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1. Generic Name

Semaglutide Tablets
Rybelsus® 3 mg tablets
Rybelsus® 7 mg tablets
Rybelsus®14 mg tablets
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| 4. Clinical particulars
| 4.1 Therapeutls Indication
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4.2 Posology and maethod of administration

Posology
The siarting dose of Fybelug® 5 1M

ori® dady for one month. After one month, the
v dose of 7 mg once dady Aller al keast one

e shoudd be noreased W0 8 man
' the dose can be increased 1o 8 mamienande

month on with A dots G' 1 I On L

done of 14 mg once dady to further ™ Qlytaemsc control

The maxsmum recommended ungle da’y 35¢ of Rybeburs® 5 14 mg. Taking two 7 mg
Labiets Lo achieve the etfect of a 14 mg 0058 has not been studed and i therefore not
recommended

sheracy O I Combenation with one or more glucoe-

Rybelun® can be used 23 mor
y: 3 & (lfi(_.j"l- and U‘l"l", under Laction 5 2

Owenng medsonal products Gee L

Pharmacodynamss properties

¥hen Rybelus® i used in comtsnation wih metfommin and/or 3 sodum-Qlucose
sorter-2 inhbeor (SGLT20 o thaoldinedione, the cument dose of metiormin

and'or 5GLT2 Mihiarcddinedone can be conlinued

When Rybelius® iy ued in combination with a sulforylunes of inubn, a reduction in the
dose of sulfortures o insubn theuld be tonuidered to reduce the mk of hypoghytaemia
>0¢ W-Chon 4 4 Special warnings and precautions for use)

Sell-monitonng of blood glucose & not redded In order 1o adiust the dose of Rybelsus®

Blood glucose el MOontonng i Necrery lo adjusl the dowe ol sulfornyiurea and insulin,
particularly when Rybelis® i started ad imuln 5 reduced. A stepwise approach 10
MERLAR PO LT oy " r‘l.'“'.l"""'“l“-"""!l.'-d

Mezed dos

I a dose 5 mased, the massed dose shodd be skipped and the next dose should be taken
the ol NG day

Speclal Population:

Elderly (265 yran ok

ol age is kmited {see section 5 3 Pharmacckinetic propermies)
Gender
No'dowe sdfnrrtment o required bassd arraender

face and efhn

D

Mo dowe a fjustment b required b vsed on raoe and ethrecity

No d L impvnrment

Use'of '.l.;:1 _p rent s required for patients with hepatic impalment. Expenience with the

be expremd et 1 Palients vith severe hepatic impairment s limited. Caution should

alety L.;r1;uf ;.;-..-Tr:r;‘];?-? these patients with semaglutide (See Clinical efficacy and
ANy roperles and see section

Phammacokinetic properties) yTdrmics properle ' 53

Eatents with rend! impairmment

Ho dose adjustmen II': fequired for patents with mid, moderale or severe renal

impairmentl. Exp« -.r-r-u- -«.-Hn:hc use of spmagiutide in patients with severe renal

imparment is bmited. Semaqlutide 5 nol recommended in patients with end stage renal

deeae (See Chnca rrl'-’_.!-.‘_r and ‘;.!h-f}.- Limcher $6Cbon 5.2 Pharmacodynamics properties

and wee tection 5.3 Pharmacobinetic PrOper1es

Children aned adoferen ity

The salety and eflicacy of Rybelsus® in childen and 3

been establshed No dita are available

h'f]ll;\-] E'I_lf_:_"" notraton
Rybelsus® is a Lablet for once-daily oral e

Rybelsus® should be Laken on an empty siomach. Rybebius® should be swiallowed whole
with up to hal a glass of waler equivalent 15 120 ml. Do not split, erush or chiewy the
lablet Wvai at least 30 minutes before the first meal or drink of the day or laking other
oral medicinal products. Waiting less than 30 minutes may decrease the absorplicn of
';(""TMJ"J ulice

4.3 Contraindications
Hypersensitiaty 10 the active substance or to any of the exoplents listed in section B
Pharmaceutcal Parbculars

Py Py
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doleicents below 18 years have not

4.4 Speclal warnings and precautions for use

Rybeisun® should not be Lsed in patents with type 1 diabetes melliius or [or the
Ireatment of duabelc ketoaadous. Diabetic ketoacidoss has been reported in msulin-
dependent patents whom had raped dscontinuation or dosa reduction of irsulin when
treatment wath a GLP-1 receptor agonist iy started

There & no therapeut expenence With Rybelsus® in patients with bariatric surgery
Gastromntesingl effects and detvdration

Uise of GLP-1 receplor agonits may be assocated with gastroentestinal adverse reactions
that can cause detydration, whch in rare cases can lead to a deterioration of renal functon
Patents treated wath semagiutide should be advised of the potential risk of debydratson
| RO Lo Gattron e tnal de effecty and ke precaltiond 1o avoid Muid depletion

AQUe pAOCrERIAN

Acule pancreatitis has been observed with the use of GLP-1 receptor agonnts Patents
shouid be informed of the characterstc symptoms of acute pancreatitis. If pancreatits &
suspecied, Rybebsun® should be decortnyed | if confirmed, Rybelurs® thould not be
restarted. Caution should be exertrsd m patents with a history of pancreatitis

In the abnence of other $g1 and sympioms of acute pancreatitis, elevatons in pancreatic
ENIyTES A0ne are MOt predicive of acute pancreatits.

Hyooshraemia

Iriniin and sulforylurea are known Lo use hypoghcaemia Patients treated with
Rybeisus® in combsnation with a Wiomdurea or insulin may have an increased mk ol
poghycaemia. The rik of hypoghcaemy can be lowered by reducing the dose of
sulfonylured o insulin when ntating treatment with Rybelsus®

[habetic retnopathy

Fapid improvement in glucose contral han been asoaated with a tEmporary wWorenmg
of dabetx retinopathy but other mechanam cannot be exduded. Long-term glytaemic
control decreases the rick of dubetc rexnopathy. Patents with a hatory of dubetic
feimopatiy should be monitored for worwning and treated accoeding 10 dinacal gusdelines

4 "
sart [adyrs

There & no therapeuts expenence in patents with congestive hean falure New York
Heart Assocation (NYHA) class IV and seraghitide is therefore not recommenced in
these patients

45 Drugs Interactions

I vitro studies have shown very low potential for semagiutide 10 mhat or mduce CYP
ennymes, and fo b drug tramporten

Semaglutide delays gastne emptying whch may influence the absorption of other oral
medonal products

Ellecys of Aybelas® on other medional products

Thyroons s
Total exposure (AUC) of thyromne (adjusted for endogenous levels) was ncreased by 33%
lofiowang admnatration of 4 sngle dose of levothyToune Maumum exposure (C,,) wis
unchanged, Monitonng of thyrosd parameters should be conudered when reating
patents with semagiubde at the Lame Lme a3 levothyroone

ardfang

Semagiulide dud not change the AUC er €, of R-and S-warfarin lollowing a single dose
of warfarin, and the pharmacodyname efects of warlann as measured by the
international normalzed rabo (INA) were not atfected in 3 chnically relevan] mannes
However, upon mitaton of semaglutide tr
COUITIANN (L?'l'lu..ﬂ-fﬁ‘ Flqu moniton:
Rosunaastln

AUC ol rosuvastatin was increased by 41% [90% C1 24, 60] when co-adminstered with
H.‘f'l'lﬂl]'ul"d! Baed on the wide thnrapuﬂ.it index of rosuvastatin the nuqmludo of
changes in the exposure in not conudered Chnically relevant

No clinically relevaril change in of digaxin, oral contraceplives (contaning
ethimtestradol and mngmﬁ:::;ﬁ;mn or juroyemide Wik whietl
concurently admnistered wath

inll:a-:rgu Wilh mdecing| products with wery lorwy beoaavailabdity (F 15%) harve not been
evaluay

Effects of other medionyl peodycts on semanlutide

Omeprarole :

No chinscaly relevant change in AUC or Cmax of semaghutide wa observed when Laken
with omepticole

In a tnal IMESL0AtnG the rmacoianebcs ol mﬂghﬁdl co-adminatered with 1ive
Glhﬂubhulne:ﬂ:mm decreased by 34% and € by 31% Ths suggests
Ihat the presence of medtigle Lablets in the s1omach nfluences the absorption of
semaglutide il (o-admunvstered al the same Lime. After administenng semaglutide, the
patents $hou'd wat 30 minutes before taking other oral medonal products.

Interadteon with food
Concomitant intake of pod reduces the expasure of semagiutide
(see section 4.2 Posalogy and method of admerustration)

4.6 Use In speclal populations (Fertllity. pregnancy and lactation)
Yromen of chistbearng potennial
Wormen of (hidteanng potential are recommended 10 Use contraception when treated
wath Rybelsin®
Pregrangy
Studies in anmals have shown reproductive tomcty (wee secton 6 Nonchnecal propertes)
Thmnwuud.mlmm:udmmwmm women Therelore, Rybelius®
should not be used dunng pregnancy. Wormen of chidbeanng potential are necommended
10 Use Conlraception when treated with Rytelss® if a patsent washes 1o become
pregnanl, of otrun, * should be decontinued, should be
ducontinued af least 2 manths before 8 plénned pregnancy due 15 the long half-Lfe.
Eflxut-ng b, semaghstide
ra ;
mic As & rek 1o a bremt-led chid cannot be eacluded,
during breast-leeding : i
{ PP | et o g i * i
The effect of utide on fertldy 1 nang o unknown Semagiutide did not affedt
male fertity m rats i [emake 1at, 39 roregue in oestrous lervgth and 2 small reducion in
rumber of ovulations were oberved ot doses atsocuted with maternal body wesght los.

4.7 [Hects on ability to drive and uss machines

Bybetun® hat 1o of Neglgbie Nfluence o the atibiy to drive Of Lve machnes. When it &
e 1 comibsration with 3 SUlondure o nsuln, patents should be advised 10 Lake
precastons 10 o] PpOGYCIemad whiy drving and ung

L
A [5 (ECOMmImen

te sodum and/or its metabobtes were excreled in
Rybebus® should not be used

4.8 Undesirable Effects

Sumnmary of safety prafie

i 10 phace Ta el 5,707 patents wees to alone or m (ombnatlon
vlh Githe rardetinal progucts The duraton of the treatment ranged
from 16 weeks 10 T8 weeks The mont | acheerie roaclOns o chneCal

reporied
trialy were gastromitestnd! duorden, incgng niuviea, durhoes and vomitng In
et i, thes MEACHont were mid o maderate wevenity ared of shon duraton

Tatrdated a2 of scheerie reaclions

Tabie | ity acvere reacton merided o off phase 3a ials o patenty with fype

7 dhabetes, metitus (Turther dewcr e ) yecpon 5.7 Pharmat odynamcs properbei)  The
Irenuencies of The avrie 1Eactor ere based on a pool of the phave 14 Uriah exdluding
the (ardeowaadulsr OUNLOMES rial

The reactors are Inted bedow Ly witem clasi and atmohste frogquendy Freguencet
are defmed a5 very COmmon D 10), coerenon. (211100 to < 111 0) uncormmon:

| @ 1/1.000 o «1/100L rare V710,000 19 < 11,0000 and very rare (<1/10,000) Withn
| wach Irpguency oD, athvers fealon ae proseried i order of detieasng

| serouves

Ho dos -
%0 Oose adjustment it reguired based on a3, Therapeulx expenence in patients 275 yrars

1 in pabents on warfann of other |
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| by 24% (9, 36) and 2
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Table 1 Adverse reactions from contralled phase

| MedDRA yitem [ very common iCumn\nn
| organ claxy |
| Immune syvtem
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diorders et A N | reactian
Melabolism and | Ihpogfycsema | Hypog'<aenms 1
nutifian - Lt wT el wathy |
diarden with Imsakn of | T 1
wioryures® | o ttg '
product
| J_ st R
1[)1! divorders | | Drabee!
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Gastrointestinal | Mo Y] oyt Acute
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| =y g
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Fatberce
. - —yq
Hepatobiliary Chiolel thaasn
disorders o
General Fatig
disorders and
adminkstration
site conditions
Investigations increaed bpase Weght
Ircreased armmlrs Apcrp 3l
= Hypestec sermea oelined b _.r-:ll -~ r‘]']m-!v-'l,{-.r.l.1.'l"-f} i |

* Duabetc retnopathy compications i atomposte of retinal photocoagulation, treatment
with intranitreal agents, vitreous haemorthage and dubetes related bindness
(uncomemon). Frequency & based on the cardiovasCular outcomes trial with 3.¢
semagiutacke, but Il cannol be excluded that the rk ol dabetic retinopathy complcations
wenliled alio apples to Rybeliui®

Grouped term covenng also adverse eventis related 10 hyperseritaty such a3 rash and
urticana

Decription of selected adverse reactions

HroghLaemid

Severe yPOQhyTaemia was prmarily obsened when Rybelun® was ieed with a wifonylurea
(<0 1% of subjects, <0 001 events/ patient yean) o insulin (1 1% of subjects. 0.013 eventy/
patent years). Few episodes (0. 1% of subsweets 0 001 eventuipatient years) were obnanved
with R rt:"'"*'ﬂ'. N Comtenation with oral antekabe oy other than su IWufTﬂ
Oastroeniesiing! SovErse maCions

Haunea occurmed in 15%, darhoea in 10, vormeting in 7% of patents when treated with
Rybetsun® MOst evenls were mid 10 moderate in severity and of shant duration The events

le=d to treatment decontinuaton in 4% of Wihiects. The events were mott frequently
reporied dunng the first manths on reatmen)

Acute pancreatits confrmed by adjud<cation has been reported in phase 12 trials
wermag'utide (<0 1%) and comparator (0.2%). In the cardiovascular outcomes trial the
frequency of acute pancreatits confimed by sdjudication was 0.1% for semaglutide and
0.2% for placebo

Drabetee retmona thy comple g

A 2-year chinical trial with s c semagiutide investigated 3,297 patents with type 2 diabetes,
with high cardiovascular sk, long duration of dabetes and poorly controlled blood glucose
In thas trial, adjudicated events of diabetic retinopathy complications oocumed in more patients
treated with & Csemagiutide (3 0%) companed 1o placebo (1.8%) This was observed in
insubn-treated patients with known dabetie retinopathy. The treatment diference appeared
early and perssied throughout the tral Systematic evaluation of diabelic retinopathy
complication was only performed in the cardovascular putcomes trial with s.c semaglutide

In chrcal trials with Rybetsus of up ta 18 months duration imvodang 6,352 patients with
type 2 diabétes, adverie events related to dabetic retinopally Were repored in smiar
proportions in subjects Ureated with semaglutide (4 2%) and comparators (3 8%)

Doroatinuation due (0 a0 adverse evenl

Dacontinuation of treatment due 10 adverse events was 9% lor patients treated with
Rybelws® The most (requent adverse events leading 1o dacontinuation were
gastrointestinal

ImmuUnogenitiy

Consistent with the potential immunogenic p r\;'jm al medianal products containing
proteins or peploes, patents may develop anvbodies Tol g treatment wath
semagiutide The proportion ol subjects (eited positie for anti-semagiutide antibodies at
any time point after baseline wars lowy (0.5%) and no subjects had neutralising ant-
semaglutide antibodes or anti-semaglutide anlibodies with neutralising effect on
endogenous GLP-1 al end-ol-tnal

increased heart rate

Increassd haart rate khas been obsenved with GLP-1 receptor agonnsts. In the phase 3a trialy,
mean changes of 0 10 4 beats pet minute (bpm) lrom a baseline of 69 1o 76 were obrerved
In patients treated with Rybedsus

4.9 Overdose

Effects of overdase with semanglutide in chinscal studes may be associatied with
gastromntestinal dsorders. In the event of overdose, appropriate supporive reatment should
be initlated according 10 the patient’s clincal Signs and symptoms. A prolonged penod of
obtervation and treatment ol Lhe symptoms may ba necestary, Laking inta account the lang
hall-life of semaglutide of approomately 1 woekl There i no specilic antidote for overdose
with semaglutide

5 Pharmacologlcal properties

5.1 Mechanlsm of Action

Semaglutide is a GLP-1 analogue with 94% sequence homology to human GLP-1
Semagiutide acts as a GLP-1 receptor agonist thal selectively binds 1o and activates the
GLP-1 receplor, the 1arget for native GLP-1

GLP-1 s a physological hormone that has multiple actions in glucose and appelite
regulatien, and in the cardiovasgular system. The glucoie and appetite ¢ffects are specifically
medated via GLP-1 receptors in the pancreas and the brain

Semaglutide reduces blood glucose in a glucose-dependent manner by stimulating insulin
secretion and lowenng glucagon secrebon when gucose 15 high. The mechansm of biocod
glucode lowering alio invelves a menar delry in gasine emptying in the early pestprandial
phase During hypoglycaemia, semaglutide diminshes insulin secretion and does nol impair
glucagon secretion The mechanism of semaglutide it independent of route of
administralion

semaglutide reduces body weight and body fal mass through lowered energy intake,
irvoiving an overall reduced appetite. In addition, semaglutide reduces the prelerence for
high lat foods

5.2 Pharmacodynamies properties

Fharmacotherapeutic group. Drugs used in disbetes, Glucagon-like peptide-1 (GLP-1)
analogues, ATC code A10BIOG

Pharmacodynamic effects

Rybelzus® lovwers lasting glucoie and self ol d plisma gluccsa. The casat haspens.
early with a lowenng of fasting glucose within the first week of treatment

All pharmacodynamsd evaluations descnibed below were performed after 12 weeks of
treatment

|
Semagliutide reduces fasting and postprandal glucose concentratiom. in pabents with type
2 dabetes, treatment with semaglutde resulted in a relatnve reduction compared o placebo
ol 22% [13, 30| for lasting glucose and 29% |19, 37] for postprandial ghucose
Eetacodl funcnon and insulin secretion
Cemaqglutde improves beta-cell function. Campared to placebo, semaglutde improved bath
first- and second-phase insulin resporae, with 3 3- and 2-lold increase, respectively. and
mcreased maomal beta-cell secretory capaaty after an argmne stmulation test in patients
with type 2 dubetes In addibon, semaglutide lieatment increased lasting imulin
concentrations compared 1o plxcebo

&
Semagiutde lowers the lastng and postprandial glucagon concentrations. In patents with
type 2 dabetes, semaglutide resulted in the folkowing relative reduchions in glucagon
compared 1o placebo. postprandal glucagon response of 29% (15, 41|

Glurone dependent insubn and glucagon seaeton

Semagiutde reduces biood glucose in 3 glucoie-dependent manner by stmulating insulin
.emm: and mwgguiwmmﬂ blood glucose i high The mechansm of
blood ghucose lowening also invohves a minof delay in gastric emptying in the earty
postprancisl phase Dunng hypoghycaemia, semaglutide diminishes mnsulin secretion and
does nat ampasr glucagon secretion The mechanam of semagiutide &5 independent ol the
route of admensstration
Gastng emoteng
Semagutice Causes & mnor delry in early pastprandal gastne emptying, wilh paracelamol
np-:r..n..p: (ALC S 1) 31% [13] 46] lovwer m the lirst hour after the meal, therety reducng the
rafe al whach glucose appears in the Groulition postprandally

Body weght and beedy cOMPOUTon
A greater reducton in body wesght was obsenved with Rytelus® compared 1o stud-ed

and Wragiutide) The body weghl koss wath
coamiparaton (placebo, slaghptin, oy
m,;_:: wars predormenantly from fat tasue with ko of fat mass being 3-fold larger

than koas of lean mars.
lowered the energy intake of 3 comecutve ad bifum

a g utde-mnduced suppression ol appelile in
improved control of eating, lesy food cravings and

.

mmgmwmﬂm
meals by 18-35% The was supported by
the fasting state as wel as postpe.

@ reliUve lower preference lor

Eilig 30 prtneandilE
Semaglutide compared L0
bpoprotesns (VLD
The postprand.al i

v
placebo lovwered laung Uighcende and very-lovw denmuly
concentralons by 19% (B, 28] and 20% (5, 13| respectvely
and VLDL chokeiterol resporme o a hagh lat meal was reduced
1% [7; 32] respeciively ApoBAS way reduced both in faiting and

postprandia! state by 25% [2, 2] and 30% (15, 3], repectively

o Carduac repolarmation was tested in & thorough QT tral At an
:::g-"m mﬁﬁ:’lm Pugher than that of the maxmum recommended dose of

' sermagiutide did not prolong GQTc intenvals 10 any crcally relevan | extin!

Thae ﬂfmlﬂufﬂrﬁ Rylretsus

* have been evaluated m mghl global randomsed

controlled phase 34 trial. In seven ', Ihe pmary obyectve was e aunsament of the

efficacy; m one tnal, the primary obyective was the siseament ol cardsovasgular
outcomes. Add tionally, two phate 3a inah were conducied with Rybelus® in Japanese

L4

The trials inchudeed 9,543 randomest paterity with fype 2 diabetes (5,707 reated wath Rybebius®),
including 1,170 patients with moderate reral impasrment. The efficacy of Rybelsis® was
compared with placebo of active contross (stagkptin, empaghfionn and lraghutide)
in all tnals, treatment with Aybetius® resulted in chcally meanangful improvernents in
HbATe fasting plasma glucose (FPG and body wesghl These elfiects were maintaned up 10
a (rial duration of 78 weeks.
The efficacy of Rybelus® was not impacted by busebne age, gender, race. ethnuty, body
wesght, BMI, duabetes duration, upper gasirontestinal deaease and level of renal fungton
w-——mw
ROMNEER | — Monotherapy
in a 26-week double-blind tral. T03 patients with type 2 duabetes inadeguately controlied
with diet and exetise were randommed 10 Rytelius® 3 mo, Rybebsus® 7 mg. Rybekug®
14 mq of placebo once daly
m,m.qeolrheﬂudypnpn.dal-unwnsf,mmwmnduamn{hpd
dubetes was 35 years. Overall, 75% were White, 5% were Black or Alrcan Amercan and
17% were Awan Hapane of Latino patents compromesed 26% (n= 180) of ihe population
The mean body weght at bareling was 88 kg
Manatheragy with Rytelsn® 7 mg and 14 mq onge daily wan supenor a1 week 26 in
reduong HbA, compared with plicebo. Rbelus® 14 MY Wars Supenor in reducing body

wesght compared with placebo (Table 2)

m:Ewud-mwmmmnymentm:i
7mg 14 mg

Full anabys set (N) 17% 175 178

HBA,, (%)

B ne 80 80 79

Change from basehine' 12 14 03

Difference from placebo’ [95% CI| | 091 06| <1 1]13,-09]*

Paterts (W) achwving MDA, <7.0% | 69) m 3

FPG (mimai)

[— 90 B 89

Change from baselne’ ‘15 18 04

Diference from placebo’ (95% CIJ| <1411 9. OBPF| 9621 02D

Body weght (g)

Basesre (mean) 890 B8 835

Change from basebne' 23 27 <14

Difference from placebo’ [95% Cl | 09FL%.0.0] [ 2331 151"

'riespertve of treatment decontnuston of INNILON of rescur medkCaton (pattern midure

rrodel Lung multple imputaton) * pe0 00 funadiusted 2-sded) lor supenonty. controfied
hwmmimﬁmwﬁthM'mmm.dﬂ:
Ihe p-valug s lor the oddi rato v placebo.

PONEER 2 = Rpbreio® vi BT . ’ f

1N & 52-week open-label 1ral (26-week prmary endpon(l, 821 patents with type 2 duabetes
were [andomesd 10 14 my) once o ¢npaghfiann 15 mg once dady, both in
COTiberug aion with

The trem sge of the tral populaton was 58 Yran, and fhe mesn duration of type 2

ﬁ-hﬂavm.l rmﬂ»mﬂ.lﬁhwn_?j:':}?im Black or Alrxan Armencan and
6% werp Auan Hapane of Latno patents (O'Tpised 24% (na 199) of the populaton The
frman body weeght a1 bassboe win 92 b9

1

e —

Bt

oF a1 weewn, QR o pecduong HibA

A" 14 My onde daely wn 3
15 M) onee dady Table 1)

Tre atrrei

W
Tt 1 4

= i
g} Ty

| Tabla 3 Results ol @ trial comparing Rybelws® with empagliflozin at weak 5]

(MONELR 2)
o l Rybelsuv® Cmpagliflosin
— ULobtdlee P
I s it (N = a1 410
T L 5 s |
__HbA, (%) e ] ]
Bae o wr A % i 1 BT
( hancge frwm fureeane D R ) ] Y P
Difterersce from empaghficsn (95% Clll| 0410 6 03)° e
Patients (%) achieving HbA <7 ﬂ\__- T 5 Y,
FPG (mmaliL) l
— e—eannos (RS L n i, 1o BB
A e 3 5 97
C hnom Trom Dok g | a 4.0 30
e I | L R
Difference trom empsghiiann’ (95% Ci| oola ol l
1 - R e et Rt
Body weight (kg) T =
Rl rw 91 9 511 1
b R
Change from basesne 18 17
—
Diflerence from empaghfiozn’ [9sw 1y | -0.1]0.7.05)
Week 52 gl
HoA, (%) a9
C hanoe from boelorse 13 09
Difference from empaghfioon’ [95% c,]_'" 0405 03p
Patients (%) achieving HbA,, <7.0% B&! T
Body weight (kg)
Change from basedne 18 15
Difference from empankfiann’ [9%% CI) 0209 0%

' rrespective of freatment dscontinuation or niflaton of reicue medscaton (pattern muture
model uung multiple imputation). * p«0 001 (Unadunted 2-sded) for superiorty, controfied
for multipiicity. | p<0 05, not cantrofled fof multipkary. for Patents achueving HhA,, <7 0%
the p-value i for the oddh ratio vs empaglificnin 25 mq

BONEER 3 - Rybeduis® v= sitagipting both in Combriton \with metformmn or metfoamn ith
dulfomtumy

n & 78-week, double-blind, double-durmrmy Uil QE-week prmary endpont), 1864 patients
with type 2 dabetes were randomioed 1o RyDeiSs® 3 mg, Rybebun® 7 mg, Rybeliin® 14 mg
or wiagliptin 100 mg once dady, all in combinatson walh metfoemen alone o metfcrmin and
Sult cryduined

E—

& Results of a trial companng Rybeluun® with placeba In patenta with type 7

L:::::tnmd maderate renal Impairment al week 26 (MONEER 5) Sl
T Rybelsun® | placebo
R o e e et e P L YN B
Tl anabyes wet (M) 161 16 st
HBA, (%) e | SRR
_H;_:m- L e Ao 7 '__j
Cr ﬂ}: from buneirs' e 10 _-‘-'_I_____
 Diltereree lom placebo’ 55% O | OBLI0 08 |
Patients (%) achieving HbA,, <7.0% [y ]
PG (mmall) g
" baehre E T "9,
{Herpmt:;'.q & T l"i__._
0 Merwnce troam pu:m_l_"r',*u._i i 3 (X 2107 06p | __ o
Aod rghit [k
*-L:“ e S O T 9040
 Change from bawtre 14 E 09. &3]
Differwrce lrom placebo’ (95% CIl EO R

'imespect v of leatrmen! EACONUNGITIDN OF NBeion of e mecdaton (patlerm
iy el wwe) it ke o Laton) "p=100) (unadiusteg 7 - fpad) T upenanity
controfied tor multpsary | p«0 03, nol controlieg for mutipiaty, lor Patents acheving
HbA,, <7 0%’ the pvaime & for the odds rano | placets

FONELR £ - Aot va SIMGI00N. Doth 0 0Oty pon with metforme=n, SGLI2

nhaeTon sulfordurea of th . i gowe aquatment a

" a "...l"\'ﬂ.'i‘h’ oper-labed tral S04 Db 1y 1|,.~I“} dhabrtes were Tandom ] 10
fybeiin® (fesble dose adyustment of Amg, 7 mg and 14 myg once dasly) o sleghplin

1 00 mg once L_I.Hp ¥ in combsnation wih | -2 oy G tre- lowering medcalions

(et ot SGLTE inhibetony 'll-F"l‘fj‘!l‘l of thldrerisres) The dowe ol Rybe s

v s iduated every B weeks baed on pabent’s Preaers repore and Lowrals Ty The
v1aghptn 100 mg dove was faed The elficacy vd wlery of Rytena® were evaluatied at
woek 52 Al the end of 92 weels the perCentage of palwnly on-treatmrent weth F'rhl"u':'
1 mg were J0 2% and Rybebun® 14 mg werp 94 %
The mean age of the Iral pOpUESITRON WaT ST and the mean duration of fype 7 dishetes
wirs B 8 ysars Overall 76% were White, §% wyre Black or Alncan Armencan and 14%
were Aln. Mispanic of Lating patents compersed 21% (n= 105) of the populaton. The
Mean body weght o baseline was B9 kg

After 52 weeky of treatment. S8.7% of the patients achaeved the Wrget of HbA,, <7.0%
with adustable don) of Rybelus® compared (o 15.2% of patenis treated with
Baglptin 100 mg  Rybeluus® wars supenor lo gtaghotin 4t week 51 in enabling patients 10
Scheerve HBA, <7 0% and in reducing body weght (Table 7)

Table 7 Results of a flexible-dose-adjusiment trial comparing Rybelsus® with
titagliptin at week 52 (MOMELR 7)

| 10. Details of Manufacturer

E _mmﬁuﬁ (o.n
|| Dbswributed by:
L BB Abbott indis Limwned, b

| 11. Detalls of permission or licence

Semaglutide
Tablets

Rybelsus®

Manufactured by:

Moo Nordsk A5,

Novo Alle,
,m—:mwumm
'rhnum:mrmmumd.
Plot Ma 32, 47 - 50, [P Avea,
Whitelield, Bangalore - 560 066 Indua

3-4 Corporate Park, Sion-Trombay Road,
Murmibai 400071, india

(Rybelaus® 5 g radernack i
© 2023 i
Nowo Nordak A5

number with date
o [ Mo 4-65%ovwo NordalPAC-R-

0-80 dated
08 Feb 2023 3
gﬁn‘
sl

12. Date of revision
17 Mar 202)

The mean age of the tnal populaton was 58 years, and the mean duration ol type 2 dubetes Rybelius® Sitagliptin
§ was B6 years. Overall, 71% were White, 9% were Black or Aliican Amencan and 13% were Flexible dose 100 mq
Asan Hepanic or Lating patients comprised 17% (n=32 1) ol the population. The mean body Full analyus et (M) 153 251
weighl at baseline was 91 kg HBAL (%
Treaiment with Rybelsus® 7 mg and 14 mog once daly was wpenor al week 26 in reducing (%)
HbA,, and body wesght compared 10 si1aghptin 100 mg once dady (Table 4) Biselne 81 B3
Table 4 Results of a trial comparing Rybelsus® with sitagliptin at week 78 (PIONEER 3) Patients (%) acheeving HbA, <7 0% 58" 15 ok
Rybelsus® Rybelius® Sitagliptin Body weight (kg) “28|
1mg 14 mg 100 mg Rysine [~ 8a9 BA 4
Full ﬂ:aj".'i'!-fll.l‘l] 465 465 A6 Change from bassine' P N a7
Hh:ﬁl'ﬁl Difference from vtaghptn' [95% C| 191-26 -12]* . |
B‘Ir"-I 3 33 Yrewpective of treatment dacontinuaton (16 6% of the paleniy with wmagiutade (e e
seline 8 83 done and 9 2% with stagipun, where B.7% and 4 0%, respectively, were dus 15 AL of
Change (rom baseline! 1.0 13 08 || |ipeunon of rescue medication (pattern mixuse rrodel wsng multiple imputation) ' p<0.001
&lfwrrlcrlmrn'umg' hA' 03[-04 0 ”- 05[-06 Q4" h\n‘\.ﬂ.:l‘dz mlﬁﬂiw-lr_ Contmolied for multpsty {lor ‘Patients achsevang
[95% CIl g s : A oA, <7 0%, the pvalue & for the odds rabx v staglptin 100 mg)
Patients (%) achieving a4 56 31 tﬂ%ﬂd_-ﬁmﬂkﬂnmmmmu na Lo with smsukn wilh of without
HbA,, <7.0% — metfomn
PG ;l 0 h 2 52-week double-blind trul, 731 patents wah type 2 didbetes nadequately conliclied
mmo — &0 e n (sl Iwmmﬂmmumif wathout et formmun were randomsed 10
B o 94 93 95 Bydelss® 3 mg, Rybelun® 7 mg, Rybeluss® 14 mg or placebo once daly
Change from baselne' 12 A7 09 M patients reducied thesr imulin dose by 20% at randomization to reduce ihe rn_d-. of
Difference from staghotin' 03[-06 00p L8171, -05F Wy rcemea For the first 26 weeks, patienty were allowed 10 rTease [he il dose
[95% ClI @y up 10 the startng INsulin dose prior 10 fandomuzation. After the 26 weels, patients
Body weight (kg) | | f¥ere afowed 10 adjust the imsuin dose a3 needed. At randomizabion, the [otal dady insulin
R — o1 209 .0 were 55U, 63 U, and 53 U for placebo, Rytelsus® 7 mg and Rybeisia® 14 ma,
1 -ﬂ‘l ....!_-—_ — = — —
Chanqa [rom haselne ol e 3.1 —— — The mean age of the tnal population was 61 years, and the mean duration of type 2
Difference from sitagliptin® | =1 6[-2.00-1 1)* | -25(-3 0, -2.0 chabetes wat 15 0 yeari. Overall, 51% were White, 7% were Black or Alrican Amencan
[95% i) and 36% were Aslan  Hspanic of Lating patients comprsed 13% (n=37) of the
Week 78 populstion The mean body weght at baselne wad 86 kQ
HbA;, (%) Treatment with Rybetsus® 7 mg and 14 mg once dady was supenor in feducing HbA, and
Change from baseline' 08 A1 07 body weght compared with placebo (Table 8)
Difference from stagiptn' | 01103 00] | 04106, 03] Table B Results of a trial comparing Rybelsus® with placebo In combination with
[95% CI| Insulin at week 52 (PIONEER 8)
Patlents (%) achieving Ip 45! 29 "I_?"'W" Rybelsus® Placebo
HbA, <7.0% mg 14 mg
Body weight (kg) 3| | Full anadyss set (M) 182 181 184
| | Week 26 (insulin dose capped
Change from baseline 2.3 32 10 ta basaline level)
HbA, (%)
T Lk
Dilference (rom stagiptin® | =17 |-23,-100 | -2 1[-28; <1 3] Pesirs a2 g2 a2
[95% Ci] — e [ 09 .13 0.1
Virrespective of treatment daconiinuation of mvtaton of rescue medsation (Rt = [T Te— 4 i 911, A= =1.20-1.4 -1.0)"
model uting multiple imputation) * p«<0.001 (uradusled 2-ded) for supenonfy, controfied [95% i:rl' e 5k % = S
lor multiplaty Y p<0.05, not controfied for multplaty; for Patents achiewng HBATE <7 0%, : a3 - 7
the pvalue it [or the odds ratio vs ataghptin 100 mg | ;ﬂmﬂ'}:{m 58
PIONEER 4 - Rybebi® v3 lraniuticls and placeda,_all in combination with MetiGnmn oF Ner Lk
metformn with an SGLT2 sbixior _ b i | PG (mmolil)
in a 52-week double-blind, double-dummy tral (26-week primary endpont). 711 patents i | Bire a5 a3 B3
with type 2 diabetes were randomised 1o Rybekus® 14 ma, kraglutide | 8 '“%_" c "'?:ﬂ":r o 1 | {C havrye from bursiee 11 13 03
placeba once daily, all in combination with metformn or metformin and an SGLT2 inhieor | i Deftererce from plxrbo 1419 Q8 | V622 1.0
The mean age of the tnal population was 56 years, and the mean duration of type 2 dabetes | [95% Ci]
was 7 6 years. Overall, 73% were White, 4% were Black or Alrcan Amencan and 13% wee (1 Body weight (\g)
Asian. Hspanic of Lating patents comprised 6% (n=40) af the population The mean body i 2 —_—
weight at baseline was 9d kg Armre . 7 Bd 6 850
Treatment with Rybelsus® 14 mg once dady was supenor al week 16 in reducng HbA,, and Crarge from basine 24 a7 04
body weght compared with placebo Treatment with Rybebus® 14 mg win non-nfenorn in Dftprence from paaoebo’ 2031 |-33[42-27) -
reducing HbA,, and supenor in reduding body wesght at week 16 companed wath braciutde 9% 1l
1 8 mqg (Table 5) Week 51 (uncapped insulin
Table § Results of a trial comparing Rybelsus® with liraglutide and placebo at week 52 doss)"
(PIONEER 4) HBA, (%)
Rybelsus® Liraglutide Placebo Churge from Dasine ) 8 | 12 a2 \
14 mg 1.8 mg Deffererce from Dt 06 g -y | -0 077
|' Fusd ananysns sl ik 4B% i Ndd S 195% O7 e
Week 26 I| Pavents (%) achieving 0 54 9
HbA,, (%) 3 HbA, <7.0%
Baselne BO a0 79 Body weight (kgl
Change from baseline' -12 =111 2 -
Difference Tram raghutade’ 0103 00] Crange =om b e 20 7 05
[95% CI]
Dfference rom placebe’ 1112 09] g;m'":m:-nm 1536140 | 435332
[95% Cl)
;lbl‘:llntl-‘l{;iiﬂhlcﬂﬂﬁ [ 62 14 frepectve of rr_:‘Tr ;m o p-'; :G —'_-n of rewue m;d:mr-l !;ntwn =
< f.0% b el LT 14 ¢ } |ty st J-ated) SupenionTy,
FPGII."_:n e ntoiled for mutolcty * pot 05, not contmie] for multplcty; tor Petent acheeang
- H My, <7 0% the p—~alue & for T ool (S0 i placrto. * The total daly nutan Ooee
Baseline 23 33 9.4 i STty ety (oW T SEmagiuT e U wath placebo 4t week 52
Change from baseine 20 =19 ad P mean Changes bror bl 0 ol dady e aose 41 week 26 were -1 U, -8 U
Difference from liragiutide” 01]|04, 01) | | =3 U for paceba, Bybelas® 7 mg and Rybesus® 14 mog resooctively
[95% €I Phe dfference rom pucebo for Bybelus® T mg nd Rybeius® 14 mg was -8 |=12, =3lpy
Difference lrom placebo’ 1 6[-20:-13p d—81-13 =Yg o Mesoectvely The mean anges from baorne 0 dady i dose
[95% Ci] l Hwres 52 were 10U, =6 U and =7 U for pceto, Rybelun® 7 mg and Rybelss® 14 mg,
Body weight (kg) Ilm:m :h:a-:"rm hﬂ;.'qﬁ?-s“hm"u. T mg ared Rybebun® 14 mg
Baseline 9293 955 9311 Sy _.fl- TR T
Chngé irom baselina) A4 - s B0 Ao TS i exarrang T ofacts of e versus placebo on
Difference from liraglutide” 12119 -06]* fak of CrSovrduls eventy hawe been ONOUCIE. SUSTAIN 6 with ssmagiuncle inecton
[95% Cil = el PONELR 6 wah semagiunde n 2 Ladiet fomr laton (Rytedus®)
Difference from placebo’ | -3 82 7,-30)° QusTAN £
[95% Ci) n s 1 0dwewy douse-bind mal, 3 297 patert wath type 2 chabetes ki 31 high
Week 52 QrBOvInc s Mk were 1a00TMmed 10 ither 0TS Tde igection 05 Mg once wetkly,
HbA, (%) “M*ﬂm ";‘9 Once weeily OF PLICFOO 1 scdton to standard-of-care
— e
Cha f D 1 9
&IT:rtLTm b n':lde -Ull'l:l':-ﬂlr = L The ormary encpost was bme from randomill.on 10 fint occurrence ol o maor advers
(95% 1] * Gardovas ks event (MACE) cardovancular deith. non-fatal myocardal miarcton of non-
faral wroae
g;r:rﬁrlmmm 101120 Pytsety papbie to enter the tnal were: 50 yean ol age or clder and with sstablehed
e — CaSCvanculy duoase anaior Chon kodngy dal e, or 60 years of age of oider and with
HIL-:A nh?[ ) achieving f1Y 55 15 et owaculs rk lacton only in total, 1,540 petents (58 B%) had establshed
1 <7.0% [ ] crcovascular deedue wethout chrone lidney decase. 753 (10 7%) had chorsc dney
Body weight (kg) drcane ondy and 442 (13 4%) had Both camovdcular dasane and kidrey dsease.
s A o | €0 paterm 117 D% ) Rad commovascudar mib (3T0m only The mesn 3= a1 hasaline w
Change from basebne Y| 30 10 65 years. and 51% of the patents were men. The mean duraton of duabetes was 13.9 yean
and the mean BN win 13 kgme Medal hatory nCluded stroke (12 2%), myocaral
Dulference rom bragiutide’ 13 [N 5P (arcuon 32 S%) and perheal snery dnease (13,730)
195% €| - ' The total e of frt MACE was 254 108 (66%) wih semaghutce and 146 (8.9%)
- | ~th phacebo. Treatment with semagiutde newilted 0 reducton m the rak of
m:‘:‘l“ from placebo’ | <33 4R 24" | mace cardovacular death, non-fatd myocardial infarction of non-fatal siroke
: | HR 0.74 (058 095y )
Irespective ol Weatment dacontinuaton of INKYOn of rescus Mediaton (pattermn matue |
model Lwung multiple imputation). * pef 001 nadiusied 2-saded) for supenonty, controlied | 10 4
for mutpboty ¥ p<0 05, not controlied fof MUBDSTY, for Patents achewng HbA, <7 0%, |
the p-value & for the odds ratio vs placebo. .
OONEER 5 - Rybeins® vs, plcuba. both i 00mDNA00N ath basal msin alone metformen. t A
a0 busal iraubn or B weith mockerate renal inpaement. |
In a I6-week double-bind tial, 324 patwent WHN type 2 duabetey and moderate renal £
inparment (eGFR 30-59 mimen'] 73 m') wene randomesed 1o Rybebus® 14 mg or placebo 3 4
once dady Tnal product was added 10 the patent s stable pre-tral anticabetic regimen : ! 6
The mean age of the 1nal population was 70 Y841, and the mean duration of ype 2 disbetes I
was 14,0 years. Overall, 96% were Whate, 4% Were Black or Alrcan Amencan and leis than '
1% were Asan Hapanc of Lating patients SOMprsed 6% (ns21) of the population 41
The mean body wesght at baselng was 91 k9. i !
Treatment with Kybelun® 14 mg once dadly Wi SUDencr Jt wees 26 i reducong HbA and ||
Loty wesghl companed with placeba ! 21
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Kaplan-hMeser plot of primary outcome (a compeste of Larhavancular death, ronfatal
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Abbrevations. €] Confidence mterval, HR Hazam réto
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Figure 4 Forest plot: Treatment effect for the primary composite endpoint, its
components and all cause death (MONEER 6)

Comtened analyss of SUSTAR & and POAER G

C ormitent Lﬂf';_". J-_._f 37 Fisk 1..._!}_ 1on Wil Bhown in SUSTAIN & and MOMNEER &
supported by an anakyis includng data f M both tral In this analyss, patents treated
with sermagiutide had a statrsticaly 297 <3N Iower risk of the first ocourrence ol MACE
compared 10 placebo. The estimated HR w38 0.76 [0 62, 0.92)nx

prencarinn of Daben b achemang HaA . OET

IL';L' ~ O :Hcﬁﬁ_u',; — actueved HDA <7.0% The odds of achieving HbATC <7.0%
were statitically ugnificantly greater Witf Rybehius® than with sitagliptin, empagifiozm
and placebo. Up 1o 68% of the patent X heeved HbA |, <6 5% The odds of achieving
HhA. <5 5% were statstically wgnificanty greater with Rybelsus® than with sitaghpting

o

empagiflann, liraglutde and placris

Up 10 73% of the patents achseved HbAy, <7 0% wathout severe or blood glucose

confirmmed symplomatic ypog iy ma 37d without weight gain. The odds of achieving
anlly greater with RyDetsun® than with placebo,

A

the Larmpet were dtatstcaly g
""\'J |_-|';__.

| sagliptm, empagifiorn |
| ogy weht
belis® §d mg wid & .

trials il_:‘rum—’:- 0 kg from Dae mthindt:rmﬂml'ﬂ} Rybebius® 14 mg used as
monatherapy o 0 O ation with 1-2 glucose-lowering products resulted in statistically
signiicant reducton in body wesght compared with placebo, sitagliptin, Iragiutide and
empagifiann Up to 42% and 18% of patienty achueved a wesght loss of 25% and 210%,
respectively. The odds of aCnieving a wesgint loss of 25% and 210% were statstically
sigrificantly greater w th Rybelus® 14 mig than with Dh(m. '“‘Ll'gr'mlﬂ and |'Fﬂ¢}ﬂulid-¢

|rl_. 'ﬁ..t.:-l'.i-"'-’b‘-'---.': - % -

Treatment with Rybelsus® reduced FPG by up 10 2.5 mmold across the phase 3a triaks. The
reductons wene sustaned Through week 78

Bea-ced funcron and nsiN NESLAKE

Beta-cell funcuon measured by homeastats model astessment for beta-cell function
(HOMA.B) and imuln resstance IMeaslned try homeostass model assessment for insulin
rewstance (HOWAR) overall improved with Rybeluws® 7 mQ and Rybelin® 14 mg
Carthovascudar sk factons

Treatment with Rybelsus® reduced systolie biood pressure by up 1o 7 mmHg and C-reactve
pratem concentrations by up to 35% and knproved the lasting lipid profile (e 9
irighycendes reduction of Up 10 around 134,

5.3 Pharmacokinetlc properties

Absorption

Orally ad munstened semagiutide hat & low abeolute booavadabil ty and a varable
atrorption. Dally admensdration actordng 1o the recommended posclogy in combsnaton
with a long hall-life reduces d-.!'.‘lu-d.n M tuation of the expoture

Semaglutide 1s co-formulated with salkapmzate sodum which faciltates the absorption of
semaglutide after oral administration The atsorpton of semaglutide predominantly occuns
in the stomach

The phamuacokinetics of semagiutide have been extentively charactermed l-.,.mh,
tubyects and patents with type 2 dabetes, Foliowing oral admensstration, masmum
plasma concentration of semaglutide occurmed 1 hour post dose Steady-state expoture
was reached alter -5 wieeks of wm.h’-._:" nstration. In patents with type 2
duabetes, the average steady-state concentrstors were approomately 6 7 nmall and
14 6 nmolL with Rybeksus® 7 mg and 14 mg reoeCtvely, wath 90% of subwects treated
with semaglutide 7 mg having an average corcmniration between 1 7 and 22 7 nmolL
and 90% of subjects treated with semaghude 14 mg having an average concentration
between 3 7 and 41 3 nmoVL Systemec expowre of semagiutide ncressed in a doe-
proporonal mannes

Absorpuion of semagiutide 5 decreased if Lam with food or lange volumes of water A
longer post-dase fasting penod results in hgher absorption

| The estimated absolite baoavadabdity of w04 & approomately 1% followang oral
] mruneteataon e

The estimaied absolute volume of dsinboon & approximately B L in subpects with rype
1 dubetes Semaglutide B extentvely boord 1o pleuma proteins (>99%)

Metabolism

semaglutide s metaboleed through provolytc deavage of the peplide backbone and
sequential beta-aodaton of the latry acd sdechan The enryme neutral endopepticass
(HEF] 5 expecind to be involved in the meabolam of semaglutice

Elimination

The prsmary excrehon routes of semagiuide-related material are wia the unne and laeces
Approamately 3% of the absorbed doe & excreted as intact tamagiutice via the unne
With an elmination hall-lfe of approcmaely | week, semaglutide will be present in the
orculstion for about 5 weeks after the L dose. The clearance of semaglutide in patents
with lype 2 dabetes i apprommately 0.04 Lh

Special populations

Based on a population phamacokinets ralyss, age, gender, race, ethracity, upper G
tract doease and renal impasment dsd rat have a chrwcally meanngiul efect on the
pharmacckinetics of semaglutide. theretore, no dose adpstment s needed The effects of
intrinssc factors on the phammacokinetes of semagiutide are shown 0 Figure 5

Intrinsic factor Relative Exposure (Cavg) Recommendation
Ratio and 90% O
[ Male - Mo doie adjustment
65-74 years ._._." No dote adjustment
Age group >=]5 yoar —— Ho dowe adjustment
Black or African American —— Mo dose adjustment
face Aslan [ No dose adjustment
Ethnicity Hispanic or Lating — Mo dose adjustment
56 kg ] =i Mo dose adjustment
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