STRANICA SPONZORA ‘ SPONSOR’S PAGE

Strucni rad

Professional article

B Krkini lijekovi — generacije znanja za bolje zdravlje bolesnika

Krka's Medicines — Generations of Knowledge for Better Health of

Patients

Breda Barbi¢-Zagar*,
Tina Dular-Meglic,
Jana Golob,

Alenka Kmecl,
Natasa Uranic,

Sasa Zikié

Krka, d. d., Novo mesto,
Slovenija

Krka, d. d., Novo mesto,
Slovenia

RECEIVED:
July 1, 2024

UPDATED:
July 5, 2024

ACCEPTED:
July 10, 2024

O cardiologia Croatica
2024;19(7-8):322.

SAZETAK: Vjerujte u mo¢ znanja. U pouzdanost pri odabiru lijeéenja. U odanost misiji koja na prvo
mjesto stavlja zdravlje. To su vrijednosti koje povezuju Krku ve¢ 70 godina. Nasa je glavna svrha biti
pouzdan globalni partner u zdravlju za lijeénike, ljekarnike i bolesnike, dok je istodobno nasa misija
razvijati visokokvalitetne, sigurne i uc¢inkovite lijekove. Nedavno je dokazano koliko je vaZan verti-
kalno integriran model proizvodnje. Taj model omogucéuje nam potpun nadzor nad cijelim procesom
proizvodnje, od djelatne tvari do gotovog proizvoda, ¢ime se osigurava visoka kvaliteta. Nase inovacije
dokazuju nasu predanost dobrobiti potrosaca. Posljednjih smo godina plasirali na trziste nekoliko
vrijednih fiksnih kombinacija lijekova u jednoj tableti. One uklju¢uju kombinacije antihipertenziva
koje su u Sirokoj uporabi, kao i druge kombinacije s kojima smo bili predvodnici medu farmaceutskim
proizvodacima. Na$ opsiran portfelj lijekova nudi pomo¢ za najéesée bolesti te zdravstvenim djelat-
nicima pruza razne opcije lije¢enja. Takoder smo jedna od malobrojnih generi¢kih farmaceutskih
tvrtki ¢iji su lijekovi potkrijepljeni brojnim klini¢kim ispitivanjima provedenima nakon njihove regis-
tracije, a koja dokazuju njihovu u¢inkovitost i sigurnost u klini¢koj praksi. Ve¢ 70 godina predani smo
zdravlju sadasnjih i buduc¢ih narastaja.

SUMMARY: Trust in the power of knowledge. Reliability in choosing treatment. Loyalty to a mission
that prioritizes health above all. These are the values that have been the foundation of Krka for 70
years. Our main purpose is to be a reliable global partner in health for doctors, pharmacists, and pa-
tients, while pursuing our mission to develop high-quality, safe, and effective medicines. The impor-
tance of the vertically integrated production model has been recently demonstrated. This model al-
lows us to have complete oversight of the entire production process, from the active ingredient to the
finished product, ensuring high-quality. Our innovations demonstrate our dedication to the well-being
of consumers. In recent years, we have launched several valuable single-pill combinations. These in-
clude widely used combinations of antihypertensives, as well as other combinations for which we
were pioneers among pharmaceutical producers. Our extensive portfolio of medicines addresses most
common diseases, providing healthcare professionals with a variety of treatment options. We are also
one of the few generic pharmaceutical companies whose medicines are supported by numerous post-
registration clinical studies, demonstrating their effectiveness and safety in clinical practice. For 70
years, we have been committed to the health of current and future generations.
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Uvod

Vjerujte u mo¢ znanja. U pouzdanost pri odabi-
ru lijecenja. U odanost misiji koja na prvo mjesto
stavlja zdravlje. To su vrijednosti koje povezuju
Krku ve¢ 70 godina. Ve¢ sedam desetljeca preda-
ni smo zdravlju. Uvijek nastojimo u obzir uzeti
potrebe ljudi.

Introduction

Trust in the power of knowledge. Reliability in
choosing treatment. Loyalty to a mission that
prioritizes health above all. These are the values
that have been the foundation Krka for 70 years.
For seven decades now, we have been commit-
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Prisutnost diljem svijeta

Nasa je misija potaknutiljude da Zive zdrav Zivot. Glavna nam
je svrha biti pouzdan globalni partner u zdravlju za lije¢ni-
ke, ljekarnike i bolesnike. Nasi lijekovi, koji potjecu iz nase
mati¢ne tvrtke u Sloveniji, postali su prisutni Sirom svijeta.
Imamo proizvodna postrojenja u raznim dijelovima Europe,
a sva ona odrzavaju iste standarde kvalitete. Nasi medicinski
predstavnici dijele informacije o nasim lijekovima te najno-
vije smjernice za lije¢enje sa zdravstvenim djelatnicima na
viSe od 40 trzista diljem svijeta te ih tako podrZavaju u rje-
Savanju medicinskih problema. Danas se nasim proizvodima
lijec¢i vise od 100 milijuna ljudi u vise od 70 zemalja. Najvazni-
ja skupina proizvoda medu njima farmaceutski su proizvodi
koji se izdaju na recept.!

Vrlo raznolika ponuda lijekova protiv
najcescih bolesti

Kardiovaskularne bolesti (KVB) ve¢ su desetlje¢ima vodeéi
uzrok mortaliteta i vazan ¢imbenik koji pridonosi onespo-
sobljenosti. Godine 2021. ¢ak 20,5 milijuna ljudi umrlo je od
kardiovaskularne (KV) bolesti, a taj je broj ¢inio oko trec¢ine
umrlih diljem svijeta.?Dodatno se trudimo kako bismo istra-
7ili nac¢ine optimalnoga zbrinjavanja ¢imbenika rizika za
KVBidabismo poboljsali medicinske intervencije za smanje-
nje klinickog optere¢enja povezanog s razvojem spomenutih
bolesti. Povisen arterijski tlak (AT) i visoke razine lipida u krvi
dva su od najc¢esc¢ih KV ¢imbenika rizika koji se pojavljuju
istodobno jer su ¢esto prisutni u iste osobe.® To se moglo ja-
sno vidjeti u nedavno dobivenim rezultatima epidemioloskog
istrazivanja DISCOVERY, u kojem je 54 % bolesnika imalo obje
bolesti. Istrazivanje je bilo prospektivno te je ispitivalo lijece-
nje arterijske hipertenzije i/ili hiperkolesterolemije u klinic-
koj praksiizmedu 2021.12022. godine u skupini zemalja jugo-
istoéne Europe s visokim ili vrlo visokim rizikom.**Bolesnici
su opazani tijekom razdoblja od 12 tjedana, a podatci su bi-
ljeZeni u dvama navratima. Prikupljeni podatci odraZavaju
trenutacnu situaciju oko prac¢enja smjernica za lijeCenje obiju
bolesti u uobi¢ajenoj klinickoj praksi. Sveukupno, od svih bo-
lesnika s hipertenzijom i hiperkolesterolemijom, u samo 4,7 %
oboljelih postignute su ciljne razine AT-a i LDL kolesterola de-
finirane u smjernicama (slika 1).4¢7

Pomno pratimo naj¢esce bolesti 1 nudimo Sirok portfelj li-
jekova za njih. Ponosni smo §to omogucéujemo 1000 proizvo-
da za najceSce bolesti naseg vremena. Svaki dan nudimo
razna rjesenja osobama s hipertenzijom. Inhibitori angioten-
zin-konvertaze (ACE inhibitori) i sartani dvije su od najvazni-
jih skupina antihipertenziva u nasemu trenuta¢nom portfe-
lju. Od ACE inhibitora nudimo najopsezniji raspon proizvoda
temeljenih na perindoprilu u Europi, od monoterapije do cije-
log raspona dvojnih ili trojnih fiksnih kombinacija lijekova u
jednoj tableti, kao i fiksne kombinacije sa statinima. Usto, nu-
dimo i brojne proizvode temeljene na sartanima, ukljucéujuci
valsartan, losartan i telmisartan. Portfelj proizvoda sa sarta-
nima ukljucuje fiksne kombinacije lijekova u jednoj tableti ba-
zirane na sartanima koje sadrze diuretik i blokator kalcijevih
kanala.! Za osobe s pove¢anim rizikom od KVB-a nas se port-
felj sastoji od dvaju statina visokog intenziteta, atorvastatina
1 rosuvastatina, ¢iji je cilj smanjiti razinu LDL kolesterola za
najmanje 50 %. Takoder nudimo fiksnu kombinaciju rosu-
vastatinaiezetimiba (Co-Roswera®).! Osim ovih lijekova, Krka

Barbi¢-Zagar B, Dular-Megli¢ T, Golob J, Kmecl A, Uranié N, Ziki¢ S.

ted to health. We consistently endeavor to consider people’s
needs.

Worldwide presence

Our mission is to enable people to live a healthy life. Our main
purpose is to be a reliable global partner in health for doctors,
pharmacists and patients. Our medicines, originating from
our parent company in Slovenia, have reached far and wide.
We have established manufacturing facilities in various parts
of Europe, all maintaining the same quality standards. Our
medical representatives share information about our medi-
cines and the latest treatment guidelines with healthcare
professionals in over 40 markets worldwide, supporting them
in solving medical issues. Today, more than 100 million peo-
ple in over 70 countries are being treated with our products.
Among these, the most important product group are prescrip-
tion pharmaceuticals.!

Wide variety of medicines against most
common diseases

For decades, cardiovascular diseases (CVDs) have been the
leading cause of mortality and a major contributor to disabili-
ty. In 2021, 20.5 million people died from a cardiovascular (CV)
condition, a figure that accounted for around one-third of all
global deaths.? Efforts are being made to investigate ways to
optimally manage risk factors for CVD and to improve medi-
cal interventions reducing the clinical burden associated
with the development of the disease. High blood pressure (BP)
and high levels of blood lipids are two of the most commonly
co-occurring CV risk factors, as they are often present in the
same individuals.® This wasevident in the recently published
results of the DISCOVERY epidemiological study, where 54% of
patients had both diseases. This was prospective study inves-
tigating the management of arterial hypertension (AH) and/
or hypercholesterolemia (HCL) in real-world clinical practice
between 2021 and 2022 in a cluster of South-Eastern Euro-
pean countries with high or very-high risk.*s Patients were
observed over the course of 12 weeks, with data recorded at
two time points. The collected data reflect the current situ-
ation regarding adherence to guidelines in the management
of both diseases in regular clinical practice. Overall, among
all patients with AH and HCL, only 4.7% reached the target BP
level and LDL-cholesterol (LDL-C) goals as defined by guide-
lines (Figure 1).457

At Krka, we closely monitor most common diseases and
offer a wide portfolio of medicines to address them. We take
pride in providing 1,000 products for most common diseas-
es of our time. Every day, we offer a variety of solutions for
individuals with hypertension. Angiotensin-converting en-
zyme inhibitors (ACE inhibitors) and sartans are two of the
most important classes of antihypertensives in our current
portfolio. Regarding ACE inhibitors, we provide the most
comprehensive perindopril-based product range in Europe,
from monotherapy to a range of double or triple single-pill
combinations (SPC) and SPCs with statins. Additionally, we
offer many sartan-based products, including valsartan, losar-
tan, and telmisartan. The sartan product portfolio includes
sartan-based SPCs with a diuretic and a calcium channel
blocker.! For individuals at increased CVD risk, our portfolio
consists of two high-intensity statins, atorvastatin and ro-
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FIGURE 1. Reaching target BP levels among patients with AH, LDL-C goals among patients with HCL, and target levels (defined by the

guidelines) for both BP and LDL-C among patients with both diseases.

BP - blood pressure; AH - arterial hypertension; LDL-C — LDL cholesterol; HCL — hypercholesterolemia; ESC/EAS — European Society of Cardiology/
European Atherosclerosis Society

ulazi na novo terapijsko podrucje antikoagulantnih lijekova s
lijekom Xerdoxo® (rivaroksaban), jednim od najnaprednijih
antikoagulansa, i lijekom Daxanlo® (dabigatran).! Usto, pruza-
mo opcije za glikemijsku kontrolu za Sirok spektar bolesnika s
dijabetesom s lijekom Maysiglu® (sitagliptin, inhibitor dipepti-
dil peptidaze-4) ili njegovom fiksnom kombinacijom Maymet-
si® (sitagliptin/metformin).!

Visoka kvaliteta osigurava pouzdane
lijekove

Nas$a je misija razvijati visokokvalitetne, sigurne i u¢inkovite
lijekove te u tom pogledu ne pristajati na kompromise. Pre-
dani smo kontinuiranom ulaganju u razvoj i istrazivanje te
suvremenoj tehnologiji, opremi i procesima. Inovaciji, koju
uklju¢ujemo u sve svoje operacije. Brojni laboratorijski testovi
1 analize osiguravaju sveobuhvatnu kontrolu kvalitete. Nasi
kvalificirani 1 predani timovi odani su svom radu i svojim
krajnjim klijentima, bolesnicima.

Nedavno je dokazano koliko je vazan na$ vertikalno in-
tegriran model proizvodnje jer omogucuje tvrtki potpun
nadzor nad cijelim procesom proizvodnje, od djelatne tvari
do gotovoga proizvoda. Rezultat je toga visoka kvaliteta bez
iznenadenja. U Europi je nekoliko proizvodaca lijekova koji
su sadrzavali valsartan, losartan i irbesartan moralo povuci
svoje proizvode s trzista zbog nitrozaminskih necistoc¢a. Na-
kon temeljite analize Europska agencija za lijekove postavila
je ogranicenja najvisih dopustenih razina nitrozaminskih
necisto¢a u proizvodima koji sadrzavaju sartane sa svrhom
da u buducnosti postigne nemjerljivu razinu necistoc¢a.® Godi-
ne 2021. pojavile su se informacije o potencijalno mutagenim
azidnim necisto¢ama u odredenim proizvodima koji sadrza-

O cardiologia Croatica
2024:19(7-8):324.

suvastatin, aiming for at least a 50% reduction in LDL-C. We
also offer an SPC containing rosuvastatin and ezetimibe (Co-
Roswera®).! In addition to these medicines, Krka is entering
a new therapeutic area with anticoagulant medicines with
Xerdoxo® (rivaroxaban), one of the most advanced anticoagu-
lants, and Daxanlo® (dabigatran).! Furthermore, we provide
options for glycemic control for a broad spectrum of diabetic
patients with Maysiglu® (sitagliptin, a dipeptidyl peptidase-4
inhibitor) or its SPC Maymetsi® (sitagliptin/metformin).!

High-quality-assured reliable medicines

Our mission is to develop high-quality, safe, and effective
medicines and to make no compromises in this regard. We
are committed to continuous investments in development
and research and committed to state-of-the-art technology,
equipment, and processes. We are also committed to innova-
tion, which we incorporate into all our operations. Numerous
laboratory tests and analyses ensure comprehensive quality
control. Our skilled and dedicated teams are devoted to their
work, and their final clients, the patients.

Recently, it has been demonstrated how important our ver-
tically integrated production model is, as it allows the com-
pany to have complete oversight of the entire production pro-
cess, from the active ingredient to the finished product. This
results in high quality with no surprises. In Europe, several
producers of medicines containing valsartan, losartan, and ir-
besartan had to withdraw their products from the market due
to nitrosamine impurities. After an in-depth analysis, the Eu-
ropean Medicines Agency set limits on maximum levels of ni-
trosamine impurity levels in sartan-containing products with
the goal of achieving no quantifiable impurities in the future.®
In 2021, information emerged about potentially mutagenic



vaju sartane. Posljedi¢no je Europska direkcija za kvalitetu
lijekova (EDQM) zahtijevala od proizvodaca da opozovu svoje
proizvode s trziSta i poduzmu odgovarajuc¢e radnje kako bi
osigurali da je razina azidnih necisto¢a ispod propisanog pra-
ga.*® Ove mjere nisu utjecale na nase lijekove s valsartanom
jer su znanstveno ispitane metode sinteze djelatnih tvari iz
skupine sartana sprijecile nastanak nitrozaminskih nec¢isto-
¢a. Zbog odsutnosti bilo kakvih mjerljivih razina nitrozamin-
skihiazidnih necistoca (koje su otkrivene samo u tragovima,
znatno ispod dopustenog praga), nasi su valsartani ostali dos-
tupni bolesnicima bez ogranic¢enja jos od svojeg plasiranja na
trziste.*2 Za nekoliko Krkinih lijekova, ukljué¢ujuc¢i i nas val-
sartan, EDQM je izdao certifikat o prikladnosti, koji ¢ini najvi-
§i standard kvalitete u Europi.!t*314

Nagradene inovacije dokazuju nasu predanost dobrobi-
tl potrosaca. Nasi stru¢njaci neprestano traze nova rjesenja
koja ¢e olaksati lijecenje 1 poboljsati pridrZzavanje s terapijom,
§to potom dovodi do boljih terapijskih ishoda. Posljednjih je
godina Krka na trziste plasirala nekoliko vrijednih fiksnih
kombinacija lijekova u jednoj tableti, uklju¢ujuéi vrlo cesto
primjenjivane kombinacije ACE inhibitora ili sartana s diu-
reticima ili amlodipinom, kao i trojne kombinacije s objema
tvarima. Takoder nudimo kombinacije statina i ezetimiba,
koje su kljuéne za pruzanje intenzivnih oralnih terapija za
smanjenje razina lipida brojnim bolesnicima s pove¢anim KV
rizikom. Nas portfelj uklju¢uje kombinacije s kojima smo bili
predvodnici medu farmaceutskim proizvodac¢ima, kao §to je
kombinacija rosuvastatin/perindopril/indapamid (Roxiper®)
za 1stodobno lijecenje hipertenzije 1 hiperkolesterolemije, koja
je dostupna u Hrvatskoj.

Osim toga $to su povecali nase moguénosti proizvodnje,
optimirani procesi proizvodnje takoder su poboljsali i kvali-
tetu djelatnih tvari te smanjili opasan otpad. To smanjuje nas
negativan utjecaj na okoli$ te osigurava odrzivu buducénost.
Preko dijaloga sa struénjacima, neprestano trazimo rjesenja
imajuc¢i na umu ljude 1 okoli§. Taj uloZeni trud rezultirao je
nasom prvom ESG ocjenom odrzivosti 2023. godine, koja nas
je pozicionirala medu 10 % najboljih farmaceutskih tvrtki u
svijetu.!

Dokazivanje klinicke djelotvornosti

Nasi su lijekovi klini¢ki dokazani — podrZzavamo vas u va-
Semu samouvjerenom pristupu klini¢koj praksi. Krka je jed-
na od malobrojnih generi¢kih farmaceutskih tvrtki ¢iji su
lijekovi potkrijepljeni velikim brojem klini¢kih ispitivanja
provedenima nakon njihova registriranja. Nakon $to se lijek
plasira na trziste njegova djelotvornost i sigurnost prate se u
svakodnevnoj praksi putem klini¢kih ispitivanja koja omogu-
¢uju Sire znanje i bolju upoznatost s lijekovima tvrtke. Snasim
je lijekovima provedeno nekoliko medunarodnih intervencij-
skih klini¢kih ispitivanja, uklju¢ujuc¢i INTER-ARS (Atoris®)®,
HEMERA (Ampril® i Lorista® i njihove fiksne kombinacije)®,
ROSU-PATH (Roswera®)¥, VICTORY (Valsacor® i njegove fiks-
ne kombinacije)® i PRECIOUS (Dalneva® i Co-Dalneva®).1*?° Ta
klini¢ka ispitivanja pridonose znanstvenim postignuéima,
znanstveno su opravdana te se provode u skladu s primje-
njivim zakonskim propisima, smjernicama o dobroj praksi i
etickim standardima. Stoga su podatci dobiveni spomenutim
klini¢kim ispitivanjima vjerodostojni i toéni. Usto, s nasim su
lijekovima provedena i brojna neintervencijska klinicka ispi-
tivanja, u kojima su bolesnici pra¢eni u uobic¢ajenoj klinickoj
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azido impurities in certain sartan-containing products. As a
result, the European Directorate for the Quality of Medicines
(EDQM) required producers to recall their products and take
appropriate actions to ensure that the level of azido impurities
was below the threshold levels.®!® Our valsartan medicines
were not affected by these measures because the scientifical-
ly evaluated synthesis routes of the sartan active ingredients
prevented the formation of nitrosamine impurities. Due to the
absence of any quantifiable levels of nitrosamine and azido
impurities (which were detected only in traces, significantly
below the permissible limit), our valsartans have remained
available to patients without restriction since their launch.!12
Several of Krka's medicines, including our valsartan, have ob-
tained a Certificate of Suitability issued by the EDQM, which
represents the highest quality standard in Europe 134

Award-winning innovations demonstrate our dedication to
the well-being of consumers. Our experts continuously seek
new solutions to make treatment easier and improve adher-
ence, which in turn enhances therapeutic outcomes. In recent
years, Krka has launched several valuable SPCs, including
widely used combinations of ACE inhibitors or sartans with
diuretics or amlodipine, as well as triple combinations with
both. We also offer combinations of statins and ezetimibe,
which are crucial for providing intensive oral lipid-lowering
therapies to many patients at increased CV risk. Our portfo-
lio includes combinations for which we were pioneers among
pharmaceutical producers, such as the rosuvastatin/perindo-
pril/indapamide combination (Roxiper®) for the concomitant
treatment of AH and HCL available in Croatia.

Optimized production processes have not only increased
our production capacity but also improved the quality of ac-
tive substances and reduced hazardous waste. This reduces
our negative impact on the environment and ensures a sus-
tainable future. In dialogue with experts, we continually seek
solutions with people and the environment in mind. These
efforts resulted in our first ESG sustainability rating in 2023,
positioning us among the top 10% of pharmaceutical compa-
nies worldwide!

Demonstrating clinical efficacy

The effectiveness and efficacy of our medicines are clinically
proven — we support you in your confident approach to clini-
cal practice. Krka is one of the few generic pharmaceutical
companies whose medicines are supported by a large num-
ber of post-registration clinical studies. After a medicine is
launched on the market, its efficacy and safety are monitored
in everyday practice through clinical studies, providing more
in-depth knowledge and familiarity with the company’s med-
icines. Several international interventional clinical studies
have been conducted with our medicines, including INTER-
ARS (Atoris®)*, HEMERA (Ampril® and Lorista® and their sin-
gle-pill combinations), ROSU-PATH (Roswera®)?, VICTORY
(Valsacor® and its single-pill combinations)* and PRECIOUS
(Dalneva® and Co-Dalneva®).’*?® These clinical trials con-
tribute to scientific achievements, are scientifically justified,
and are conducted in compliance with applicable legal re-
quirements, good practice guidelines, and ethical standards.
Therefore, the data obtained from these clinical trials are
credible and accurate. Additionally, numerous non-interven-
tional clinical studies, monitoring patients in regular clini-
cal practice and following established treatments, have been
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praksi i koja su pratila dobro uhodane terapije. Najnovije ispi-
tivanje koje je u tijeku jest istrazivanje DIVERSITY, u kojem se
ispituju Krkin sitagliptin i njegova fiksna kombinacija s met-
forminom u raznim skupinama bolesnika s dijabetesom tipa
2. Privremena analiza istrazivanja DIVERSITY pokazala je
statisticki zna¢ajno smanjenje razina hemoglobina Alc, glu-
koze u plazmi nataste i postprandijalne glukoze nakon Sest
mjeseci lijecenja. Oba su lijeka, u pravily, bila dobro podnoslji-
va, bez znatnog rizika od hipoglikemije. Nadalje, unato¢ tomu
Sto je ve¢ina bolesnika s komorbiditetima imala hipertenziju,
dodavanje sitagliptina ili fiksne kombinacije sitagliptin/met-
formin nije povecalo rizik od KV komplikacija.

Djelotvornost i sigurnost nasih lijekova dokazane su u ve-
likom rasponu bolesnika, u vise od 150 klini¢kih ispitivanja,
koja su uklju¢ivala gotovo 350 000 bolesnika iz 27 zemalja.!
Stoga su rezultati tih klini¢kih ispitivanja jedna od kljuénih
dodanih vrijednosti Krkinih lijekova te pridonose to¢nim i
pouzdanim odlukama u svakodnevnoj skrbi za bolesnike.

Zakljucak

Vec¢ 70 godina predani smo zdravlju sadasnjih i buducih na-
rastaja. U povodu te godisnjice nasa je najveca Zelja ostati vas
pouzdan partner. Nastavit ¢emo raditi zajedno s vama kako
bismo ispunili zajedni¢ku misiju: zivjeti zdrav Zivot.

conducted with our medicines. The latest ongoing study is the
DIVERSITY study on Krka's sitagliptin and its SPC with metfor-
min in various groups of type 2 diabetic patients. The interim
analysis of the DIVERSITY study demonstrated a statistically
significant reduction in hemoglobin Alc, fasting plasma glu-
cose, and postprandial glucose after six months of treatment.
Both medicines were generally well-tolerated, without a signifi-
cant risk of hypoglycemia. Furthermore, despite the majority
of patients with comorbidities having AH, adding sitagliptin or
sitagliptin/metformin SPC did not appear to increase the risk
of CV complications.

The efficacy and safety of our medicines have been demon-
strated in a wide range of patients, in over 150 clinical stud-
ies, and involving nearly 350,000 patients from 27 countries.!
Therefore, the results of these clinical studies are one of the key
added values of Krka's medicines, contributing to accurate and
reliable decisions in everyday patient care.

Conclusion

For 70 years, we have been committed to the health of current
and future generations. On this anniversary, our greatest wish
is to remain your reliable partner. We will continue to work to-
gether with you to fulfil our common mission: living a healthy
life.
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