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Gliklazid u tableti s
prilagodenim oslobadanjem
— sulfonilurea s dokazanom

koristi kod pacijenata s

dijabetesom tipa 2 u
monoterapiji i kombiniranoj

terapiji

Gliclazide in modified
release formulation — the
sulphonylurea with proven

benefits for patients with

type 2 diabetes mellitus in
monotherapy and in
combination therapy
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SAZETAK: Dijabetes je kronicna bolest cija pojavnost u
svijetu raste. Prema procjenama 2007. godine je 8,4% Europ-
ljana bolovalo od dijabetesa, a ocekuje se i daljnji porast uce-
stalosti bolesti. Uz promjene zivotnog stila, u terapijskom pris-
tupu dijabetesu cesto je neophodna farmakoloska terapija
kako bi se postigla optimalna kontrola glikemije. Gliklazid
MR, najnovija inovacija kod sulfonilurea, omogucava dozira-
nje jednom dnevno, povoljan kardiovaskularni profil i doka-
zanu zastitu od kardiovaskularnih komplikacija. Stovise, ima
minimalan ucinak na tielesnu masu i hipoglikemiju. Ove pred-
nosti cine gliklazid MR vrlo prikladnim za pocetnu monote-
rapiju i za ranu kombiniranu terapiju metforminom, tiazolidin-
dionima i inzulinom. Nedavno objavljena studija je pokazala
visoku stopu neuspjeha kod terapije s metforminom. Kod paci-
jenata kod kojih monoterapija metforminom nije dovela do
odgovarajuce kontrole glikemije, kombinacija gliklazida i
metformina bi se mogla pokazati ucinkovitom. U mnogim kli-
nickim ispitivanjima kombinacija gliklazida i metformina je
osigurala ucinkovitiju kontrolu glikemije u usporedbi s mo-
noterapijom gliklazidom ili metforminom te se pokazalo da
ima dobar sigurnosni profil s obzirom na hipoglikemijske epi-
zode. Ucinkovitost i sigurnost Gliclada®, prvog generickog
gliklazida u formulaciji s prilagodenim oslobadanjem, potvr-
dena je u klinickoj studiji GliSafe.

KLJUCNE RIJECI: dijabetes, sulfonilurea, metformin, kom-
binirana terapija, gliklazid.

SUMMARY: Diabetes is a chronic disease that is growing
in prevalence worldwide. According to estimations 8.4% of
the Europeans had diabetes in 2007, and the population is ex-
pected to growth further. In addition to lifestyle changes, phar-
macological therapy is often necessary to achieve optimal gly-
caemic control in the management of diabetes. Gliclazide MR,
the latest innovation in sulphonylureas, offers once-daily do-
sing, a favorable cardiovascular profile, and proven protection
against cardiovascular complications. Moreover, it has a mi-
nimal effect on body weight and hypoglycaemia. These ad-
vantages make gliclazide MR suitable for both initial mo-
notherapy and early combination therapy with metformin, thi-
azolidinediones and insulin. A recently published study sho-
wed a high secondary failure rate on metformin. In patients in
whom monotherapy with metformin has not led to adequate
glycaemic control, the combination of gliclazide and met-
formin might prove effective. In many clinical trials the com-
bination of gliclazide and metformin provided superior gly-
caemic control compared with gliclazide or metformin mo-
notherapy and showed to have a good safety profile regarding
hypoglycaemic events. The efficacy and safety of Gliclada®,
the first generic gliclazide in modified release formulation,
were confirmed in GliSafe studly.
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svijetu raste. Procjene za 2007. godinu su pokazale

da 8,4% Europljana ima dijabetes. Procijenjena
ucestalost medu odraslima Republike Hrvatske tijekom
2007. godine je iznosila 9,5%'. Problem dijabetesa ce nas-
taviti rasti starenjem populacije, porastom ucestalosti preti-
losti i povecanje ucestalosti dijabetesa tipa 2 kod djece i
adolescenata.

D ijabetes predstavlja kroni¢nu bolest ¢ija pojavnost u

Kao dodatak dijeti, kontroli tjelesne mase i tjelovjezbi,
u lijecenju dijabetesa cesto je neophodna farmakoloska
terapija kako bi se postigla optimalna kontrola glikemije. U
posljednjim paneuropskim smjernicama o dijabetesu, pre-
dijabetesu i kardiovaskularnim bolestima, predlaze se oda-
bir lijekova sukladno s glukometabolickim stanjem?. Ob-
zirom da je dijabetes progresivna bolest obi¢no je potre-

lence worldwide. Estimations for 2007 showed that

8.4% of Europeans had diabetes. The estimated
prevalence in Croatia among adults in 2007 was 9.5%'.
The burden of diabetes will continue to grow with the gro-
wing elderly population, the rising prevalence of obesity
and the increase of type 2 diabetes in childhood and ado-
lescence.

D iabetes is a chronic disease that is growing in preva-

In addition to dietary measures, body weight control
and physical exercise, pharmacological therapy is often
necessary to achieve optimal glycaemic control in the ma-
nagement of diabetes. In the latest pan-European guide-
lines on diabetes, prediabetes, and cardiovascular disease,
selection of medicines based on glucometabolic situation
is suggested’. Because diabetes is a progressive disease it
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ban trajan nadzor nad terapijom kako bi se odrzala kontro-
la glikemije™”.

Skupina sulfonilurea predstavlja klasu oralnih hipogli-
kemika koji se uvelike koriste za lijecenje dijabetesa tipa 2
vec vise od 50 godina. Ovi lijekovi proizvode snazan uci-
nak snizavanja vrijednosti glukoze u krvi stimulirajuci iz-
lucivanje inzulina iz beta-stanica otocica gusterace.

Gliklazid u tabletama s prilagodenim oslobadanjem
(gliklazid MR) predstavlja inovaciju medu sulfonilureama.
Odrzavajuci istu ucinkovitost i sigurnost kao gliklazid IR
(trenutno oslobadanije), formulacija s prilagodenim osloba-
danjem omogucava produljenje ucinkovitog trajanja ak-
tivne supstance, sto omogucuje doziranje jednom dnev-
no*. Dokazano je da ima odredene prednosti pred ostalim
¢lanovima ove skupine, kao sto je nizi rizik od hipoglike-
mije’, ocuvanje funkcije beta-stanica® i vaskuloprotektivni
potencijal neovisan o kontroli glukoze*”. Gliklazid ta-
koder ¢uva sposobnost prekondicioniranja miokarda'",
zastitni mehanizam koji ogranicava ostecenje zbog epizo-
da ishemije. Gliklazid je takoder pokazao svoju dodatnu
vrijednost u kombinaciji s metforminom, tiazolidindioni-
ma, inhibitorima alfa-glukozidaze i inzulinom®'*'.

Metformin se opcenito u medunarodnim smjernicama
preporuc¢a kao primarna terapija. Medutim, nedavno ob-
javljena studija, koja je ukljucila 1.799 pacijenata s dijabe-
tesom tipa 2, pokazala je visoki sekundarni stupanj ne-
uspjeha na metforminu od 42% ispitanika”. Ovo je srednja
godisnja stopa neuspjeha od 17% godisnje. Pacijenti koji
nisu bili uspjesno kontrolirani metforminom mogli bi imati
koristi dodatkom jos jednog antidijabetika koji djeluje si-
nergisticki u kombinaciji s metforminom.

Kod pacijenata kod kojih monoterapija metforminom
nije dovela do odgovarajuce kontrole glikemije, kombina-
cija gliklazida i metformina bi se mogla pokazati ucinko-
vitom. Gliklazid i metformin imaju sinergisticki uc¢inak, po-
$to oba lijeka u poboljsanju tolerancije glukoze djeluju ra-
zlicitim primarnim mehanizmima djelovanja. U mnogim
klinickim studijama je kombinacija gliklazida i metformina
pruzila superiornu kontrolu glikemije u usporedbi s mono-
terapijom gliklazidom ili metforminom’. U studiji GUIDE,
dodatak gliklazida s prilagodenim oslobadanjem uz met-
formin i dijetu rezultiralo je 1% snizenjem vrijednosti
HbA1C’ (Slika 1).
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typically requires ongoing therapeutic adjustments to
maintain glycaemic control*’.

Sulphonylureas are a class of oral hypoglycaemic
agents that have been widely used for the treatment of type
2 diabetes for more than 50 years. They produce a strong
blood-glucose lowering effect by stimulating insulin secre-
tion from the beta-cells of the pancreatic islets.

Gliclazide in the new, modified release formulation
(gliclazide MR) is the latest innovation in sulphonylureas.
While maintaining the same efficacy and safety as glicla-
zide IR (immediate release), the modified release formula-
tion enables prolongation of effective duration of the active
substance and, hence, one-daily dosage’. It was proven to
have certain advantages over the other members of this
group, such as a lower risk for hypoglycaemia®, preserved
beta-cell function® and vasculoprotective potential inde-
pendent of the glucose control*”. Gliclazide also pre-
serves myocardial preconditioning'®'", a protective mecha-
nism that limits the damage of an ischemic event. Glicla-
zide has also shown its added value in combination with
metformin, thiazolidinediones, alfa-glucosidase inhibitors
and insulin®'*",

Metformin is generally recommended as first-line ther-
apy in the international guidelines. However, a recently
published study, in which 1799 type 2 diabetic patients
were included, showed a high secondary failure rate on
metformin of 42% of the patient population studied”. This
is a mean failure rate of 17% per year. The patients that are
not controlled on metformin alone might benefit from the
addition of another oral antidiabetic agent that works sy-
nergistically in combination with metformin.

In patients in whom monotherapy with metformin has
not led to an adequate glycemic control, the combination
of gliclazide and metformin might be of benefit. Gliclazide
and metformin have a synergistic effect, since both agents
act to improve glucose tolerance by a different primary
mechanism of action. In many clinical trials the combina-
tion of gliclazide and metformin provided superior gly-
cemic control compared with gliclazide or metformin mo-
notherapy’. In the GUIDE study, the addition of gliclazide
modified release formulation to a diet and metformin was
associated with a 1% decrease of HbA1C’ (Figure 1).
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Gliklazid MR ne poboljsava samo kontrolu glikemije
kada se koristi u kombinaciji s metforminom nego ta kom-
binacija takoder ima dobar sigurnosni profil obzirom na
pojavu hipoglikemijskih epizoda’.

Gliclada®, koju proizvodi Krka, predstavlja prvi gene-
ricki gliklazid s formulacijom s prilagodenim oslobada-
njem. U potpunosti je usporediv s izvornim proizvodom
kao sto su pokazala ispitivanja in vitro testiranja otapa-
njem, kao i in vivo studije bioekvivalencije. To je proizvod
s dobro utemeljenim medunarodnim klinickim koristenjem
te je do danas registriran u 25 zemalja diljem Europe'. Go-
dine 2009. je vise od 500.000 pacijenata uspjesno lijeceno
Krkinim gliklazidom MR'™. Njegova ucinkovitost i sigurnost
u svakodnevnoj klinickoj praksi je takoder potvrdena u
vlastitoj klinickoj studiji, studiji GliSafe"®. Rezultati studi-
je GliSafe pokazuju da Krkin gliklazid MR nudi uc¢inkovitu
i sigurnu terapiju u ambulantnim uvjetima. Studija je poka-
zala snizavanje prosjecne jutarnje glukoze u plazmi nata-
$te s 9,7 mmol/l na 6,7 mmol/l bez potrebe za farma-
koloskim ili ostalim terapijskim intervencijama zbog neze-
lienih reakcija. Terapija je ocijenjena kao “odli¢na” ili “vr-
lo dobra” kod vise od 90% pacijenata. Rezultati studije
GliSafe su potvrdili prednosti 24-satne kontrole glukoze s
jednodnevnim doziranjem i dobrim profilom tolerancije
Krkinog gliklazida MR,

Gliklazid pruza nekoliko prednosti u lijec¢enju dijabete-
sa tipa 2: doziranje jednom dnevno, povoljan kardiovasku-
larni profil, ocuvanje funkcije beta-stanica i dokazanu za-
stitu od kardiovaskularnih komplikacija. Ima minimalan
ucinak na tjelesnu masu te je povezan s niskom pojavnosti
hipoglikemije. Ove prednosti cine gliklazid MR vrlo pri-
kladnim i za poc¢etnu monoterapiju i ranu kombiniranu ter-
apiju s metforminom, tiazolidindionima i inzulinom. Uzi-
majuci u obzir da je nedavno objavljena studija pokazala
visoki sekundarni stupanj neuspjeha na metforminu, kod
tih pacijenata bi mogla biti korisna kombinacija gliklazida
i metformina. U mnogim klinickim ispitivanjima kombina-
cija gliklazida i metformina je osigurala superiornu glike-
mijsku kontrolu u usporedbi s monoterapijom gliklazidom
ili metforminom te se pokazalo da ima dobar sigurnosni
profil s obzirom na hipoglikemijske epizode. Ucinkovitost
i sigurnost Krkinog gliklazida MR, prvog generickog glik-
lazida u formulaciji s prilagodenim oslobadanjem, potvr-
denu u klinickoj studiji GliSafe.
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Gliclazide MR does not only improve glycaemic con-
trol when used in combination with metformin, the combi-
nation was also shown to have a good safety profile regar-
ding hypoglycaemic events’.

Gliclada®, produced by Krka, is the first generic gli-
clazide in modified release formulation. It is fully compa-
rable with the originator’s product, as shown by in vitro
dissolution tests as well as in vivo bioequivalence studies.
It is a product with a well-established international clinical
experience, as to date it has been registered in 25 countries
all over Europe'. In 2009, over 500,000 patients were suc-
cessfully treated with Krka's gliclazide MR™. lts efficacy
and safety in everyday clinical practice have been con-
firmed in an own clinical study, the GliSafe study""". The
GliSafe study results demonstrate that Krka's gliclazide MR
offers an effective and safe therapy in ambulatory condi-
tions. The study demonstrated a decrease of the average
morning fasting plasma glucose from 9.7 mmol/l to 6.7
mmol/l without the need for pharmacological or other ther-
apeutical intervention for adverse reactions. Therapy was
evaluated as “excellent” or “very good” in more than 90%
of the patients. The results of the GliSafe study confirmed
the advantages of 24-hour glucose control with once-daily
dosing and good tolerability profile of Krka's gliclazide
MRW,]S.

Gliclazide offers several advantages in the treatment of
type 2 diabetes: once-daily dosing, a favorable cardiovas-
cular profile, preservation of beta-cell function, and proven
protection against cardiovascular complications. It pro-
duces a minimal effect on body weight and is associated
with a low incidence of hypoglycaemia. These advantages
make gliclazide MR suitable for both initial monotherapy
and early combination therapy with metformin, thiazo-
lidinediones and insulin. Considering that a recently pub-
lished study showed a high secondary failure rate on met-
formin, in these patients the combination of gliclazide and
metformin might be of benefit. In many clinical trials, the
combination of gliclazide and metformin provided superi-
or glycaemic control compared with gliclazide or met-
formin monotherapy and showed to have a good safety
profile regarding hypoglycaemic events. The efficacy and
safety of Krka’s gliclazide MR, the first generic gliclazide in
modified release formulation, were confirmed in GliSafe
clinical study.
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