R
| 1. Generic Hame
‘Semaglutide Tablets
Rybelsus® 3 mg tablets
! Rybelsus® 7 mg tablets
'Rybelsus®14 mg tablets
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4.2 Posology and method of adminisiration

TFWIWF ) doe of Rybetus® i 3 mg onct dady for ooe month. After one month, the
Ao shewiid be ncreased 10 8 Mainteranc® Oose of 7 mg once dady Alter a leait one
© on with d dose of 7 mg once daly, The dote can be incremed 10 4 Mantenance
{ 14 mg onde daly 10 furthes imorove glytaemmad control

ormmended wungle daly dote of Rybelsus® s 14 mg Taking two 7 mg
the effect of a 14 mg dose han not been stiuded and & therefore nal
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Rybetus® can be Uned # monotherapy O N tombination with one or more glucons-
| iowering medinal products (See Clinical efficacy and salety under waction 5.2
| ‘l" RFTT §

TS propertie)

n Fybelan® 5 ueed in comisnation wih metformin and'or a sodam-ghucone

co-varspories-] inhibiter (SGLTZN of thacobdinedions, the curment dose of metlonmmn
ykior SLLTIMthurokdnedione can be continued

e Rybelaus® ig weasd i combenalon w tha m"rrt‘u'r.p o wauln, @ reducton in the
dose ol willompdures or insulin thould be tomidened 10 reduce the risk of hypoghytaema
[5ee wrclion 4 4 Speclal warnings and precautions for uae)

Sedl-monitonng of blood ghucose 1 not needed In order 10 adua! the dose of Rybelus®
flood ghucowe sell-monitoring is necessay 1o adpnt the dose of wultormdurea and insulin,
partcularty whien Rybelsus® 5 stanesd and inwibn & reduced. A tlepwise approach 10
wsn eQuclon 1§ e omimenoed

fLnsrd Chole

I a gose i maned, the mased dose should be skipped and the next dose should be Laken
the Tofioweng day

speclal Population:
Elderly (263 yoans oid)

Mo dose adjustment i reguined based on »e Therapeuhc expenence in patents *75 YA
ol & Je i mated (vee seclion 5 3 Phgrmacchnelic propertiet)
Gendet

Bace and ethoily

Mo dose adpustment i requined based on race and ethruoty

Futeenls wath heoa e Amoarment

MNa dose adpstment s negu el fq_;.' patieniy with hepats impaimment [Wr with the
use of wemagiutide n patents wilh wvere hepatc impairment i | ar, | Caulion should
b cxercited when treating thewe patenty win semagiutice (See Chnical efficacy and
Lalety under section 5.2 Pharmacodynamic: propertsed and see section 5.3

Pharmacokinetlc properises)

Parenty with renal impasment

No dose adjustmen! is required lor pathents with mild, moderate of severe renal
impairment. Experiendce with the uie ol seeraq'utide in patients with wevere renal
impairment is kmited. Semaglutide i nol ommended In patients with end stage renal
dseme (See Clrucal efficacy and salety Unpe section 5.2 Pharmacodynamics propertics
and wee seclion 5 3 Pharmacokinetic prope-tes)

Chuldren and adolescents

Thee safety and elficacy of Rybelius® in chiern and adolescents below 18 years have not
been established. No data are available

Method of adminstration

Rybelun® i a tablet for once-daily oral use

Rybetilis® should be laken on an empry ste=ach. Rybelsus® should be swallowed whole
wilh Up to hall & glais of waler equivalent = 120 ml Do not gplit, crush or chew the
tablet Wail at least 30 minutes belom the int meal or drink of the day or Laking other
oral medicinal products. Waiting less than 3 menutes may decrease the absorption of
semaglutide

4.3 Contraindications
Hypersermitmy 1o the active substance or |2 iy ol the extipeents lsted in section B
Pharmaceutical Parteculars

4.4 Speclal warnings and precautions foruse

Rybebis® should not be used in patients we tpe 1 diabetes mellitus or for the
treatment of diabetic ketoacidoss. Diabetic krtoacdosis has been reported in insulin
dependant patients whom had rapid dicorrustion of dose reduction of insulin when
treatment with a GLP-1 receptor agonit i crted

There i no therapeutic experience with Ryteas® in patients with banatnc surgery
Gustroeniestinal effects and detryrration

Use ol GLP-1 receplor agonists may be auocated wilh gastrosntestingl adverse reactions
that can cause dehydration, which in rae cases an lead 10 a detenoration of renal function
Patlenis (reated wath semaghufide should be achiued of the potential nsk of detyrdration
Tin relition (o gastrointestinal side effecs nd Lake precautions (o avoed flud depletion

Aculr pancrealitiy
Arute pancreatiin has been observed weh the use of GLP-1 receptor agonnts. Patients

should be informed ol the characiers’c ymploms of acute pancreatits. I pancreatitis is
wnpected, Rybebsus® should be dacortned, if conflirmed, Rybelsus® should not be
restarted. Caution should be exercred r pathents with a history ol pancreatits

In the alsence of other Ugns and sympee=s of acute pancreatits, elevations in pancreatic
enrymes alone are not prediciive of aous pancreatis

Hypoglycacmia

imaubn and sulfonylurea are known 1o casé hypoglycaemia Patients treated with
Rybeliws® in combnathon with a sulfonyrsa of insulin may have an increased risk of
hypoghycaemia. The ik of hypoglycasmy can be lowered by reducng the dose of
sulforrylurea or insulin when initiating reement with Rybelsus®

Diabetic retinopatiy

Rapid improvement in glucose control ha been assocuried with a temporary worsening

W

of diabetic retinopathy but other mechen=m cannol be rxduded  Long-lerm glyCaemsc
control decreases the risk of diabetic retropathy. Patients with & hatory of dubetic
retinopattyy should be moniored for worereng and Ureated according 10 chracal Quidehnes.
Hean fadure .

There is nNo therapeutic expenence in patents with congestrve heart fadure New York
Heart Association (NYHA) ¢lass IV and swe=aglutide s therefore not recommended in

[hie patsenls

4.5 Drugs Interactlons

In vitro studses have shown very low potential for semaglutide 1o inhix of induce cYP
enzymes, and Lo inhildl drug ranspaonten

Semaglutide delarys pastric emptying whch may influence the atnorption of other ofal
medcinal products

EHiects of Rybelus® on other medonal pogucts
[IyTosng

folal exposure (AUC) of thyrowne (adusted [or endogenous levels) wad mt-lﬁfgzﬂ:
lofiowing admenstration of a sngle dose of levothyromne. Maumum L‘W‘:ﬂ
unchanged Monitorng of thyroud parametprs should be conwdered when U ng
patients with semaglutide at the same tme as levotinyToune

Warfarn e
Sernagiutide did not change the AUC or €, of R-and o warfann lollowing 8 ¥ng dowe
of warlanin, and the pharmacodyramse effects of warfann as

{ I patients on

However, upon initaton of ssmaglutide Lrea
INR is recommended

coumann dervatves, (requent mani onng o
Eomuvastatn

AUC of rosuvastatin was increased by 41% [90% C1U24, &0] wﬂ'
semaglutide. Based on the wide [herapeuli index of rosuvastatin
changes in the expasure in nol considered chnically relevant

Digoun_ oral contracents o scepiives (contaning
No clnically relevant change in AUC of Came ol W,ﬂmmﬂ.l : wan oberved when
ethinylestradiol and levonorgestrel), et o .

concurmently admnstered with . iabdity (F 1%) have not been

Interactions with medicinal products
evaluated :
Elfects MMMM
Omeprazole r mas of Lemaglutide
Fio chnically televant change in AUC of €021 €

s of semaglutide co-adminstered with frve

with creprarcie
in a trial imeestigating the 34% and Coe by 32% Ths suggests

decreased alnorption ol
ther lablets, |he AUC of 1mhMHU' P
rhal lh: pleence of n‘iulbm e "1.." Alter admenitefing sermaghitide, the
semaglutide i co-administered At INEEEL o per oral mediinal products
patients should wail 30 minutes pefore b
action valt{cod gaposute of semaglutide
Pﬁmxum intake of food %‘rﬁﬂuﬁmwl

(e wclion 4.2 W"d ; “"I , pregnancy and lactation)

In special pupl-lllﬂﬂ'ﬂ' %
:|'. :mu “] DI}M‘ el ae recommended 0 use contracepton when treated
wWormen ol chidbearing pnllﬂll_-l‘
with Rybetius®

magnitude of

was observed when Laken

f
_ prﬂdl“- we tomicity (see section B, Honclinical properies)
plice larted from (he LR B2 5 amen of ing patential are recommended
Mwﬂﬂmw If a patient wishes 10 become
uhlﬂl""l elsus® should be dacontinued Rybetius® should be
pregriancy OXCUB: Ty planned pregnancy due 10 the long half-ife

M sorbum and/or (18 metaboltes were eacreted in

M““’?""whrm. Rybebsus® should not be used

- '_u:..'" humans i mmmmddm altecy
J 81 INCrease iN O Irous a wnall reductson in
""""‘I m*t.md' a1 doses asociated with maternal body wenght loss

m“mmduumnhhm

lﬂﬂﬂﬂ'ﬂm“ bie nfluence on the abslity 10 dive of Lse rrachuned. When 1§
s N0 © a sullomytures o imubn. patients should be advned 10 ke

4.8 Undesirable

1 % pnats, 5.707 patents wire exposed 19 Rybelius® alone of n combination

mm#‘-"‘;_:,,,mmrrmmlwmu The duration of the trestment (anged
Te ek 10 78 weeks The mont lsquently reported adverse reactions m clnscal

m dncrden, nclagng navwes, danhoss and vomining I
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(141,000 10 <V100). tare (21/10,000 10 <1/1,000) and very rare: («1/10,000) With
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Table 1 Adverse reactions from controlled phase Ya trialy

MedDRA vystam | Very common | (ommaon Ungommaon Rare ]
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= Hypoghcasmia delined a blood Gucome <10 ookl GCaSAMORL ‘;,
Dubetic retinopathy complcations i a compor e of retnal photocnagulation, trestmen
wilh ntravitteal agerts, wireous haemortage and ddbetr-related blndre
(uncommon) Frequency i based on the cardovascUls outcomes trial with § ¢
emagiutde, bul it cannot be excluded that 1the mk ol duabete retnopalhy Complcationt
dentiled aho apphes 16 Rytwhus®
Grouped leim covering ako adverse eventy related 1o hyperenutivily Such o rash and
UrTCaria
Dexcriotion of seleciead adverw reactinng
Himoglreomia
Severe hypoglycaemia wans prmarily obnerved when Rybebus® A
; ¥ uT® wan uned with & sulfomylurea
(<0 1% of sutyects, <0001 eventy/ patient yean) or imsubn (1.1% of subsects, 0 013 eventy
paterl yrars) Few epnodes (01% of subyects, 0 001 eventsatent years) were olmserved
with Rybebsus® in combrnation with oral aatidabetics other than sillonylurea
Castrosntesting) adhvere reaciond
HJH"-fl occutred in 15%, darrhoea in 10%, yorreting in 7% ol patients when treated with
Rybelun® Most events were mild to moderate in severity and of short duration The events

led 1o treatment deucontinuation m 4% of subects. The events wers most frequent)
reparted dunng the lirst months on Lrealmem L

Acute pancreatith confirmed by adjudication has been reported in phase 3a trial
semaglutide (<0 1%) and comparator (0.2%) in the cardiovascular outromes tial the
frequency of acute pancreaiits confirmed by adudcation was 0.1% for semaghutide and
0.2% fot placebo

Duabetic retinonalhy compica tiom

A 2oyear chirical trial wath & csemagiutide inwestgated 3,297 patients with type 2 dubstes,
with high cardiovascular risk, long duration of dubetes and poorly controlied blood glucose
in the trial, adjudicated events of dubetic miinopathy complcations occurred in more patents
treated with ¢ semaglutide (3.0%) compared 1o placeba (1.8%) Tha wai olserved in
isuln-treated patients with known deabeti jetinopatty The treatment difference appeared
early and perssted throughout the rial Systermatic #valuation ol dubetic retinopathy
complication was only performed in the cardiovascular oUIComes ral with & ¢ semagiutide

in clinacal trisks with Rybelsus ol up 1o 18 menths duration involving 6,352 paterits with
type 2 dushetes, adverse events related 10 dighetc retinopathy were reparted In similar
propartions in sulsects treated wath semnagiutice (4.2%) and comparators (3 8%

Docontinuaton due 1o a0 sdharse svenl

Dacontinuation of treatment due 10 adverse eents was 9% for patients treated with
Rybelun® The most lrequent adverse eveniy leading 10 dacontinuation were
pastromntestinal

IMMUOOTITy

Consstent with the patential immuncgenic procafles of medicinal products containing
proteins of peptides, palents may develop antbodies following treatment wath
wmaglutide The proportion of subjects tested positive or ant-semagiutide antibodies
any Uime pomt alter baselne was low (0.5%) and no subjects had neutralsing ani-
wemaglutide antibodies of anti-semaglutde antibodies with neutralning elfect on
endogenous GLP-1 a1 end-of-iial

increased heart rate

Increaned heart rate has been observed with GLP-1 receptor agonats In the phase 3a tnak,
mean changes of 0 to 4 beats per méinute (pml from a bateline of 69 1o 76 were observed
In patients treated with Rybels

4.9 Overdose

Effects of overdose with semaglutide In chrucal studses may be associated with
gastrointestinal doorders. In the event ol overdose, appropriate supportive treatment should
be initiated according to the pateent s clinical signs and symptoms. A profonged periad of
ebervation and treatment of the symptoms May be necessary, Laking inta account the long
hali-iife of sermaqiutide ol approsimately 1| week There o no specific antidote lor overdose

with semagiutde

5 Pharmacological properties

5.1 Mechanism of Action

Semaglutide s a GLP-1 analogue with 4% sequence homology to human GLP-1
semagiutide acts as a GLP-1 receplor agonit that selectively bunds 1o and activates the
GLP-1 receptor, the Larget for ndtve GLP-1

GLP-1 15 a physsological hormone that has multiple action in glucose and appetite
regulation, and in the cardovascular system. The glucose and appetite elfects are specifically
mediated via GLP-1 receptons in the pancreas and the brain

Semaglutide reduces blood glucose in & glucose-dependent manner by stimulating insulin
tecretion and lowering glucagon secretion when glucose is high. The mechanam of blood
glucose lowering also imobves a minor delasy in gastric emptying in the eary posiprandial
phase Dunng hypoglycaemia, semagiutice dminithes insulin secretion and does not Impair
glucagon secretion The mechansm ol semaglutice 5 independent of route ol
admunistration

Semaglutide reduces body wesght and body (a1 mass through lowered energy intake,
involving an overall reduced appetile. In addtion, semaglutide reduces the preference for
high a1 loods

5.2 Pharmacodynamics properties
Pharmacotherapeutic group. Drugs used in dabetes, Glucagon-lke peptide-1 (GLP-1)
analogues, ATC code A10D8)06
Pharmacodynamic effecis
Fylstan® lowren Inlnnr e arel s e plama glucoe e omel happens
early with a lowenng of fasting glucoee within the first week al treatment
All pharmacodynamic evaluations described below were performed alter 12 weeks of
treatment
fasting and postorandial olucose

lutide reduces lasting and posiprandial ghecose concentrations. [n patients with type
2 duabetes, treatment with temaglutide resulted in a relatve reduction compared 1o placebo
of 22% |13, 30] for lasting glucose and 29% (19, 37] for postprandial glucose
Beta-codl funcron and insubn secrefon
Semaglutide improves beta-cell unction. Compared 1o placeba, semaglubide improved bolth
lirst= and second-phase insulin response, with a 3- and 2-fold increase, respectively, and
increased maximal beta-cell secretory capaaly after an arginine stmulation test in patients
with type 2 diabetes In addition, semaglutide reatment increased (asting imsulin
concentrations compared 10 placebo
Qiucagon secrelin
Semagiutide lowers the lasting and postprandial glucagon concentrations. In patients with
type 2 diabetes. semaglutide resulted in the following relative reductions in glucagon
compared 10 placebo postprandial glucagon responde of 29% (15, 41]
Ql f
Semagiutide reduces blood glucoe in a gludtie-dependent manner by stimulating indulin
werretion and lowenng glucagon secretion when blood glucose i high. The mechanism of
blood glucose kowening also involves 3 minol delay in gastnc emptying in the early
paostprandial phase. During hypoglycaemia, semaglutide diminithes insubn secretion and
0063 nol impar glucagon secretion. The mechanam of semagiutide i independent of the
route of adminstraton
Wuwﬂhcﬁmm a menod delay in early pasinrandial gastne emptying. with paracetamod
expotune (AUC,, ) 31% [13, 46] lower in the lirst hour after the meal, therelry reduang the
rate a) whech glucose appears in the drculation postprandially

Body weeght and body comoaiiion

A greater reduction in body weght was observed with Rybelsus® compared 10 studed
comparaton (placebo, sitagliptin, empaglfiann and Lragiutide) The body weght loss with
semagiutide was predorrenantly from fat tasee with loss of fal mass beng 3-fold larger
than loss of lean mass

Appenire energy intabe and food cioere

Sermaglutide compared 1o placeta lowered the energy intake of 3 comecutive o ibilum
meals by 18-35% This ml::mnd by & #mag'utde-induced suppresson of appette in
the fasting state a5 well a3 postprandally, wmproved control of rating, keis lood aavngs and
uﬁlmmu!r_p..qﬂnr_.ﬂurliohht food |
rrmanng and postivandal kpds 4
Semagiutide compared 10 placeba lowered Lising 'lrlq'r(rnﬁe and very-low-density
Ipoproteins (VDL cholesterol concentration by 19% (8, 28] and 20% |5, 331 respectively
The pasiprandial inghycende and VLDL Cholecterod response 10 a high (a1 meal was reduced
by 24% (9, 36] and 21% 7, 32| rewpectively ApoBAB wits reduced both in lasting and
postprandial state by 25% (2, 42] and 30% 15, 43| respecively

Cardac ehtiophysoksy (O

The elfect ol semagiutide on cardiac repolarguon was tetted in 8 thorough QTc nal. Al an
average expasure level 4-fold hegher than tha of the mamium recommended dose of
Rybebius®, emaglutide dd not peolong QT: ntervals 10 any dirscally rebevant extent

o

—

Chnecal effacy and s

The elficacy and wfety of Rybelun® havwe been evaluatied n &ght global randomeed
controlled phase Ja traks In seven nak, the primary obsective was the ssesument of the
ghycaem efficacy; in one trial, the pramary chmcive wal the assssument of cardiovascular
outcomes. Additonally, Two pfase 33 Inah were conducted with Rybebun® in lapanese
(X110 148

The Lriah incuded 9,547 randomescd potents wh hpe 2 dabetes (5, 707 eated with Rpbebas®),
including 1,170 patients with moderate rena wnpasrment The elficacy of Rybehus® was
compared with placebo of actve contiody [t sghpun, empaghflozin and hraglutide)

In all tnaks, treatment with Rybelsus® resuiteq in chnically meaning!ul improvernents in
HbATC, lasting plasma ghacose (FPG) and body wesght' These effects were mainta o
A Irial duraton ol 78 weeks jf okt
The effacy of Rybelsus® wan not impacted by baseline age, gender. race, ethncity, body
wght, BMI, disbetes duration, upper gatran lestingl deasdse and level of reral hrmtm
Chnal elffcacy = presentaton of PONEER ks

FIONEER | = Monotherapy

In & 76-week double-blind tnal, 703 patlenty with 2 dubetes inadequal rodled
with det and exercne were randomned 1o n,mmh;p; m, !ﬂ!h:.n' 7 r:: ?m

14 mg or placebo once dasy
The mean age of the study population was &5 years, and the mean duration of type 2
While, 5% were Black or Alncan Amencan and

diabetes was 3 5 years Overall, 75% werp
17% were Asan. Hopani o Latno patents compromised 26% (n=180) of 1he population

The mean body weight at bawelne was B8 kg

Monatheragy with Rybebsus® 7 mq and 14 mg once daly was supenor at week 26 in

meducing HbA, compared with
wesght mnpalrfm wilh ;,L.c::,.:. #fm }“Tt"‘“-ﬂ' 14 mg wan supenar in reducing body

::;l:l::ﬂt;m ol a menotherapy trial comparing Rybelsus® with placebo at week 26
— _-;_rhthi'_" Rybelsus™ | Placebo |
Full analyss set (M) n':i :;:.! 178

HBA (%) j

Breine BD 8.0 19

Change from baselng' 128 =14 03

Ditfeence from placebo [35% Cif |09 1110 01% [ W11 1-13,-09]°

Patenits (%) achuving 1A, <7 0% | 691 m 3

FPG (mmol) 2

(Baseine 50 T B9

| Change from basetne! 05 18 0.2

| Dftereece from placebo’ [95% Ci) | 1411 9. 08pF) c16]21, 2P

Body wesght (hg) -

| Basring (mean) 890 B4 | 886

Change l1om baseline! 23 37 1.4

| O¥ference from placebat [95% €1 | 091 9.01] | 233171 5)°

tepeciive of treslment discontinuaton O 1NN of rescus medication (paitern miune
model Lrung muttiple imputaton) * pe0.001 unadusted 2-wded) for supesionty, controied
lor mumphcity § ped 05, not controlied for MADKY, for ‘Pabents achewing HDA,, <7 0%
the powalue 5 1of the odds ratio v placebo

8 57 -werek open-label trial mwﬂﬂ%uuzmmu type 2 dubete

weete andomned (0 Rytebus® 14 mQ onck ST O empagiilionn 25 mg once daily, bolh in
corntengtion wath metionmin

The mean age of the tral populaton wa
dabetes way 74 peans. Overal, B6% wore
0% werp Auan Hinpank of Latno patents
mean body weghl al basekne wai 92 ko

L.
YRar, and the mean duration of type 2
e 1% wein Black or Alncan Amencan and
Teed 24% (n=199) ol the population. The

i
i

—_———

Treatment weth Rpbertun® V4 mg ond'e Qs way wperer 8t weed J6 in reducng HbaA
{ Gorrypuared] 10 Ty T n LY 7 Il daly ﬁ_.b-*- |

Table 3 Revults of a trlal comparing Rytelys® with empagliflazin al week 52
(PMIONITR 3)

o % T s e l_rl‘.ll'llui' . _lmmumlr
i L o _Yamg __¥smg
Mol arabyn w6t (N o -Ilr__ 410
Woek 28 - o iic A 20 ]
HbA, (%) 7 3 AE ==
e Deling T DRl Bl oo )
 Chargt Pora baselre’ 0 on el i D Y
" OMlerence from empaghiiann' [95% Cij | 04108 00)° | o
“Patients (%) achleving MbAL <70% | 67 | 4
TIPG (mmol/l) T e an| S
_“if:_ N 95 ¥ "_JJ'___
 Change Irom hasstre 0| a0 Y T
“_E":’"“' from empagifiann® (95 % O ~ 000201 P_ =T
~ Body weight (kg) 5| ey
e e 919 9]
-—{ hanoe fre p b e BT L
D"i:r:-rmrrrt_;-.l-un'lrﬁkcui o1 0rn08)
Wesk 52
Hha,, (%)
Charnge Irom basebne N 09
___Dr‘rrﬂ;r:mm Mg [95% ) O4|0% 0Ip
Patients (%) achieving HbA,, <7.0% | 6E! 41
Body weight (kg)
Change from bawene TS| 18 16
Difference from empagifiann’ [95'% Ci| 02|05 05

"rrespective of ireatment dacontnuaton of nlaton of rescue medcaton (pattern mature
madel wng multiple imputation) * p<0 001 (ufadiusted 7-sded) for superionTy, controfied
for multiplicity ¥ pe0 05, not controlied for mulliphaty, lor ‘Patents achaving HbA, <7 0%
Ihe pvalue n lor the oddi ratio vi empaghliarin 2% mg

PIONFER 3 - Rybelun® 5 sitagiptin both in combinaton wath metformn of mesformin with
iutfodurpa

in a TBweek, double-blnd, double-dummy Ul [26-week primary endpomi), 1 B64 patents
with type 2 dabetes were randomaed 1o Rybelns® 1 mg, Aybelus® 7 mq. Rybetun® 14 mg
of sitaghptin 100 mg once dady, all in combination with metformen alone of metforman and

sull ormturea

Tabile 6 Results of a tral comparing Rybelius® with placeha in patlents with type 2
diabetes and moderats renal impalrment al week 24 (PIONIER 5)

Rybelsus® Placebo
=- -t — _ldmg |

' arabpia wl () 161 161
HbA, (%) T _ —-

[P B0 e

C rarge o Curaare ig u-.__'.l.?

Duttereraa from placeto’ [(93% L] 0810 08" e ——
o -y . —_ - — = e __-____-.—- T B
Pagents (W) soveving HEALON s Ay |
PG (sl /L) 4|— — 1

LS s B - I._ Sl
__Rratira = b——___"l_l_,_._ ..___;I- =

[ haram Trwm gt 1 -

gt od e msmh SR T | R YT
_O¥fferency fvom placsinel 9S% CX 13[0 0, 08p |
Body weight (ko) P el O] R
b : : -rD-——— e e |

Saeire 'IF] 904

€ harcpe rom barstrs' "'—-—-ﬁ—--.-- SR _n_'; ——

[xHererce from placebo” [95% O aSPaZm" |

rrpectrae oF treatmert daconbinuaton o in koo of resiig i 0N | PaTTe N
ooy el g mafl ol mmosdaten p=000) (unadpusted 2 -sudesd) fiow suoewr iy
controfied for miphoty Ypdd 05 oA ontrolied for maitiplecty. for Paterty suhasvirs)
h.t'..ﬁ, 1-:'“‘ |hm’ﬁlmww"‘r1“m-n

OUNTIR ] Rybelnc® a stagiotn bath i cambnaton with metformn, SGLIZ
OO, sfom e of thadistoedone. | i dae sdualrent sl

" & 52 wewk apen-labed trisd S04 patenty wiih ype ) duabete were randomesrd 0
H"ﬂh’l'blmmmrr"“m l’l’""} f""q.-md 1"_"] orce dady) or wiag pun
100 mg once duty. all i combnation with 12 oral ghu cae-kowening mediation
imetlarmen, SGLT2 inhibion wifonmyhures or 1 aroldnedcney The dowe of Apbetun®
i adpnted erry B aesh ) b= ﬂ"l-ﬁﬂ-l"l"ll‘pw‘.ﬂ*.r v ard foder ol Ty The
Wagiotin 100 mg dose was fued The efficacy ind wifety of Rybesan® were evabuated o
week 50. Al The nd of 52 weeds. the percenLage of palents on-treatment wih Rybeiun®
"'""l#!"'l‘ ‘JJ‘M.M";“' 14 lw'm" 4%

The mean ao¢ of the tral populstion wa 7 pars. and the mean duration of fype 2 dabetes
wai B 8 yrany. Overall, T6% wore Whte, 9% wern Black or Alncan Amencan and 14%
were Asan. Hiepane or Lating patients comprsed 11 (n=105) of the population The
mean body wesght af basebre wat 89 1 g

Al 51 weels of treatrment, 48 1% of the patients achieved ihe Larget of HbA,, <7 0%
with adjustabis downg of Rybelun® compared to 15 2% of patenis ireated with
Utaghptn 100 mg Aybebus® wn supenor 1o gLagipin al week 52 in enabling patents 10
ahieve Hba, «] 0% and in reducing body we 011 (Table 7]

Table 7 Results of a Mlexible-dose-adjuitment trial comparing Rybelsus® with
stagliptin at week 52 (PIONEER 7)

The mean age of the tnal populaton was 58 yean, and the mean duraton of hype 2 dabetey Rybeluus® Sitagliptin
Wi B.6 years. Overall, 71% were White, 9% were Black or Afncan Amencan and 13% were Flenible daie IWM-’
Awan Hispanic of Latng patents comprsed 17% (n=1321) of the population The mean body Full anahs s (N) 753 251
weghl al baseline wat 91 kg HBAL (%
Treatment with Rybelsus® 7 mg and 14 mg once daly was supenor al week 16 in reducing u (%)
HbA,, and body wesghl compared 1o staglptin 100 mg ence dady (Table 4) Base ine = B a1
Table 4 Results of a trial comparing Rybelsus® with sitagliptin al week 78 (PIONEER J) l__hhrnn (%) achsevang HEA,, <7 0%" 5a* 25
Rybelsus® Rybelyus® Sitagliptin Body weight (kg)
Tmg 14 mg 100 mg Baseine ana EA 4 = |
Full anahys set (N) ABS5 465 467 Change Irom basetne' 16 a7
w:‘::‘:‘[“ Difference Irom sitaghptin' [95% C1) A9[26 120
B lsl r.-u- BA B K Nimespective of treatment decontnuation (16 6% of the patients with semagiutide llecte
— dome and 9 1% with slaghptin, where 8 7% and 4 0%, respectively, wene due 1o AL of
Change from baseline! 10 13 08 Initiation of rewcie medication (palterm mixture model Usng Multiple iImputation) p=<0 001
Difference from utagiptin' | -03[-04. Q1" | -05[-06 04| lunadiusted 2-sided) lor supenority, controlled (or multplcty (lor Patients achweving
[95% CI) Hbd,, <7.0%  the p-value s for the odds ratia vs s1agiptin 100 mgl
Patients (%) achieving 44 56! n PONEER 8 - Rybeduus® va. placeta. bath in combena tron mth insubo mth oc withoul
HbA,, <7.0% metfommin |
= E:;mo_“u in 2 52-week double-biind trial, 731 patents with type 2 duabetes inadequately controlied
. r 53 5% on insulin (basal, basabbolus or premesed) with o withcul metfommn were randomaed (o
Baseline 9 : Rybekius® 3 mg, Rybeksus® 7 mg, Rybelsus® 14 mq or placebo once daly
Change from baseline! na 1.7 09 All patients reduced thes insubn dose by 20% a1 randomization 1o reduce the risk of
Difference rom sitaghptin® | 0306, 000 | 08|11, 05P A hypoghycemia For the (irst 26 weeks, patents were allowed 10 increase the imsulin done
[95% Ci) only up 10 1he slarting insubn dose pror to randomization Alter the 26 weeks, patients
Baody welght (kg) were aliowed 10 adjust the insubn dose o needcd Al randomization, the 1Eul dady imubn
Siaing 513 912 90.9 dote were 55 U, 63 U, and 53 U for placebo, Rybelsus® 7 mg and Rybelus® 14 mg.
Changs liem hamebns! o L b 0 8 | e -
- The mean age ol the trial flat a4 61 yean, and the mean duration of type 2
Difference from staghptin' | <16 (20,1 1)* | -25[-30.-20] dhabetes wat 15 0 years, Overall. §1% were WIHe. 7% were Black or African Amefican
[95% Cll and 36% were Auan Hapsne of Lating patens compraed 13% (n=97) of the
Week 78 population. The mean body wesght al bassling was 86 kg
HbA, (%) Treatment with Rybehin® 7 mg and 14 mg once didy was supenor in reduang HbA,, and
Change from baseline' oA 1.1 07 body wesght compared with placebo (Table 8)
Difference from sitaghptin® | -01[-03.00) | -D4[-06 03] Table 8 Results of a trial comparing Rybelsut® with placebo In combination with
[95% Ci| Insulin at week 52 (PIONEER B)
Patients (%) achieving 39 454 29 Rybelsus® Rybelsus® Placebo
HbA,, <7.0% 7 mg 14 mg
Bady weight (kq) Full anaksi et (N) 182 181 184
Week 26 (insulin dose capped
Change lrom baseline' 27 32 10 io baseline level)
HbA,, (%)
Difference from staghptin® | <1723, <100 | <21[-28,-15] ypr— A2 Az Al
[95% Cl] “; € hange from haralirg' 09 13 01
'Irespective of trealment dscontinuation of inflation of rescus medication (pattem medue - |8 = i 1.-07* 12114 -10]*
model uing multiple imputation). * p<0.001 (unadjusted 2-sided) for superionty, controdled : F‘Eﬂ (II' from pracena 09 |11 |' 21 4)=1.0]
for multiphaty. Yp<0,05, not controfled for multiplicity; for 'Patents achsevng HBATE <7 0% = - -
ihe p-value is for the odds ratia v staghptin 100 mq Patients () achieving ai 55
HbA,, <7.0%
PIONEER 4 - Rybelsus® vi_ kragiutide and placeba, ol in combenation with metformin or.
metfommin with an SGLI2 inhitstor FPG (mmalil)
In & 52week double-blind, double-dummy tnal (26-week primary endpont), 711 patents By e a5 a3 83
wilh type 2 diabetes were randomaed 1o Rybelyus® 14 ma, liraglutide 1 B mg 5.€ ingeclion or Change from baselne’ 11 13 03
placebo ance daily, all in combénation with metformin or metformin and an SGLT2 inhitstor o = 4119 Q8D [-16[22, ) 1]
The mean age of the trial population was 56 years, and the mean duration of type 2 dabetey [95% CIl ;
was 7.6 years. Overall, 73% were White, 4% were Black or African Amencan and 13% were
Asian Hepanic or Latino patients comprred 6% (n=40) of the population The mean body Body weight (kg) -
wesght at baseline was 94 kg 3 Bawekne 271 846 850
Treatrment wath Rybelsus® 14 mg once dally was supenor al week 26 in reducing HBA, and Change from bausine' 24 i7 04
body weighl compared with placeba Treatmeni with Rybelius® 14 mg was non-nlenc in Defferenee from placebo 2030, -101 |-13 |42 -23]*
reducing HbA,, and superior in reducing body weight al week 26 compared with kraglutide 195% Cll
1 8 mq (Table 5 Week 52 (uncapped insulin
Table 5 Results of a trial comparing Rybelsus® with liraglutide and placebo at week 52 dow)”
(FIONEER 4) HbA, (%)
Rybelsus® Liraglutide Placebo Change from bassine 08 =12 0.2
14 mg 1.8 miq DiSrerce from placebo’ 0608 gap | 0911, 07
Fusl s et i) 285 fi.) 142 o e BB A -}
Week 26 Patients (%] achieving 40 4t 9
HbA,, (%) HbA, <7.0%
fawelne B0 a0 19 Body weight (kg)
Change from bassling’ 12 =11 0.2
Difference lrom liraglutide' | <01 [-0.3, 0.0) Change from buselne 20 17 05
[95% CI
Difference rom placebao’ 112, -04) Difterence from placeto’ -1S[-36 -1 4N | 43|53 .32p
[95% Cl] [95% CIl
Patients (%) achleving 68 62 14 Yimepective of treatment dacortmuation of inftaton of nescue medcation (pattem
HbA,, <7.0% meture mocdsl usng muitiple srousaton ) p 001 (unadnated 2-sded) for supenonty,
FPG (mmol/L) gontrofied for muitphoty * ped 05, not contolied for mumpilcty; for Patent achseving
- oA, <T 0%, the pvalue & for the odds ratio vi placebo. * The total dady mauln dose
T e . 2 3 = was statutcaly ugriicantly ower with SEmUGhTc than with placebo 3l week 52
Change lrom baseline 2.0 9 04 Tha mean changes from Busene o Sotl daly Pt dove at weel 26 were =1 L8 U
Difference from Nraglutide’ 01]04,01] - and -9 U for placebo, Rybetus® 7 mg and Rybehus® 14 mg.
[95% CI) The dffererce from paceto for Rybelius® 7 mg dnd Rytetus® 14 mg wan =8 [-12; o | E
Difference Irom placebo’ 16 [-20 3P nd -8 [=13, =Dl o MEwDeCtvely The Mean Cunces from basebne i daldy miufn dos
195% CI] it weel 52 were 10 U —6 U and -7 U for placeto, Rytetss® 7 mg and Rybelius® 14 mg.
Body welght (kg) m:-;ﬂ};h!-:-'mﬁm: placeto for Mybeias® 7 mg and Rybelus® 14 mg
Change from baseline! =44 31 05 Towo Cardovanculer oultormes nal ewareeng the eff veras
e<is o
Difference from liraglutide’ /.12 .19, -0 §]* sk of cardovancular events have been condd®d. SUSTAIN 6 wath Wummm
195% Ci) 4nd POREER 6 with sermagiutide 1 a tablet formulation (Rybetsus®)
Difference from placeba’ IB|47. -3 ﬂ]' SSTAN &
195% Cl| N & 1 Ddowrnl double-bind tnal, 12’9Tmmﬂp¢2mumm“hw
Weok 52 Crdcvardular ek were randomised o ether lrugiutide npection 0.5 mg once weekly,
HbA;, (%) swmaGiulide inpcton | mg onde weelly of pOBO in addibon 1o standard-of-care
['Hﬁqﬂ' from bnl'ﬂll'l!' 1 2 09 01 ““ﬂ I'Mh IM
The prmary enaposnt was Tame (nom fandomedton 1o fint ocourrence of &
Difference from liraglutide! | -03[-05, .0 |} . e of & magor schverie
195% Cl| ‘uﬁm.u url:;“ event (MACE) carbovistuls d8h. non-fatal myocardial infarction or non-
%uij:tglcjrmmpl-xnhw 2012 08 Patwents ehgtse 1o enter the tnal were 50 yean of age or cider and with st
carthovatulayr diease andior chrone Lidney dSene. or B0 years of sge or older and with
Patients (%) achleving 611 55 15 carsovascular rak facton only in total, 1,540 patents (58 8%) had established
HbA,, <7.0% Carsovascular dsease without chonc kidney dicase, 353 (10.7%) had chronc kidney
Body weight (kg) drcase only and 442 (13 4%) had both codowrtular dasaie and kidney dotuse.
o 4 !ﬁ:w—nurﬂrmmmh';‘mwmm”“m e
Aalinal 7 65 yeans, and &1% of the pabents were men mean duraton of dubetes was 13 9 years
e T : ar e and the mean BMI was 33 kT Medscal included stroke (12.2%), myocardil
nlarchon (32 9%) and perpheral artery dease (13 7%)
Dilference from lraglutide® | 13 [-2 1,05
[55% C1) The total Pumber of first MACE was 254 1H[655imthlmlhdemﬂﬁm'hﬂ
m I —_— 3314324 with placebo. Treatrmenl with sermdgiutde resulied n 2 16% meduction in the ek of
L';i :‘E‘f' fom plac 3 [ R2 ) . MACE rompeng cardiowancular desth, non-latal myocardial infarction of non-fatal stroke
=l I (MR 074 [0 58, 0.95)nw o)
"respective of treatment dacontinuaton o Nituton of rescue med<aton (pattern misture
model usng multiple mputaton) * p<0 001 (nadiused 2-wded) for supernority, controlied 10 4
lor multiplcity * p< 05, not contiolled fof MUTLCT, for 'Patents acheving HbA, <7 0%,
ihe pvalue i lor 1he ook ratlio vy pladeba
- anith Buredl iviudn alone. metformn 8
Ao Labeni with modera e nenad EmoTDe |
In & 26-week doutile-Lind 1ral, 124 pavents with type 2 dubetes and moderale renal —
impairment (eGFR 30-59 mimen/1 73 m) we® landomised 1o Rybetus® 14 mg of placebo £
once dady Tiial product was added 10 the pIUent stable pre-tral antidabetic regsmen l 6
The mean age of the tral population was T0 YRI5, and the mean duration of type 2 dabetes
wark 140 years. Overall, 96% were White, 4% Were Black or Afncan Amercan and kess than t
1% were Auan Hrspanic of Latng patents COM{ned 6% (n=21) of the population 41
The mesn body weght 4t basebne was 91 kg
Treatment with Rybetia® 14 mg once dady Wil Supenor al week 26 in reducing oA, and 24
body wesght compared with placeba
hr==m ok i
m"_ll‘ WA W WO TR ST WMt TAFR IBM T U e e v
WA WYY MM M8 Y 1ErY e INEL VAN VAN TR Wl lary s
0 8 16 24 12 40 45 5 B4 72 B0 BA 96 104

Tima Vv fanhosat = fasek)
—— Yamagiutnte pcton — et
K aplan-Meset plot ol pmary outcome (a compeste of cardiovascular death, nanfatal
myocardial infarction, of nonlatal stroke) .
Abbrevations: €l Confidence interval, HR. Hazad rabo
Figure 1 Cumulative Incidence of time 1o fint occurrence of MACE in SUSTAIN 6
The treatment effect for the prmary COMpasite grdpont and its components in the
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Figure 3 Cumulative Incidence of time 1o first occurrence of MACE In PPONEER &
The treatment elfect for the premarny (COmpg.te endpoent and its components in the
FIONLER 6 tral i shown n Figure 4
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Figure 4 Forest plot: Treatment effect far the primary composite endpolnt. Its
components and all cause death (PIONCER &)
Combened analyss of SUSTAIN 6 and FONER G
Lx.- ster cardiovancular rak reducton wis shown in SUSTAIN 6 and PMONEER 6,
wrponed by an analysis including data oM bath trials. In the analyss, patents reated
:"‘- semagiutide had a statstcaly ¥ gruficant lower ik of the first occurrence of MACE
compared 1o placebo. The mtimated WA was 0.76 |0 62, 092} o

-t 1 pat emarscy il . LRFPEES
Progorton of patients achisang MDA,
'L"'_T‘.t E0% of 1he patients achieved HbAy, <7 0% The odds of acheeving HbA ¢ <7.0%
were statstically significantly greater with Rybetn® than with sitaghptin, empag!ifiazin
wnd placeba, Up 1o G8% of the patensd achieved HbA,, <6 5% The odds ol achieving
HBA. <6 5% were statistically sgnificantly greater with Rybelsus® than with sitagliptin,
ermpaghfiann, heaghsoe and placebo
Uio 1o 73% of the patients achieved Hba,, <7 0% without severe of blood gucone
conlirmed symptomatic hypoglyCacmia ad without wesght gan. The odds of achieving
the tarmet were stalstically significantly greater with Rybebsus® than with placeba,
wtaghptin, empaghfiann and hraglutide

Body ool
| hl'."""'"“" L s Rt PR P | weGhl teduchon Swier Lha duration of thas
wnaks (Up 1o =5.0 kg from baseling 1o final tme point) Rybelun® 14 mg used as
manatheragy of In combination with 1-:2 glucose-lowering products resulted In statistically
wgrefican reduction in body weQht compared with placebo, sitaglipting liragiutide and
empagifiozin Up to 49% and 18% of patients acheved a wesght loss of 25% and 210%,
respectively The odds of achiving 3 weight loss ol 25% and 210% were statistically
sgnificantly greater with Rybelsus® 14 mg than with placebo, sitagliptin and kraglutide
Fastng plroma gilaose
Treatment with Rybelsus® reduced FPG by Lp 10 2.5 mmold across the phase 3a trials. The
reductions were sustained through week 78

Beta<pd funcion and inslin recifance.

Beta-ced lunction measured by homeostass model arwesment for beta-cell functon
(HOMA-B) and irsubn resstance measured by homeostng model assessment for imubin
ressitance (HOMAAR) overall improved with Eybeinus® 7 mg and Rybelsn® 14 mg
Cargiovpecubar ik factoes

Treatment with Rybehaus® reduced systolc biocd pressure by up to 7 mmHg and Creaciive
proten concentralions by up to 35% and Improved the lasting lpsd profile (e g
trighycendss reducton of up to around 13%)

5.3 Pharmacokinetic properthes

Absorplion
Orally adminsitered semaglutice has a low absolute beoavallability and a vanable
absorpton, Daly admenstration aicondng Lo the recommended posology in comibinaton

| 1. Descripiion

The sermagiutice drug products are whita Lo Mg yelow oval shaped lablets. The primary
packaging o a bister card composed ol coloured lorming ol and non-coloured lid Iodl. The
coiour of the formmeng ol s unigque [or each Labiel strength. green for 3 ma tabilets, red lor
7 mq tablets and biue lor 14 mag tablers. The blister card contains 10 identcal cavitses, sach
contareng 1 lablet Dach specifc mformation i pnnted on esch blater card The secondary
pachaging comnts af an cuter sales canon

B, PHARMACEUTICAL PARTICULARS

List of exciplents

Salcaprozate sodium 300 mg

Povadone K 90 (Ph Eur, USF, JP) B mg

Celulose, microcrptaline (Ph [ur, USP I/ B0 mg
Wagressum stearate (Ph Eur, USP M) 9.7 mg

B.1 Incompatbifities

with a long half-Lfe reduces day-lo-day lluctuation of the expoiure
Semagiulde o co-lormulated with salcaprozate sodium whach [acilitates the abiorption of

i the stomach

The pharmacokine o of semagiutde have been enterively charactersed in healthy
subyects and patients with type 2 diabetes. Following oral admenestrabon, manmum
phasma concentration of semagiutide ocourted | hour post dose Steady-state exposure
was reached after 4-5 weeks of once-daily admmnstration In patsents with type 2
dubetey, the average sleady-state concentratons were approsmately 6.7 nmoll and
14 6 nmolL with Rybelis® 7 mg and 14 mg. respectively. with 90% of subsects treated
with semagiutide 7 mg hiving an average concentraton between 1.7 and 22 7 nmold
and 90% of subjects treated with semaglutde 14 mg having an average concentrabon
between 3.7 and 413 nmolL. Systemic expomure of semagiutide increased in a doses
proporvonal manner
Abworpuion of semaglutide s decreased I Laken with food or irge volumes of water, A
longer post-dose lasting penod results i hygher absorption
l The estmated absolute beoavaslabdity of semagiutde o appronmately 1% folowing oral

Pistribution
The estimated abschute volume of datnbution i approomately 8 L n subsects with hype
4 diabetes. Semagiutide 15 extensreely bound o plasma proter (>99%)

Metabolism

Semagiutide i metabolsed through proteolytic deavage of the peptide back bone and
wequential beta-onddation of the latty acd udechan The enoyme neutral endopeptclang
(MEF) 5 expected 1o be involved in the melabolam of semagiusice

Elimination

The primary excreton rmutes of semagiutde-related materal are va e urme and (adces
Approximately 3% ol the absorbed dose & excreted @ mtact semagiutde v the unne

With an emenaton hall-ife of approwmutely 1 week, semagiutcde wil be present m the
ortulation for about 5 weeks alter the i dote. The dearance of semagiutde in patents
with type 2 duabetes B approumately 0 04 Lh

Speclal populations

Exed on A populbtion pharmacooneie salyss, age, gender, race, ethnecry. uoper Gl
lract dacase and renal impasment dad nal have a dirscally meansngiul effect on the
pharmacolinetics of semagiutde, therriom, no dose adiustment & needed The efects of
intrinzc (actors on the pharmacobineta of semagiutide are shown in Figue S

Intrinsic {actor Relative Exposure [Cavg) Recommendation

wmagiutde after oral adminsstration The aénorption of semagiutide predomenantly ocours

admarnraton. —— S —

Ratio and 30% O

Sen Male -y ho dowr adjutment
65-74 yean —_— Ko dowe adjuttment
fae group >=75 years — No done adjustment
Race Black or Afncan American —— No dove adpustment
Aslan ——— No dowe adpustment
Ethnkoity Hipansc o Lating b Mo dose adpustment
56 kg I e No dote adjustment
AT 129 kg - No dose adjustment
Upper Gl dneate  With Upper Gl deeses I Mo dose adjurtment
Mikd - Mo dowe adjuiiment

Peral funct 3
W Moderste — Mo dose adjustment

os 1 2

Semagiutde exposune | Cavg) relative 1o eerence subect profile: White, non-Haspans of
Litino, fermale aged 18-64 years, with bocy wesght of 85 kg, without upper Gl desne of
renal impasment. dosed 14 mg Body weght categores (56 and 129 kgl represent the

5% and 95% percentiles in the dirtaset
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Figure 5 Impact of intrinsic factors on semagiutide exposure

Age

Age had no effect on the pharmacoluneties of sermagiutide based on data from dina
trials, which studed patents up 1o 92 yean of age

Cengdef

Gender had 1o clncaly mearunglul effect on the pharmacokinetics of semagiutide
Bxce

Race (White, Black or African-Amencan, Asan) had no effect on the phamacolnetcs of
STl icke

Ethosily

Ethnucity (Hepane or Latng) had no etect on the pharmacokinetcs of semagiutide
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2 diabietes and renal impairment based a-le.iu from phase 1 stude (Figure 5).
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6. Nonclinieal properties

6.1 Animal Taxicology of Pharmacology

Pre-chnecal dala with semagiutide revested no yoecial hazards for human based on
conventonal siudem of wafety pharmacoliny |epeal-Oowe Loutty, or genaloudty
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B.2 Shell life

d mg 14 monih

7 mg' 30 monthi

14 mag 30 moniha

(Refier puasch for Expery clate)

8.1 Packaging Information
Thie Lablets are avadable in alufaly bisgter cands in Pack sies of 10, 30, GO and 90 Lablets
hot all pack ey mury be marketed

B.4 Storage and handling Instructions

Keep tha medcine out of the wght and reach of children

Do not wse tha medstine after the expery dale Which i flated on the bister and carton

The expery cate refers to the List day of that manth

Do ot store above 30°C Siore in Lha ong nal package to protec] lrom mosture and hght
Keep the wabdet in the blsler untd you are ready 10 Lake it. Remowing i1 lod soon can prevent
i1 Irom working as planned

Dia nol Lt the medsone if you notice thal the package i damaged of sthows $igm of being
oper

special precautions for disposal

Ay unised medicinal produdt of waste material should be duposed of in sccordance with

local requirerments g

9. Patient Counselling Information

Read all of this leallst carefully belore you slan (aking (ha medicine becaise It cofilans

imponant information for you

* Keep this leaflet You may need to read it again

o I youl have arry Turther questions, a1k your doclor, pharmacisl of nunoe

+ This medcine hai been prescribed for you galy. Do not pass i1 on 1o others. It mary harm
them, even i their signs ol illness are the wame # yours

= I you get any side effects, talk 1o your doctor, pharmacil of nurse. This includes any
posuble side effects nol lated in this beaflel. See section 4 B *Undesirable Elfects®

For product relsted complaints of Adversé event reporting you may wiite 16 us ot

INAgree@novanordak com or Contact us all +91 8040303200
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