the patents achiv 4 Heh oy <7 0% without severe or blood glucoss
r _'._- pymptomatic ypoghycaemed ¥ d without weight gan. The odds o achievng
the ¢ — y wgndicantly reater with Rybelus® than with placebo,
'
xf il

] =) d g o ) LI Y i, -"'\n“-""']‘rfl"f.l" i et (e duration of {he
Wik Lg% =5 0 kg trom bunseine 1o [nal time ponl). Rybelsus® 1A mg used s 7
ronciteracy of i combeaton wih 12 glucow-lowering products resulted in tatntically
ggrelicant meducton n oy weghl comaired with PIIHI‘bCI H'Ilqllphl'l_ hr.1|qru1:-dp and
prrpsgiiiann Up 1o 49% and 18% ol patents achieved a weight loss of 25% and 210%,
fesgectively The odds of acheeving 3 wesght loss of 25% and 210% were satistically
wficantly greater with Rybetin® 14 mg than with placebo, sitaghpun and liraglunide

fasing DloTl QLTS
Treatrment with Rybesus® reduced FPG by up 10 2.5 mmol across the phase 3a (naks. The
o theough week, 78

e uc e were Ll
Beta-<ofl funchon and iNEsn e Lance
Beta-cedl function messured by homeoitans model assessment for beta-cell function

(HOKUA-B) and Insuin resstance measuied by homeostass model assessment for insubn
rewriance (HOMAIR) overall im prorved walh nﬂwhu-" 7 mg and n}‘hl‘l'iuﬁ‘ 14 mq
Cardiovascuter rl facion

Treatmen with Rybetun® reduced syitole blood pressure by up 1o 7 mmMg and Coreactive
proten concentratom by up 1o 35% and mproved the fﬂ“mr] |F||d prolile (e q
Ingleesdes reduction of up 10 around 13%)

5.1 Pharmacokinetic properties

Absormtion

Orally admentered wragiulde has a low atnolute bioavailablity and a variable
absorpton Dady admenstralion scconding 10 e fecommended posoicgy in combinaton
with & ksng hatl-Ale reduces diny-Lo-day Muctuation of the exposune

Lemagiutde i co-lormulated wath salcaprorate sodwm which laciltates the absorption of
wmagiutide alter oral sdmnatration The absormiton of semaghnide predominantly occun
e IO [

The pharmacchnetcs of semagiutice have been exlendrvely charactersed in healthy
wibyects and patients wih type 2 dabeles Following oral adminatralion, manmum
plrvma concentraton of semaglutide occurmed 1 hour poil dose. Steady-slale expasure
was reached afler £-5 weeks ol once-daily adminstrapen In patients with fype 2
dhabweled, the averasge Wieady-slate concentration were approamately 6.7 nmobL and

14 .6 nenodd with Rytsdun® 7 mag and 14 Img, respectively; with 0% of subyects treated
wth smaghutide 7 mg haing an average conceniration between 17 and 22.7 nmoll
and %0% ol subyects treated with semagiutde 14 mg having an average conceniralon
between 3 7 and 41 3 nmolL Systemic @ posure of semaglutide incraased in a dose-
oo iy mannet

Absorplion of wemaglutide m decreased i taken with {ood or large volumes of water A
longet post-dote |nting penad results in higher absorption

J The estimated absolute baoaadabilty of semaglutide is approomately 1% lollowing oral

aderenaratan, j -

Distribution

The ectmated abiolute volume ol datnbulion 14 approomately 8 L in subjects with Type
2 dubetes Semaglutde B extensively bound Lo plasmas proteins (299%)

Metabolism

Semagiutide A metabolsed through proteghytic deavage of the peptide backbone and
werquential beta-oxidaton of the fatty aod sidechain. The ennyme neutral endopeplidase
(HEF) i expecied to be mvolved in the melabolsm of semagiutide

Elimination

The primary ecretion routss of 1.rrr~..;-q..,1.j¢-m4..|1‘rd material are va the unne and laeces
Approwmately 3% of the absorbed dose iy excreted a5 intact semaglutide via the urne
With an ebmanation hatl-ife of approamately 1 week. semaglutide will be present in the
oroulation lor about 5 weeks alter the Lt dose. The dearance of semaglulide in patients
with type 1 diabetes i approomately 0.04 L

Spedial populations

Bised on a population pharmacok netc salysis, age, gender, race, ethniity, upper Gl
a1 daesn and renal empasment dd o have a clinically meaninglul elfect on the
pharmacokinetics of semaglutide, therelorm, no dose adjustment i needed, The effects of |
mirea lacton on the pharmacokinetcs of semaglutide are shown in Figure -

Intrinak factor Relative [xposure [Cavg) Aecommendation
Ratio and 90% C i
s Male =11 1o dose ad|usiment,
- 6574 years H Mo dose adjustment
A0 oroum »a]S yean '-'T,,_.._,l No doe adjustment
R Black or African | —tp—t Ho dose adjustment
e Aslan Anggcen —— No dose adjustment
Lthadaty Hispanic of Lating ] No dose adjusiment
B Y kg ] re4  No dose adjusiment
-ﬂ_d'r el 12949 - E No dose ad|ustment
Uoper Gl dnease  With Upper Gi daene = No dose adjustment
Reral function ™M - No dose adjustment
Maderate ——i No dose adjustment
Ell'j B ] 2

Lr‘:" DLy Flf‘l-"i..\_'l""I:Ml et ko s lerence H.Ib'“" p[‘n.'hh Vihile mon-Hiparc o
La -.-._4’_, Tl 80ed 186 pears Wit h:li"mﬂhl of BS kn. without Upper Gl dlre g oF
Alrment, dosed 14 mg Body weght categones (56 and 129 kq) represent the
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;?;II'I 5 Impact of Intrinsic facton on semaglutide ® "

."-’”“"““*-"mw the pharmaacokinelics of semaghutide based on data from chrcal
'-’rmw.rﬂ N ted patents up 10 9 yeurs of age roghutide
Gender had no chrucas pharmacokinetics of

e Lhnecily mearengiul .mcrhm 1he

“ﬁ%‘ﬂﬁ Back 1 Afrcary Amerscan, Asan) 1ad 00 effect on the pharmacokinels of
Ethncty

BNty (50ane o Lating) had no effect on the pharmacokinetics of semaglutide
Body et

Body Wit had an ehfect on (e exposie of vemaghutde Higher body weght was

90CALED wath oy SRQUITe VATEMEC eapomune OveT
the Loy weght ange of 40188 g evehited i the cinal tnal
Renal mmoermen;
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ey an! manines T " ol semaglutde were evaluated m palents wath
' S TG e and patents with end-stage renal deeate on

W;mlm' ek, with normhal renal function in a study with 10 conseCutre
days Of oNCe-dady dones do. Tha was abio shown for subjects with Type

2 dabetes and renal imparment on duta from phase 3a studes (Figure $).

B Mo meny ;

Hepatx Wﬂm1¢ummﬂnphlmxmulm{drnnwm
frevant Marnes The ol semagiutdo were evaluated in patents with

mid, Moderde of Levers snparment compared with subect with normal hepatc
Uncton 1 2 sty wan 10 consmcutve 873 of once-dady dases of semagitde

Lioper G fract |
Uppes Gl |-¢+§.*3:¢mgum gatiomophaned reflus dusase) dd nol i
Tt the pharmacok mencs of in & chracaly felevant manner The _
P Mok iy, were evaluated n PITENT with type 2 dubetes with o without upper

Wi 10 uhown Toe subsects with Type
liorm phuse 34 stuches (Figure 5). '
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6 1 Animal Toxicology of

Pre-c inca data with reveale | no wpecal hazards for human based on
corwrntonal studes of stety pharmamiogy repeal-done oty o genotoadity

Nom- ket thyrosd €-Cell humesun obnetved in rodents are 3 clans effect lor GLP-1 receptor
p0rats I 7 year Care ke in raty and mae. semagiutide Caused hyroud

[ ce® fumours ot cline ally resevan] PIDGiured. No other treatmen] relited 1umours v
cdmerondl T rodent C-Celd TUmnoun a%e caured by & non-genotond, wecife GLP-1
receptir medkated mechanam 10 whah rdents ae partculary wostve The relevance lof
Farnar & corsieied 10 b 0w B Carvol be completely exciuded

i lprtity shucies 0 (858, SeTaghutioe de not sfect matng performance of male leridty
I lemaie [als, & e o OO Cprie length and 2 small feduction n corpord bt
fene Latisrm ) were al donm Fuie gted with maternal body wesght boss

In ermbeyo foetal deveoprnent STudes m at. semaghutide Lsed embryotoity below
hrigally relevant erposses. Semagiide caused marked reductom n maternal body
vergil and reducunns In embeyone surdval and growth n foetuses, mag shelets and
wicetal matlonmation) werk cbaerved inciudrg effech on long bores, 1its. vertetese Lol
b vesnety and bran vertrcien Mechans i evalustons indated that (he -
serbrportomity ervobetd 8 GLPY teceptor madutad smpaarren) of e tutrent wpply 1o
the emibryo acrons the fal yolk sac Due 1o species dfferenies in polk ¢ anatormy and
funchon, and due 10 the 1ach of GLP 1 ieceptor expresson i the yolt Wz of man-human
L thés machanam 1 (Ormudered uriilely (0 be of rekevance 10 humarn Howsver, 8 |
drect effect of emagiutide 0n the lortin cannot be exthuded .
iy egeiopmenital oty shudem 1 rebint; and cpromolpus Mok e, ncreaed i
ke wnd sbgttly noreaned inCaderce of lostal sbrormalitens weie obidreed ot

feevant expanurey The indngn comndaded with marked maternad body weght ke of up
10 16%. Whwther these eflacts are relrmed 10 the decreassnd maternal lood comumplion
w4 chiect GLP-1 effec) m Lnknersm

Wghitly wraler 8t delivery bt tecovred dunng the lactaton penod

in pueerde faty. wemagiutde Caused delaprd wrual maturation n both males snd {emakey
These detapn had nd smpact upon leridity and reprodctive capacity of sither e, o on the
abdy of the femaie to mantan pregrancy
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B4 Storage and handling instructions
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Special precautions for disposal
Ay urissed medemal product or waste materul should be daposed of in acrordance with
ocal regerements

9. Patieni Counselling information

Frad all of tha lealet carefully belose you S5 taking this medine because 11 Conlams

rportant informaton lor you

o Kerp tha leafiet. You may need 1o read it agan

o I you have any further questions, sk your doctod, pPhanmacist of nurse

# Tha medicne hun been prescribed (o you only Do not pats it on to others. It may harm
{hem, even il thes Lo of Bness are The Lame a3 yours

= i you ol any sde effects, L% 10 your docior, pharmacst o nurse. This includes any
poiutis Lo effects not Inted in thes leafllet. See tection 4.8 “Undesirable Etects®

For product related complants of Adverse event reporting you may write 1o us al
MAgree@novonordak com of Contacl ut at »91 8040303200

— F

o

I g TR

= m—_

-

._.._....,] r

i

——

s e —— et e e i
A= * i

(¥ .
B :
e > 3
g ‘I & . e,
. = (R g
t X e i 1 -
A . r".'.r_'.l' : I ﬁ':.' g 3
k |I‘ ¥ v i .:f,'f ot -"',."-'t.‘-:'lﬂ" 3

AR e
A o T T e

By R ST o

e



