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Tolerability of enzyme inhibitors for the conversion of angiotensin IT and antagonistic
receptors of angiotensin II type I

Introduction: Hypertension is an extremely significant issue for public health worldwide. Despite the existences of efficient treatments, according to
WHO approximately 7.5 million deaths are caused by this disease. The right treatment reduces considerably the mortality rate caused by hypertension.
Taking into consideration that medication treatment of hypertension is a long-term one, the patients” level of endurance of medication treatment and
the adverse effect of this, are major factors that cause the patients’ compliance to the treatment. The goal is to study the typical adverse effects and their
frequency when administrating hypertension treatment. Methods and materials: The results of randomized and controlled studies from the last seventeen
years, consorting of at least 100 participants, were deeply analyzed. Results: Data regarding adverse effects of angiotensin converting enzyme inhibitors II,
captopril, enalapril, lisinopril, ramipril, lotensin and angiotensin II type 1 receptor blockesr losartan, candesartan, valsartan, and omelsartan was obtained.
Conclusion: The existence of new drugs does not solve the problem, but rather ameliorate the adverse effects. Their frequency varies from study to study
in dependence to the geographical variability. The frequency of adverse effects, which affects the patients’ refusal to continue the treatment, is significantly
smaller when administering sartanes, compared to the number of adverse reactions when administrating angiotensin converting enzyme inhibitors II.
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Knmanyeckas nmepeHOCMMOCTh MHTMOUTOPOB aHIMOTeH3uH II-npeBpamaronero
(depMeHTa M AaHTATOHIICTOB peLeNTOPOB aHrMoTeH3nHa II nepsoro Tuma

Baepenne. [unepronideckas 60Ie3Hb AB/AETCS YPE3BBIYAITHO BAXKHOIT IIPO6/IeMOIt 7151 0611[eCTBEHHOTO 3IpaBOOXpaHeH s Bo BceM Mupe. Hecmotpst
Ha Ha/mune 3QeKTYBHBIX aHTUTUIIEPTEH3MBHBIX CPEfICTB, 110 TaHHBIM BO3, 0K0710 7,5 MU/IIMOHA CMepTelt BbI3BaHbI JaHHBIM 3abo7eBanyeM. ITpaBuibHOE
JIe4eHNe 3HAYMUTETbHO CHIKAeT CMEPTHOCTD OT TMIIEPTOHMM. Y UNThIBAsA, YTO AHTUTUIIEPTEH3VIBHOE MeIMKaMEHTO3HOE JIeYeHe AB/IAeTCS NN TENbHbIM,
MePeHOCHMOCTb aHTUTUIIEPTEH3MBHBIX IIPEIIAPATOB I MX MOOOYHbIE 9 DEKTHI ABIAIOTCA BKHBIMIA MOMEHTAMI, OIIPENe/AIOIIMMI IIPUBEP)KEHHOCTD
MaIMeHToB K edeHno. Ilenpro uccnenoBanms 6bUIO M3ydeHNe JaHHDIX O TUIIMYHBIX TOOOYHBIX 9 PeKTax I X YaCTOTe IPY IpMeMe TUIOTEH3MBHBIX
cpencTs. MaTtepuan 1 MeTOAbL. Bblin paccMOTpeHbI pe3y/IbTaThl PAaHOMU3MPOBAHHBIX, KOHTPOIMPYEMbIX MCCIEJOBAHMI C KOMNYIECTBOM YYaCTHUKOB
He MeHee CTa, ITyOuHOI roucka 17 et. PeaynmbraTbl. Boimu momydeHsl faHHbIe 0 MTOOOYHBIX peakuusax HHrbuTopos ATID kanmTompn, sHanampu,
JIM3MHOIPWI, PAMMUIIPIIL, IOTEH3MH U aHTATOHUCTOB pellenTopoB aHrnoTeHsyuHa II Tun I mosapran, kaHgecapTaH, BajicapTaH, OMeNcapTaH. BoIBopbl.
ITosiB/IeHNE HOBBIX IIPEIapaToB He PelIaoT IIPO6/IeMy IMOGOIHBIX PEAKIIL, @ TOTIbKO YIydIIaeT CUTYaro. VIX yacTora BapbupyeT OT MCCIeTOBAHNS K
MCCTIEFOBAHMIO, IPUCYTCTBYIOT M pernoHanbHble (reorpadudeckue) pasmnyaust. Yactora mo604HbIX 3¢ (PeKTOB, KOTOpbIe BANUSAOT Ha IPUBEP)KEHHOCTD
MAL[VIEHTOB K JIEYCHNIO0, 3HAYNTE/IbHO HIDKE ITPY IIpUeMe CAapTaHOB 110 CPAaBHEHMIO C TOOOYHBIMY peaKIMAMI Y ITpUeMe NHIMOUTOPOB aHTMOTEeH3MHA
II npeBpaasoiero gpepmeHTa.

Knrwouesbie cioBa. TUTIEPTOHNYECKAA 6OHC3HI), AHTUTUIIEPTEH3VBHOE JIEYE€HNE, aHTMOTEH3VH 11, NIEPEHOCUMOCTD.
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Introducere

Maladiile cardiovasculare sunt principala cauza a mortalitatii
la nivel mondial. Mai mult de 17 milioane de oameni au decedat in
urma bolilor cardiovasculare in anul 2008. Mai mult de 3 milioane
de decese au fost semnalate la persoane mai tinere de 60 de ani
si ar fi putut prevenite. Procentul deceselor premature din cauza
bolilor cardiovasculare variazd de la 4% in tarile dezvoltate - la
42% in tarile in curs de dezvoltare [1]. In Republica Moldova in
2011, conform datelor statistice, 57,5% de decese au fost cauzate
de maladiile cardiovasculare [2].

In 2008, 1a nivel global, prevalenta tensiunii arteriale crescute
la adulti cu varsta de 25 si peste a fost in jurul de 40%. Numarul
de persoane cu hipertensiune arteriala necontrolatd a crescut de
la 600 de milioane in 1980, la aproape un miliard in 2008.

Conform datelor OMS, estimativ 7,5 milioane de decese sunt
provocate de hipertensiunea arteriald, ceea ce constituie anual
12,8% din numarul total al deceselor. 62% din accidentele cere-
brovasculare si 49% din evenimentele acute cardiace sunt cauzate
de hipertensiunea arteriald [1, 3, 4].

Conform unor prognosticuri, in 2025 numarul de adulti, care
sufera de hipertensiune arteriald, va creste cu aproximativ 60% si
va constitui 1,56 miliarde (1,54-1,58 miliarde) de persoane.

Hipertensiunea arteriald este o problema extrem de impor-
tantd a sandtatii publice la nivel mondial. Prevenirea, depistarea,
tratarea si controlul acestei maladii ar trebui si fie o prioritate
majord[5]. Rolul important in evaluarea riscului cardiovascular
si alegerea tratamentului medicamentos adecvat revine asistentei
medicale primare.

Riscul cardiovascular la persoanele cu hipertensiune arteriala
poate fi redus considerabil prin modificarea stilului de viata si
terapia medicamentoasd adecvata.

Scopul tratamentului antihipertensiv medicamentos este
atingerea valorilor tintd ale tensiunii arteriale. Conform datelor
statistice, o treime dintre persoanele cu valorile tensiunii arteriale
majorate, nu urmeazd tratament antihipertensiv din diferite moti-
ve. Majoritatea acestor bolnavi sunt asimptomatici si, ca urmare,
complianta lor la tratament este mica; de asemenea, administrarea
de lungd duratda a medicamentelor antihipertensive are efecte
secundare nedorite, greu acceptate de pacienti. Tolerabilitatea
preparatelor antihipertensive de catre pacientii hipertensivi este
un factor important, care influenteazd administrarea corectd si
eficacitatea tratamentului medicamentos.

Material si metode

Pentru studierea efectelor adverse ale inhibitorilor enzimei de
conversie a angiotensinei II (IEC) si antagonistilor receptorilor
angiotensinei II tip I (ARA), care fac parte din grupurile frecvent
administrate la pacientii hipertensivi, au fost examinate rezultatele
studiilor randomizate, controlate, cu numarul participantilor cel
putin o sutd, profunzimea ciutarii de 17 ani.

o Reactiile adverse sunt clasificate dupd urmétoarele frecvente:

« Foarte frecvente: care afecteaza mai mult de 1 pacient din 10.

o Frecvente: care afecteazd mai putin de 1 din 10.

o Mai putin frecvente: care afecteaza mai putin de 1 din 100

de pacienti.

o Rare: care afecteaza mai putin de 1 din 1 000 de pacienti.

o Foarte rare: afecteaza mai putin de 1 din 10 000 de pacienti.

o Cu frecventd necunoscuti: care nu poate fi estimatd din

datele disponibile.

Rezultate obtinute

Datele privind efectele adverse ale grupeurilor nominalizate
ale preparatelor antihipertensive, obtinute in rezultatul cautarii,
sunt extrem de diverse.

La pacientii, tratati cu enalapril au fost raportate urmatoarele
efecte adverse: tuse seaca in 5,0%-23% cazuri, fatigabilitate in 5,8%
- 24%, hipotensiune - in 9,5%, cefalee - in 10%-14% [6-11]. Efectele
secundare au fost raportate si la pacientii, tratati cu lisinopril: tuse
seacd in 11%-12,7% cazuri, cefalee in 4,8%-9%, vertijuri - in 18%,
fatigabilitate - in 19%, hipotensiune - in 6%, dureri in piept - in
14% [12, 13]. Efectele adverse au fost inregistrate la pacientii, care
au administrat ramipril (tuse seacd in 7,3%, hipotensiune in 1,9%-
11%, vertijuri in 1,9% cazuri [11, 14, 15].

Au fost inregistrate efecte adverse si la pacientii, care au urmat
tratament antihipertensiv cu ARA. Au fost raportate urmatoarele
efecte adverse la administrarea preparatului losartan: cefalee in
10%-14% cazuri, vertijuri - la 5%-17%, tuse seaca - la 0-3,1%,
hipotensiune - la 3%, dureri in piept - la 11% pacienti [7, 16-20].
Incidenta efectelor adverse in caz de tratament cu candesartan:
tuse - in 3,0%, vertijuri - in 16,8%, cefalee - in 7,2%, hipotensiu-
ne - in 3,1% cazuri [21-23]. Efectele adverse au fost raportate la
pacienti hipertensivi, tratati si cu alte preparate, ce fac parte din
grup nominalizat: valsartan (cefalee - in 7,6%-11,6%, vertijuri - in
1,8%-3,4%, tuse seaci - in 3,4%, dureri in piept - in 6,9% cazuri
[24-26]; omelsartan (cefalee - in 2,5%-7,9%, vertijuri - in 1,4%-
3,1% cazuri [24, 27]; eprosartan (vertijuri - in 5,1%, tuse seacd - in
2%-5% cazuri [10, 28, 29].

Analizdnd rezultatele obtinute, constatim o variabilitate a
frecventei reactiilor adverse la administrarea preparatelor, ce fac
parte din grupul IEC (tab.1).

Tabelul 1

Frecventa efectelor adverse ale inhibitorilor enzimei de
conversie a angiotensinei II

Capto- | Enala- | . . .. | Ramipril | Loten-
. . Lisinopril .
pril pril [12,13] [11,14, sin
[11] [6-11] ! 15] [11]
Vertijuri, % 6-8 4-8 5-18 19 4
(media) @) (6) (11,5) '
Hipotensiune, % | 1-2,5 1,9-11
(media) azs) | 2 6 645 | '
Cefalee, % 2-4 10-14 4,8-9 6
(media) (3) (12) (6,9)
Dureri in piept,
% (media) ! 2 14
Tuse seaca, % 0,5-2 5,0-23 11-12,7 73 1-10
(media) (1,25) | (14) (11,85) ' (5.5)
Eruptii cutanate, | 0,5-2 15 1-2 . <1
% (media) (1,25) ! (1,5)
L o ]
Fatlgabllulfate, % . 5,8-24 19% . )
(media) (14,9)

Analizand rezultatele, constatam ci atét efectele adverse, cat
si frecventa lor, sunt mai rar raportate in caz de administrare
(ARA) (tab. 2).

Deoarece datele obtinute privind efectele adverse ale medica-
mentelor sunt atat de diverse, cu ajutorul companiei farmaceutice
Gedeon Richter s-a initiat un studiu de evaluare comparativa a efi-
cacitatii clinice, influentei asupra factorilor de risc cardiovascular
a inhibitorului enzimei de conversie a angiotensinei II Enalapril
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Tabelul 2

Frecventa efectelor adverse ale antagonistilor receptorilor
angiotensinei II tip I

Losar- | Cande- | Valsar- | Omel- Epro-
sartan
tan[7, | sartan tan sartan 110, 28
15-20] | [21-23] | [24-26] | [24,27] 2'9] ’
Vertijuri, % 5-17 168 1,8-3,4 1,4-3,1 51
(media) (11) ’ (2,6) (2,25) '
Hipotensiune, % 3 . . . )
(media)
Cefalee, % 10-14 31 76-116 | 2579
(media) (12) ! (9,6) (5.2)
I o
Dureriin pllept, % 1 6,9
(media)
Tuse seaca, % 0-3 3 34 2-5
(media) (1,5) ' (3,5)
Eruptii cutanate, . . ) . )
%(media)
Fatigabilitate, % . . ) . )
(media)

si antagonistului receptorilor angiotensinei II tip I Losartan si tole-
rabilitétii lor la pacientii cu factori multipli de risc cardiovascular,
care constituie sindromul metabolic. Scopul major al studiului este
optimizarea tratamentului la acest grup de pacienti in conditii de
ambulatoriu. Aproximativ 200-300 de persoane, selectate conform
criteriilor de includere, vor lua parte la acest studiu.

In baza analizei comparative a efectelor hemodinamice, meta-
bolice si tolerabilititii inhibitorului enzimei de conversie a angio-
tensinei IT Enalapril si antagonistului receptorilor angiotensinei II
tip I Losartan, vor fi elaborate recomandarile practice referitor la
optimizarea tratamentului antihipertensiv la pacientii cu factori
multipli de risc cardiovascular in conditii de ambulatoriu.

Concluzii

1. Se constatd variabilitatea considerabild a frecventei efectelor
adverse la administrarea preparatelor din grupul inhibitorilor
enzimei de conversie a angiotensinei II.

2. Desi se constatd o variabilitate a reactiilor adverse, raportate
la administrarea antagonistilor receptorilor angiotensinei II
tip I, conform rezultatelor studiilor, frecventa celor ce impun
abandonarea tratamentului (tuse seacd) este mai mica in gru-
pul dat.

3. Variabilitatea geograficd a frecventei efectelor adverse ale
preparatelor antihipertensive, argumenteaza necesitatea stu-
diilor de evaluare locald la pacientii din Republica Moldova.
Cu acest scop si cu sustinerea companiei farmaceutice Ge-
deon Richter, s-a initiat un studiu de evaluare comparativa a
eficacitatii clinice, tolerabilitétii si influentei asupra factorilor
de risc cardiovascular a inhibitorului enzimei de conversie a
angiotensinei II Enalapril si a antagonistului receptorilor an-
giotensinei II tip I Losartan la pacientii cu factori multipli de
risc cardiovascular.
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Conceptul modern asupra miopatiilor inflamatorii idiopatice
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The modern concept of the idiopathic inflammatory myopathies

Idiopathic inflammatory myopathies (IIM) are a heterogeneous group of autoimmune diseases characterized by progressive skeletal muscle damage,
expressed by proximal muscle fatigue associated with activation of serum enzymes, electromyographic abnormalities, signs of inflammation in muscle
biopsy and systemic damage [Lundberg I., 2009]. Epidemiological studies have estimated incidence from idiopathic inflammatory myopathies 0.5-8.4
new cases per 1 million population. In 1975 Bohan and Peter J. A proposed diagnostic criteria first polymyositis and dermatomyositis, then reviewed and
used to date. Immunological abnormalities are imminent in the evolution of idiopathic myopathies and scientific evidence in recent years announced
that development of MII is accompanied by production of a large number of autoantibodies to cytoplasmic proteins and ribonucleic acids. Associated
myositis was classified as anti-KJ, anti-U1 RNP, RNP-U2, U5-RNP, anti MJ, anti PM-Scl, etc. Already in 1991 L. Love and collaborators have defined
serological subtypes of MII: antisintetazic, anti-SRP and anti-Mi-2. The clinical picture of idiopathic inflammatory myopathies is characterized by clinical
polymorphism, paraclinical and evolving. Set of measurements for predicting disease progression in IIM provides manual muscle test (MMT), global
assessment of disease activity by Visual Analogue Scale (VAS) by the patient and physician, disease activity score by DAS - Disease Activity Score and
determining damage in myositis by Myositis Damage Index MDI - [Sultan S., 2008]. Therefore, idiopathic inflammatory myopathies are known as disease
over 100 years, they now support a classification methodology, are provided with diagnostic criteria, indices of disease activity and damage organic.

Key words: idiopathic inflammatory myopathies, polymyositis, dermatomyositis, electromyography, biopsy.

COBPCMCHHa}I KOHI €A O I/IJII/IOI[aTI/I‘IeCKOﬁ BOCIIA/INTETbHO MUOIIATIIN

Vnmonatuyeckyie BocnamuTenbHble MuomnaTiy (VIBM) npefcTaB/iAi0T co60ii reTepOreHHYI0 IPYIIITY ay TOMMMYHHBIX 320 0/1eBaHMIL, XapaKTepyU3YIOLINXCA
MIPOTPeCCHBHBIM ITOBPEX/EHIIEM CKeTIETHBIX MBIIIILY, BBIPKEHHOI IPOKCUMATbHOI MBILIEYHOT CTTAG0CTDIO, AKTHMBALIVEl CBIBOPOTOYHBIX (hePMEHTOB,
97IeKTpOMMOrpadIIeCKUMI HApYLUICHUAMM, IPU3HAKaMI BOCIIA/ICHIsI B MBIIIEYHOI OMOIICHIL U CUCTeMHBIMY HoBpexaeHnamu [JIyanbepr L., 2009].
ONNEeMMOIOrYecKIe UCCIeOBAHNA 1T0KA3a/M, YTO YaCTOTA C/Iy4aeB MVOIATUYECKMX BOCIANUTEIbHBIX MMUoNaTuii Bappupyer oT 0,5-8,4 HOBBIX
cy4aeB Ha 1 MyTH. HaceneHuA B Tofi. B 1975 romy boxan u Ilntep npennoxny nepBble AMarHOCTUIECKIEe KpUTEPUH TOMVIMIO3UTA 1 IePMAaTOMIO3NTA,
UCIIO/Ib3yeMble Ha CeTONHAIIHWIA leHb. VIMMYHO/IOTMYeCKue HapyIIeHNsI Hen30eXKHbI B Pa3BUTUI MANOIATNYECKOI MIOIIATIY 1 Pe3y/IbTaThl HAyYHBIX
MCCTIefOBAHMIL, 3asIBIIN, 9TO pasButiie MII compoBOXK/aeTcs IPOU3BOACTBOM GOJIBIIOrO KOMMYECTBA Ay TOAHTHUTEI K IIMTOIIA3MATIIeCKIM OenKam
u prboHykIenHOBBIM Kucmoram: anti-KJ, anti-Ul RNP, RNP-U2, U5-RNP, anti M]J, anti PM-Scl, etc. B 1991 L. Love u cOTpyEHUKM OIIpefenin
ceponorndeckue noprunel VIBM: anTucnHTeTasHbliL, aHTH-SRP 1 anTN-Mi-2. KnnHndeckas kapTyiHa MAMONATYECKIX BOCIIATNTEIbHBIX MIOTIATII
XapaKTepusyercs nomumop¢dusMoM cumnromoB. Habop msMepeHmit i ompefie/leHNA MIpOorpecCupoBaHyA 3a60/IeBaHNA BK/I0YaeT MaHyaIbHbII
mbrntednslit TecT (MMT), ro6ampHast OlleHKa aKTHBHOCTY OOJIe3HN [0 BI3Ya/IbHOI aHA/IOT0BOI! miKane — Visual Analogue Scale (VAS) mst manmenTta
1 Bpaya, OlleHKa aKTMBHOCTY 3aboneBanus — Disease Activity Score (DAS) - u onpenenenue uxaekca noppexaennsa — Myositis Damage Index (MDI)
[Cynran C., 2008]. Takum 06pasom, MAMOIaTHYECKIe BOCIIA/IATETbHbIE MIIOIATII H3BECTHBI KaK 601e3Hb 60mee 100 j1eT, B HACTOsIIIee BpeMst U3ydeHa
KmaccuuKanys, [MarHoCTNYecKye KpUTEPHH, TIOKa3aTeln aKTHUBHOCTI U IIOBPEeX/eHIs 3a00IeBaHIIsL.

Knrwouesble cmoBa: VAVIOTIATNYECKIE BOCIIAINTE/IPHBIE MIOTIATUH, IIOJIVIMMO3NUT, EPMATOMMO3NUT, 3HeKTpOMI/IOI‘pa¢)I/IH, 6uorcus.

Introducere electromiografice, semne de inflamatie in biopsia musculara si
afectdri sistemice [1].

Incidenta MII denotd variatii largi dela 0,5 panala 8,4 cazurila

Miopatiile inflamatorii idiopatice (MII) sunt un grup eterogen
de patologii autoimune, caracterizate prin afectarea progresiva a

muschilor scheletici, exprimate prin astenie musculard proxima-
13 si asociate cu cresterea activititii enzimelor serice, tulburéri

1 milion populatie si se pare a fi in crestere pe parcursul ultimilor
ani, fapt datorat si aprofundarii cunostintelor despre boald, dia-




