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HAME OF THE MEDMCIMAL
PRODUCT

Emany® 1 my Akt
Amaryl® 2 mp fablats
Amsaryl® 3 mp tebileds
.ﬁ.rrlm‘,le- i Saieds
Arrsary® & myg iabieis

QUALITATIVE AND QUANTITATIVE
COMPOSITION

dmaril 1 mi fabbals

Eachi labial contaires 1 mg olmegiride.
Excipients wih known effecl  alsa
ooettaing B30 my Sclose monofydnEe
par tpkHat.

Amand 2 g tablals:

Each tabied comtains 2 mg glimepiide,
Ewcipienss wilh heoen effect: alsd
paniang 137.2 mg lactose
maornipdrate per labbel

Amaryl 3 mg fatiets

Each tablal conbaing 3 mg glimepinde
Exppienis with known ofiect alag
lacinsa

Amtary 4 mg feblals

Each lablet contains 4 my glmepiride.
Excipionia wih known  effecl a80
iRinG 13588 mg Ik
menckrydriabs par iahlal

Araand § my fahiefa:

Each ablet corviaing 8 mg glmaniride.
Excipients with knoen efect AlEo
containg 133.6 Mg lacinss
mendliydrate  and  Gd mp  Sunes
wallow  aluminium  lake (ET10) par
tiakest,

For e fl lisl of sxciplonis, soo
saction .1

PHARMACEUTICAL FORM

Takbed

Amad 1 my tablais:
Tha Rablets aré pink, ohlong and
soEed on bofh sides.

Amang 7 myg tabieis:
The fablels are green, cblong and
soaned on both sides

Amairy 7 mg faiels
The tebisis are pale yellow, chiong
ared soofesd an hofh sdes.,

Amary 4 sy feddalz
Tha iahinls ane Gght bius, oblong and
soornd om bolh gides.

Arnengd & my dabiafa
The tablels are oenge, obtong and
goored oin bodh sides

Amand T mg. 2 mg 3 mp and 4 mg
Irial-1N

The jabiel can bp dwided inbo egual
dGans.

4 CLIMICAL PARTICULARS
4.1 Tharapeutic indications

Aureary] & indicsted for e reaiment of
wpe 2 diabebes melilus, whan diet,
pihysical exenciss and weight fedusTion
alors ana nol adequabs.

4.2 Posology and method of

adminisbration
For oral sdminisiration

The basis for sucCeeshdl feament of
disheles B & good diel, reguiss
physiesl actieily, as well 85 routine
checss of blood and uing Tablets o
ingulin cennct compensata i e

palisnl does mol  keep fo T
recommended dial.

Posalogy

Dioso is delermingd by e resulis of
iz anid urrany GlLICos
deferminations.

The eteariing dose is 1 md Glimepirics
par day. If good conrol s achisved
tis cose should be wsed  for
maiianance ferapy.

For ha  diffanenl  dose  (egEMEnG
apprapriabe sirengis are svilable.

f coniral s wnsadisfaciory the dopa
ehould be incrassed, Dased on e
ghecemic sonbrel, @ A  stemwise
s wWith an indenval of #out 1 1o
? wapks between each slep, In 2,3 o
4 mg glimapirida per day.

A dese of more: than 4 mg glimepinde
por day gives Baller resabs only in
pcopeplional  cARRS., Tha  masemum
fecommanded  dode B Emp
gimopiride per day.

I palignts nol adequalely canirofed
with the maximem daly dose of
melfermin, concomitart  glimepina
theragry can be inilisted

While maintaining the metformin Goe,
1he ghimapiride therapy & alared with
g ow dose, and (8 (hen Heded vp
depending on the desied level of
melahoic contmd up o e masirem
dally dose. The combination therapy
should ba iriliated wnder close mechtal
AlipsrsEinn

In palisnls nof adegualely contmlled
wi® e maxdmum daly dosa of
Amaryl, comcoendand Insulin Sengy
can be fniialed if noces=dry. Whike
meintaining  the  glimepinde  dose,
e feealmend |5 Storten at low do3a
and Wrated wp depsnding @0 lhe
daskad level of metsbalc conrpl. The

combinalion therapy  shodd ba
infited  uncler  cicas  mecical
sUpervision.

Mormslly a singls dally dose al
glimepirde i suficient. It 8
recommendad that this dose ba iaken
aherty bofore or dising & substansal
breakfast or - i non s laken - shorly
bakaie o during the frst main mesl

¥ a dose it forgatien, s showld not
be comchad by increasing e neodt
s

i a palient has a hypoglyssemic
seachion an 1 my glimepinca daily, this
rddicales (had Wiy can be conlrofed
try i abong.

in e cosse of fmaimenl, as an
rnprovemend inconind of dabmes i
apsociated  wilh  higher  insulin
weiliyity, gimepride  requiremans
may Tall To awoid  hypoglysemia
timaty dose neducion or cessabion of
therapy mugl henelon be congidanad
Change I dase may also  be
nacessary, (f fhers s changes
weight o Fa siyle of the palient, or
plher Bzchors thal incressss ha risk af
hypo- or ypeaglycaemia.

= Switch ower frem other aral
hypoglyoaemic sgents fo Araryl

&  palfich ower from olher  oml
hypaglycaemic agents le Amarg can
generally be done For S sedlch oaer
o Amary hie strength aed e halfife
of fhe previcas medicingl product has
to be tshem ko socount o sDmE
cases, espochlly in afdabeics with
& long haif§he (8.9, chiameapamide), &
waash ol period of a few deys s
advigabla in aer ko AEREmER e ns
al hypoglycasnic reacions dus b tha
addiliva afiect.

Thm remmmendsd Saing doss s
1 g glimapinde per day. Based on
tha respense tha glmepinde dose may
be increased slapwse. 25 indicatec
earliar,

® Switch over from iosulin fo

Amaryl

In mxooplional casss, whern fype 2
b patients are regulsled o
ingili, & changeover lo Amargl may
be indicaied. The changeowss should
be underakan under ckaEe Ml
FUDRNTEON.

= Speeial Populations

Palenis with eensl o hepalic
EnpainTe

See paGlon 4.2,

s Paedimirie papulation:

There ame no data avaiabie an the g
of gmepirida in palienis under § yese
of @pe. For chiden aged B W 7
yegra, there are fimided data on
plimepirde a8 monotherapy  (B68
seclions 5.1 and 5.2).

The awmilnble data on safchy and
gficacy are  inpuffident in  the
paedisiic populafion and  themfore
sipch uRe IS not recommanded,

A { il
Tablets. ghould B swallowed withol
chiswing will soma lguid.

4.3 Confraimdications

Climepiride = coniaindicaled  in

patients wilh thi Tolicwing condilione:

» hypersensilivly o gimepirde, aher
silfonylaneas or sulphondmiias, B
colouning aperd sunse yellow FOF

5



wmmary of Characierisil

Amgrrl'ﬁ Sa‘ﬁl NOFI
alurminiam laie (E110) {only .ﬂ.rnawl a8 for example in cenan disafders Based on  ihe oxperence Wil
6 mg iablets) o 1o any of the of thyroid Benchon end in anlaior glimepifide  and wilh ofher
ecipients Fated In socticn 6.1 piuREy ar adrenoootical sulfomyiureas ihe folkwing inberachions

« Insulin dependent diabeies, mauticiency], haue o be menionad,
+ dishalic coma, - concuimanl sdministration of ceriain p s af par:
& webansiiaEis, ; ather :’lﬁﬂdm prodiicls  (saR b Ilu: H Al
« severe renal or hepabc function SR A s,  in  some  instances
disorters. In case of severe renal of Trealmant  wilh  Amaryl  requines poglycagmia ray Gour when ane

hepatic funcion dsorders, a dhange
aver ko Insuln is requinsd

£.4 Special warnings and preca utions
for usn

Amaryl s be taken shortly Bafone o
duting & meal.

Wheh meak are laken al iregular
haciuirs r skipped aliegethern, treatmen
wih Amaryl  may ksl G
Frypoglhycsmmia. Posaible symploms of
Eypoglyceeris  inchede:  headadhe,
ravenoss lenger, nausea, vomiting.
Ensiude,  sleepirsss,  disordered
tleop, resilessneis, AOOMSSAENEES.
impaired conceniration, aledres and
reaelion lime, depression, confusion,
speech and viausl disordens, Sphiss,
Insmor, panesls, sensoly diskirbanoes,
dizzirmss, helpleesness,  oss  of
setconirol, delnum, cerebml
convilgions, sommolence ang inss of
consclousness up to and  inchading
coma, shalow  respiration H'Ild
beafycardia, In addiion. sigrs of
adrerargic counler-reguation may be
present guch a5 swealing, clammy
skin, anxlety, {echycardia,
nyperdension,  palpitations,  angina
peciotis and sardinc arhyihmeas.

The cinicdl picune of & sevema
hypoghcasmic atack may e amia

Thiat of @ siraks.
Sympdame oan almest dways be
comirailed by Immediate

intake of camhohyorates  (Swgarn).
Brificial gweetenens have no ofioct

M & kmown ram ofer sufomduess
thal, despée  inilialy  succasshd
cognignmeasures, hypoglycacma may

Sevarg hypogiycaemin o prolonged
hypogicaginia, only  Senporarly
cantraded by the wossd semounts o

BUgEr, require  immediate  medical
Ireabmanl ard pCaEnraly
hospdalisatian.

Factors  Bavourng  hypoghcasnis

[io=1Ti 8

- unwillmgness of (ifdne comimanty in
okder paeeis} mcapacky of the
palient ¥ coopesale,

- undemardilian, Freguiar  mealimes
or mmsed meals or percds of

fagling,
- allprations in diai,
= irebelancs hebween mhysical

- cormsmpion of aloohol, I:unmaly in
cornbination with skipped meals,

- impained renal Bmiion,

- seious Feer dysiancion,

- ovondasa with Amsafyl,

- pertain uncompersated disondans of
fhe andocrine  system  a¥aciing
carbgnydrabe Felab=nlinm o
pounker-rigailaion of hypoglycasemia

regular monitoring of glacesa levels in
bipod and usine.  In BddECn
determinaion of Hw proporion of
Hyrosylmed hasssmagiabin is
recoenimersded

Regular hepatic and haemabclogical
maniaring (eEpecially leucotytes and
Suormbogytes) are requined  during
ftraaiment with Amaryl,

In shress-pfunlions {eg. sccdants,
atunta operalions, feclions with e,
@i a lemporany ewiich to insulin may
e indicated,

Mo emperience hes been gained
ponceming e uss of Amsryl in
patignts with severs impairment of
iver fnclion of dialysis patients. n
pafients wilh sovere impaimmant of
renal or liver nchon chenge oyver o
insulin i= indicaied.

Traaiment af palienis with
GEPD.dehciancy  with  sulfsnylunza
agenis can  lead o hasmaolic
anpemia Sinoe glimeginde belongs io
the class of sulfonylurss  sganis,
cauficn should be usead in pallenis wilh
CEPL-dehzency amd a
non-sulfonylemea alemalive should be
congidarad.

Aunaryl conlaing lechese monshydrob
Palignis with rane hamedibary problems
of galactoss inioleranca, the Lapp
lactasa deficiency or
lachoss malatsomion
shiofd mal Laks this medhcine.

Amaryl § mg tablets contan colouring
agenl sunsel yellow FCF akuminium
lako (E110) which may cause allamgic
renctions,

4.5 Imnractian with aother medicisal
products and other fosems af
Iteraction

¥ glimapiica is taken s Ran ooushy
with cetain other medicms praducts,
both  wedesiend  incresees  And
demases in U hypoglycaemic aclien
of glimepiide ean poour For this
reaagn, ober medicngl  products
shoull only b igkan  with e
knmsledgs jor @l the presciption) of
e desio,

Simepiide i3 melabolised h'p’
cyloctmma P450 200 (CYF2CH), Hs
mietabelsm is knoan o be infuencad
by contomilen] adminisirafion of
CYFZ09 induoers (Bg. rfampicin) of
indvibitors (eg. Tuconamola).

Resulis from @n it wivn (nbesaclion
sfudy repocied in [Herstune show B
plimepinde A & incraased
approamatety 2-doid Oy Muconazoie,
one of the meost polent CYFROD
inhibilars.

I

of the fellwing medicinal proskicis s

taken, o7 eeample:

- phenyloulazons, sTapmpaeene Gnd
coyfenbuilazang,

- irsulin aed  oral  andickabetis
pircdiucts, such a8 metiemin,

- malicylales  and  peaminc-gaicylc
Bt

- anabolic slerpids and maly &8
homdee,

- ehlemmmphanisl, camain fong asing

wulionamides, letracyclngs.,

quinelana antibislics ard

charifnoeycin,

coumarin anlisiagulanis,

fenfluraminag,

- disopyramics,

- fbralas,

ACE Inhibdiors,

allopurinal, probenecid,

Mﬂwm

- sympathabics,

- cycemnoephemite, Tophosphamide
and iphcspharmidet,

- mimonmole, fuconazcie,

- pentsifylling (high doss parantoral),

- titoquaine.

WideskEring of he
blood-glucose lreering  effact  and,
thus raised Do glicoss levsis may
opoccuf whan one of e lolkeEing
medicingl  products s Gk, B
gaample:
- pEalnpgens and progasingans,
- galunglics, thiamde doneics,
= Emyroid slimulating
ghucacorcoids,
- phencthiazing

RjEnks,
cefivalives.

chiorpnomazine,
- pdrenalne and spmpalhicomimetics,
- nigoinic scid  (high  doses)  and
nipoErEc aokd dedvaliees,
- |asalives [long benm wial,
- phezytain, dizzoekde,
- ghucagon, barhilurstes and

riamipkn,
- acefarclamide

iHp antagonisis, befa-niocken,
clonidine &nd reserpine may Ead o
st poendiation or weskening of the
Inlood-glucose-iowening efiect,

Urder e influence of sympashoiytic
medicinal  prodwcls such as
bita-tiockers, clonidine, guansaihiding
and resapins, tha signg of adrenemgic
counber-reguiation %0 hypoglycasmia
miay b reduied ar absenl.

Alganol  intske  may  pobesliste o
waaken e rtyuuqhumt acton of
gEreparoa an  nprodictable
lashion

Chimepnds may eifer polentale of
waaken the ellects of coumann
derinalives

Colosevelsm bings o glimepiide and
reducss glimepiide abssiplion from

0077 30:FTH0 — Amant - m



ummary of Charachari
SANOFI g Amaryl®
e gesho-niesinal  acl. Mo | 48 Untesirable offocts Ayl G mo tabists
imeracticn  was  obaerved  when
gimapinde was taken ai least for 4 The following adverse resclions fram The colouring Hﬂm yellow
hours before coeseueiam. Thersfors, dinicsd Wvestigations @ based an FCF aharminam (E110)  may
plisapinide shourd be adminisiered &l puperignce wilh Amard and cther Case glergic reactians.
laaEl 4 hours prioe i Colpsavelam. culfaryisieas ard are (ished below by
gysem organ olass and in order of HReparting of sispgcied advame
4.6 Pregnancy and lactation fecraasing incidance (very COmMMON: iacHons
N0, commen;  #1M00 el Repoting  suspeciod =~ adfnerss
Ereqnacey imeommon: = 14 000 % < 17100; rane: mackions alor aumodsalion of The
Fhek ralahed fo the giabeias : i 3 medicingl product is  impedant I

4.7

Apnammal blosd glucoss kel during
pregnanty A Assocated el a
higher inodence  of  congenital
ahnormaldes and perinalal morlsity.
So the bload plucose lewal must be
closely mpnitoned duiing pregrancy in
arcler Bo aunid e ieradogenic sk, The
use of iFEsin G mquired wunder such
cicumalances. Patients who consider

Sink refalen (o gémssTze
These ara o adequate dala from the
wes of glimepiride @ peagnant wamen,
BAsilmnal ghades  have ENOWN

Imicity which lkely was
refabed o the phamacokagic aston
(rypophycaemin) of glimepinda [soe
sedlon 5.3),

Consequendy, glimeplide should nod
s i during the winoha ITegrincy.
In case of reatmend by glimepinds, i
the palienl plars B0 DECOms pregnand
o il & pregnancy i dicowered, the
faatment shoukd b swichesd @5 G000
as posaibla o insulin thersapy

Lactaten

The eascrebon in humss milk Qs
e, Glimegiride ts moreled in rat
milk. A& olher sofornfismas =e
Exeraiad In human milk and because
there is a figk ol hypoghcasmia In
numsing  infands,  breasi-leeding  |s
acdviged against during treatmend wilh
glimepinde.,

[ertilty
P clali o Berfikty s awilable,

ENfects on ability 1o drive and use
machimes

Mo shodies an e effecis on the ability
ta drive and use machines kava baen

e,

The palient's abilfy o concanliade and
meacl may be impaned & 8 esull of
hypoghycasmia o hypenghycaemis of,
for example, @ a eesull of wsual
impawment. Thiz mdy constitule o risk
In sitsrions wheng these abillies are
of specidl Impotance (g driving a
car of operaling machingrg).

Palienls should be advised to bdke
pracautions 10 Svold hypog lscasnia
whilsl driving, Thie = pamculary
impariant in those wivd have reduced
or abserd swaranass af the waming
symporns ol hypoghycasmia o have
frequiant episodes of fypoghcasmis, 1L

machinany in theas sieumstances.

=M0000 b0 <100,000; wery rames =
140,000}, nol Erown  jcannal BE
estimated from (he available daia)

o Bipod _nd  ymphalic  swstem

digrdars
Harp: Swormbasgtopania, |[Eukopania,
granulacyogaa, agranulceyinss,
anjtheoperia, hesmplyic anasTia snd
pancylopenia, which ame in gendaral
rewersibie  upon  discoodnuatian  of
resScalion.
Mal knawil gaven: irombocylopena
wilh plabedal cour less than 10,0000
gl thrambocylapenic purpurn.

= mEmne system disoroer

lary rane |BURDOROCIESG YBSDUKIS,
mikd  hypersensifiily reactions el
may dewscp Inlp serious reaclions
with dyspnoea. fall in binod pressure

oo imirediately, may be severs and
are nol ahweys essy bo comect. Thé
pocumencs of such reaciions dépands,
as wilh ol hypoghycasmic theraples,
gn individual factors such as dietary
habits and doss {see furiher undar
section 4. 4).

s Eyp finoders

Mol nows:  wisual  disturbEnoes,
fmnsienl, may oocur espacialy on
wigtion of realment, due o charges
in hilood glucoss kevals.

diarthoca,  abdominal - dislension.
abdaming! discoméort ant @b ominal
jm, which seldom  lead o
discanlinualien of ey

Rare: dvagausia

Mol known: hepatic enZvmes
Inoreased.

Vary rane hepalic hanchion abhomsl
jag. with choeslasis and jaundica),
hepsflis and hopalic faire.

« 3kin and suboganeous  lissue

diseranm
Mol known: hypersensiliviy reactons
af tha skin may oecur 33 prorius, aeh,
uricaria ard phetosensitiily,
Rare: alopecia

¢ Imincfgatons
wery rane: blond sodium cecresss
Reare: waight gain.

&1

plipan cantiued maoniaring of e
hienefitrisk balance of e medicnal
pioducs Hoalthcar prodessionals ane
akpd to repovl &y suspected advase
reaclions via e

Bundesinsfiul  10r  Azneimifiel  und
MediziEprocakne

Abl Pharmakowigilanz
Hun-Grorg-Kiesnger-Aes 3
D-83175 n
Wil in: v, biarn. 8

4.9 Overdoss

Symgsoms

Bier  ingestion of an  owesdose
mypoglycapmia  may  occur,  lasling
from 12 Io 72 hours, and may recur
afler an inmal recovery. Symploms
iy ol be peesant for up ko 24 hours
afler ingsstion, In general chaprdaion
in Bospital is recammended. Moudges,

ccouf. Tha hypoglycasmia may @
paral  be  actompanied by
el ogicsl syginms ke
restessnesE e, wvisual

desturhances, co-crdination problems,
sloopinesé. coma and comlgions

(haeativel. i Earge quantities bave e
inpeiled, gasiic lavage |s indicabad,
follwar by aciuabed charooal &ed
sodium-sulphaia, n case of [sEeene)
owerdoss  hospilol=afen im0 oan
Eviemsive care depatmant Is indicated
Slart $i8 adrminesiration of glecse as
soon 65 poasbis, § necessary by @
bigtus infrnvencus irgection of 50 of
A 50% salufion, Toliowed by an indosion
of & 105 solution wilh &irict moniloring
of blood glucess Furher trésimsand
should b symphomatic.

i particular wihen iragling
hypoglycaemin  due o accidental
rrlake of Amargl in nlanks and young
chidren, e dose ol glooss given
must b cansdaly oorinalled o aeid
ihe posstdity of prodscing cangencess
hyperghcasimia, Blood glucoss shouid
be clpsaly monitored.

PHARMACOLOSGICAL PROPERTIES
Pharmacodynamic propodies

Phanracotherapeutc  groupt  Biood
glucase |owering dnags, end. inkulns

Sullanamides,  ured  oemedins
ATC Code: 4100 B13



Summary of Product Characleristics

Amaryl®

SANOFI s

Glimepride = am  oraly  achive
hypogivcaemic subisianca halonging 1o
the sulferrduran group. ey be ussd
in non-insdin dependani  diabsies
melbias.

Gimeniride acls mainky by slimulating
insuln relsase from pencraalic bela
paka.

&5 with othor sulamdureas This affact
is based on an  inoemse  of
reapaneheness of the parcrealic bale
celis o e physivlogksl gluoess
slimulus. I AdERon, wmpwm
ETT o Fearen profaunced
gatrapancrealic effecis A\ poskilaled
for pthed gullanykinss.

-

SuForyiureas regulale insulin
secrefion by clozing the AT P sengilive
polassium channe in #ve beta call
membrane. Closing the polassium
channel induces depolarsaton of the
bela cof and resuls - by opening of
calclum channels - i 80 Incessed
irfin of calum it the cell

This leads 8o nsuin release hrough

axocytosis.
Glimepiride  binds  wih a  high
awchange rate |6 & bets  call

membsane prolein which is assocdated
with the ATP-sensiee  polassasm
channed but which is difarenl from the
usual sullanykees binding sie.

example &n mprovemsnl  of e
sengiluily of the pasipheral tissee Sor
insulim amd @ decreass o e Rdein
updake by e Ber,

Thi upiake of glucoss fram bloed inle

transpor of glussss in these tisanes
the fabe lmitng siep in the use of
pluccse Gimepiide increases vary
rapidly e numissr of aclive glucose
trangperl mokcules n e Haame
maembeanns of muscée and Wl calls,
resuliing in siimulated glucase uplske.

Glimepinds incresses the acivity of
e ]
ghyeosy-phasphatidylinosibol-s peeific
phospholipase © which may  be
coeralated  wih  the  dreg-induced
fpogenesis and  ghoogerssie N
solabed fal ard muscs calls
Glimepitide  inhibils  the  glucose
production in e lives by RCrRAs0G
the infracsfular  conceniratian  aof
Tnsctase-Z G-bisphosphate, which in is
lurn inhiblls the glucons cgensin,

»  Gonetal "
In healihy persons, the minimum
affective oral dose & approdmsbely
0.6 mg. The effec of gimeplide is
dese-dependant and reproducbée. The
physiclogical  mesponas b0 acule
physical exerciss, reduction of insulin
gacraton, s shl  peesenl  under
glimezpiride.

There was no significant désrenca in
efieci regardess of whelher lhe
medicingl  producl  was Qe

A0 minules ar immediaiely before 8
meal, W diabetic  palients, gond
metabalc contnal over 24 hours can be
achieved wilh & single daily dose.

ABhough the hydiosy matabolte of
glimepitide  caused a  small bt
gignifcant deorease in S&fUM QluCDsR
in healiy perscns, i accounts for oy
a miree part of e 1ot drog etscd

» Combinphion  eEgy Wil

metiormin
improved  melsbolc  contdd ot
concomilant  glimepiride  Swerapy
compared b0 mathemin  alone in
mien'hnu:mmfﬂrnm:mladmm
e paxdmen coss of matlermin has
ey &hown i ONe Sy,

-

Combinafion iheepgy with inslin
Dats for combinalion therapy with
insulin are limited. W patenis nof
adequately  contrpbed  wilh  1he
madmum  dose  of  glimepinda,
concomitanl insulin Fwerapy o be
iratialad In bwa shedies,  tha
combination  achisved  the  same
improvemeénd in matabolic conirad &8
imaddin  alone;  howewss, & lowr
average dose of insulin was requined
in combination tharapy,

-

Famdiainic poaufaiion

An oclive coninplled  clnical  irial
[plimeginicda uwp 62 Geng daly o
miatformin up o 2 000 g daly) of 24
weeks duration was perdormed in 285
ehidken (B-17 yoars of ape} wilh ype
2 dinhetes.

Bolh  glenepiide  and  melformin
axhibbed o sgnifcant dacraasa fram
haseline i Hb8se iglimapinde <055
&= 0.41); rmatformn =<1.30 (g8 040}
Horwiver, glimepirds did nol achieve
the crilede of  non-infericoty 1o
medfonmin  in mesmn changs  from
basglineg of HBbA,, The ofeence
betwoen iresbmants was Ddd% in
favoer of metformin. The uppes lmE
{1,058} of the 96% conSdence Inlersal
for the difergnce was not betow the
0.3% non-ndeniority mangia.

Foliowing gimepiride maatmer, Bheans
wene o few gafaty concems noted in
children compared b adull patiemis
with ype 2disbetas meliius, Mo
foeg-berm afficacy and sadely data ana
availahla in pacdatic palients
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= Ahsception
The boavaiEsdiy of glimepiide afler
oral ademersairaion s complele. Food
inlaka has ma relavanl mBugnoe on
absomption, only Absomlion rale i
pighlly diminished. Maximum sanom
concantrations  (Cews &8 reached
. X5 hours afer coral intake
trnean 0.3 gl daring mulipe gosing
of &mg daily) and there 15 a lines
refationship between dose and balh
Cow and AUC (Bre8 under fhe
Amesconcentralion ciras)

8.3

« [Dislikidfion

Bimepirido has a yery low ﬁliﬂbﬂl-ﬂﬂ
volurng (Bppeos. BAE which
feaghly  equal o ihumh
disfribution space, high binding
(=805}, anil A koW Clesmnce (EpOL,
48 mimin,

In animais, glimepifisa |8 excreded in
milk. Chmepinds is transferred to B
placania, Passage of e bloed brain
barrier is ke,

tres)
(1]
profein

-

Bigtmnsfeemalion and shimination
Wean deminant senen hatfife, which
i of relevance for e sensm
concenirafons  under muibiple-doss
condilions, is aboul 5 ¥ 8 hours. Al
high doses, sighfly leger haif-les
were noted,

ANMar 8 single dose of radiclahalad
glimepiride, 50% of the rodi i
wars fecouanad In the umne, and 35%
in Te faeces. Mo unchangad
subshnce was dalacled in the wine.
Twe melabolies - mosl  probebly
resating from hepatc
mtabolism imejor [Zeratlie -]
CYFI0E) - were (centfied both in
wing and faeces: the  hpdroey
dertvaive and e carbouy denvalive,
After orel acmanistralion of ginepiride.
e terminal  halfSves of these
medabolies were 3 to 8 and 5 e
B hipure respacively.

Comparisen of sngle and muispie
dosing ~ revealed  no
significani ciflrancas i
pharmadoainatios, and the
irraindividual varabibty s very o
Theesre weid a0 Peleyant accumesiation.

-

Sppoe popuisions
Pharmacokinetdos  were  gimiar n
makes and femaks. o5 well 28 i
waung and elderty (abowe &S5 waars)
patienis, o patienls with low croatnine
ciearance, §wee was A endency for
glimepinde clearancs io incieass and
for aunrage SRR CONCENGrAlions &
decresss, mosf  probably  resulling
froen & more rapid efiminglion DedEass
of lower protein  binding.  Renal
plimination of he wa melaboliles was
impairad. Crerall no addifonal sk af
accumuiation i 80 be sssumed in such
pasfienia.

Pharmacokinetcs n Bue non-Eebolic
paienis afer bie duct sispery wefe
similsr Lo those in haalhy persond.

-

& fed sludy investigating  the
pharmmeckingtics.  sadaly,  and
cdarabilty of a 1mg single dosa of
gemepEids in 30 pasdiatnc patients (4
children aged 10-12yews and 26
chilgren aged 12-17 years) wilh fype 2
disbeles  showsd mean  AUCg e,
Crun @01 Ty similar fo that présiousty
ofisaved in aduts.

Prochinical safoty data

Precimical alficcks obesrved Otcymed
ol sposures suficienlly in exess of
the masknum human cxposure gt b
indicata [ifla relevance o cinical us,
or were dus ba fhe pharmacodynamic
acton  (Fpoglyceemia) ol tha
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Summary af Produet Characteristics

SANOFI g
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compound. This frding is based on
corwengonal  &xlaly | phammacology,
repauad dose foMcily, penoloxicily,

cErcnogenicky,  and  repisduciion
towcity shodies. I T Ieter (covesing
embrpobaxicity,  leralogenicity el
devalcpmentsl  Sndcily), | advarse
ofiects cheerved ware considered fo
be secondary to the Fypbalycaemic
affects Induced by the compound in
dams aid in offspring

6. PHARMACEUTICAL PARTICULARS
6.1 List of exciplents

Laciose monchydrale,

sodium starch piycolaste (hpe &)
{Ph.Eur.}.

meghesiam seaaba (PhEur), |planl-

et
microcrystaling Gelfulcse,
pereidons 25000,

Asmaryl 1 g faivets

red ingm oxida (E172)

Amary 2 myg fablets

yellowr Fon cxide (E172), indige-
carming aueninksm lake {E132)
Amary 3 mp fableds:

yedlow iron cxida (E172)
Amand 4 my feblets:

indigo-carming aluminium ke (E132)

Ayl 8 i fabbeda
gangat yallow FCF  sluminiim bkn

E110)

8.2 Incompatibllities
MHed applicabb.

B3 Shelf Mg
Ayl 1 mg, 2 mg, 3 ma, 4 mg and
g Iaklals: 3 years

4 Spocial precavtions for siorage

#maryl 1 mg. 2 mg, 2 mg and 4 mg
tsbiets: Do ol slone abowe 3070,
Amaryl & mg fablele: Da not slore
ahove 257G

Siore n he ofigingl package in ame
fa prodect from molsture.

6.5 Mature and caninsts of container
PUCiAlumiriue Bislars.

14, 28, 30, B0, 112, 120, 280 (hospital
pack) and 300 [espibal pack) tablets,

Ml all pack sires may be markebed.

EE Spocial precautions o disposal
Mo specal requirements.

7. MARKETING AUTHORISATION
HOLDER

Sarfi-fwents Dautschand SmbH
BSOS Franklum am Main
Germany

Postal addrass

F.0. Box B0 D& &0

GE5IA Frankfurl am Main
Garmhany

T 440 (011 502 27 31107
Faa: +48 (0)0 802 22 20 11*
E-Mait medinfo deiaanoll com

£

MARKETING AUTHORISATION
HUMBERS

Amargd 1 ] tablets; X28348 0000
Amaryl 2 myg tablets: 32833 .01,00
Aumiaryd 3 my Lablets: 32634 02,00
Amary 4 mp tablieks: 2838 03.00
Amaryl 6 mp bablsta: 52832.04.00
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