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VYeaxcaemu Kojaecu,

Ha 26 mapm ¢ Cogpus ce cecmos 111 pedosno 3acedanue na JIKb ceemecmno ¢ Hayunomo meduyumncro
dpyycecmeo no Kiunuuna apmaxonoeuss u mepanus.

3acedanuemo beuwe opeanusuparo om Pabomuama epyna no enudemuonoeus, npogpurakmuxka u pexa-
ouaumayus Ha cepdeuHo-cedosume 3abona6anus u Pabomumama epyna no papmaxomepanus kem JAKD.
Temama na 3acedanuemo beute “Kombunupana mepanus Ha apmepuaisHama xunepmonus”.

Ilpedcmaeena bewe “Cmpameeusma Ha aHMUXunepmeH3UBHOMO Ae4eHue cnoped Ce8peMeHHume me-
mooduyHu ykazauus” om doy. 0-p B. Cupakosa.

Ilpog. 0-p Buman Baaxoe npedocmasu “Iloaza, puck u cmoiiHocm npu KOMOUHUDAHO NpUAGeaHe Ha
Aekapcmeenu cpeocmea”.

Mosama npezenmauyus 6ewe ozaerasena “KomoOunupana anmuxunepmeH3ugHa mepanus - Hau-0odpa-
ma cmpamezus 3a KOHMPOA HA APMepUarHama Xunepmonus”.

Ilpedcmasenu 6sxa “Ilpeonowumanus Ha Gsaeapckume AeKapu 3a Ae4eHue Ha apmepuatHama xunep-
monus” om doy. 0-p H. Touesa u “Jleuenue Ha apmepuasnama Xunepmonus 6 peasHama KAUHUYHA
npakmuxa” om 0-p B. Llanosa u 0-p E. Towes.

Ha 3acedanuemo npucecmeaxa 247 unenose na JIKb u na HMJ[ no kaunuuna ghapmakosoeus u
mepanus. Obcsden u npuem beuie Koncencyc 3a MOHO- U KOMOUHUPAHA mMepanus HA ApmMepualHama
XunepmoHus.

Pewenuemo 3a uspabomeane Ha Koncencyc beute 3emo om Pexosoocmeomo na JIKb na pedosnomo
3acedaHue, cecmosino ce Ha 26.02.2005 e. ¢ Cogus.

H3pabomeane Ha KoHceHcyca Oeuie 66310JC€HO HA pabOMHA epyna  coCcmas:

IIpogh. 0-p Ceemaa Topbosa

IIpogh. 0-p Buman Braxoe

Iloy. 0-p Huna I'ouesa

Ioy. 0-p Bepa Cupakosa

Aouy. 0-p Pymana Teproecka

Moy. 0-p Temenyea Jlonosa

Ha ynwacmuuyume 6 3acedanuemo bGeuwe npedocmaser kpamkus eapuanm Ha KoHncencyca.

B nacmoswus 6poti npedocmagsame nsanus mexkcm. Bapeame, e mosu 0oxymenm uwe donpunece 3a
nodobpsieare Konmpoaa Ha xunepmonusma 6 bereapus. Omuumaiiku éodewama poas u 0mMe08OPHOCH -
ma Ha Kkapduoaozume 6 baaeapus ce naoseame, ue ycurusma na Pabomunama epyna 3a uzpabomeanemo
U npuemanemo Ha KOHCeHCyca uwie ce 0OnaaHsm om 0beduHeHume ycuaus Ha Osaeapckume AeKapu 3a
npuaaearemo My 8 KAUHUMHAMA NPAKMUKA.

Ilpogh. 0-p Ceemaa Topbosa
Ilpedcedamen na PI' no enudemuonoeus, npogpurakmuxa u pexadbusumayus Ha CC3 kom KB

Coghus, 2005 e.
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KoHceHCyC 3a MOHO - 1 KOMOMHHPAHA Tepanus
HA apTepHaJHATA XunepToHus B bbiarapus

PabortHa rpyna Ha [pyXecTBOTO Ha Kapauosjao3ute B bbiarapus:
C. Topoona, H. I'ouesa, B. Cupakona, P. TspHoBcka, T. JloHoBa, B. Biaxos

Coabpxanue

1. ApTepuanHaTa XUMNEPTOHUSI - JOMMHAHTHOTO CO-
LIMAJTHO-3HAUYMMO 3a00JIsIBaHe Ha ChBPEMEHHUS CBSIT

2. KakbB € KOHTPOJIBT Ha apTepuaHaTa XUNepTOHus?

3. [IpynunHuU 3a JOLIMSI KOHTPOJI Ha apTepuajHaTa Xu-
MepTOHUS

4. I3Boay U MOTMBHUPOBKA 3a U3pabOTBaHE Ha KOHCEH-
cyca

5. OcHOBHa 1ieJ1 ¥ 3aa4u Ha KOHCEHCyca

6. ChBpeMEHEH IMOIX0]I 33 U3rpaXkaaHe Ha YCICIHA Te-

ApTepuanHaTa XMNIepTOHHUS -
JIOMHUHAHTHOTO COIHAJIHO-3HAYHNMO
3a00JIIBaHe HA ChBPEMEHHHS CBSAT

AprepunanHata xuneproHus (AX) e mpuumHa 3a
npexaeBpeMeHHaTa CMbPT Ha 7,1 MJIH Oyllu B CBe-
ta.?! Bucokoto aprepuanto HajisiraHe (AH) e usse-
JICHO Ha ITbPBO MSICTO OT 26-Te Haii-4eCTU PUCKOBU
dakropu (PP) kaTo mpuumnHa 3a CMBPT BbB BCUYKU
peruoHu Ha cBeta. ToBapsT oT AX (3apaBeH, coLMa-
JIeH WM MaTepuajieH) HapacTBa M Beue IpeBMIIaBa
TOBapa OT CBbpP3aHUTE C HesT 3a00ISIBAHUST - MO3bY-
Ho-cbaoBa 6onect (MCDB), ncxemmuyHa 0oJIeCT Ha Chp-
neto (MBC), chpneuna HemoctatbuHocT (CH) 1 mp.?
Oxkoj10 62% OT MO3BYHO-CBHIOBUTE 3a00JISIBAHUS
(MC3) 1 49% ot UBC ce abxaT Ha HEKOHTPOJIU-
paHara AX, neduHupaHa kato cucrojiHo AH >115
mmHg."? Yectorata Ha AX € CbC CHJIHA KOpea-
LIMOHHA 3aBUCUMOCT ChC CMBPTHOCTTA OT MO3bUEH
uHeyat (r =0,78) u ymepeHa ¢ oblata ChpaeuyHO-
cbaoBa cMbpTHOCT (r =0,44).8

broarapus e cpen crpaHuTe ¢ BUCOKa 001la CMbPT-
HOCT ¥ ¢ MHOTO BUCOK (HapacTBalll Ipe3 MOCIeHUTE
TOIMHM) J51T HA CMBPTHOCT OT ChPACYHO-CHIOBU 3a-
oomsBanus (CC3). 3a 2003 r. mounHanuUTe OT OosIec-
TH Ha OpraHuTe Ha KPbBOOOPBILIEHUETO ca 67,6% ot
ob1ara CMbPTHOCT Ui 75 678 nniia.?

Bucokara cbpaeyHo-cbaoBa CMbPTHOCT B bbira-

pameBTUYHA cXema TpW apTepualiHa XMIEPTOHUST CIO-
pen METOOUYHUTE YKa3aHUs

7. TepaneBTUYHA CTpaTerus 3a JeUeHUE Ha apTepua-
HaTa XUIEePTOHMS

- UHOWKALUW U Bb3MOXHOCTM Ha MOHOTepamnusra

- MHOWKAIMU U Bb3MOXHOCTM Ha KOMOMHMpaHaTa Te-

parmust

8. CBOOOIHM KOMOMHALIMU U KOMOMHUPAHU MeInKa-
MEHTHU ¢ (PUKCUpaHU 03U

pust Kopeaupa ¢ Bucoka yecrtota Ha AX. 3a juuara
Ha BB3pacT oT 25 10 64 r. yectorata Ha AX y Hac €
40,1%, xato ripu Te3u Hax 45 r. yecrorara e 50,3%.°

MHOro ChIIECTBEHO € TaKa HApeYEHOTO “HaTPyII-
BaHe” Ha P® nipu muata ¢ AX. 93% ot XunepToHu-
mmTe B buarapust umar u apyru PO (3aTirecTsBane,
JCTTUTIVACMIH, TFOTIOHOITYIIIEHe ), Kato 57 % nMar 1mo-
Beue oT 2 norrbiaHuteaHn PD.! Tosa KymynupaHe Ha
P® noBuiiaBa MHOTOKPATHO [NIOOAIHUS ChPAEUHO-
CBIIOB PUCK 1 TTOCTaBSl BUCOKM U3UCKBAHUS KbM Te-
paneBTUYHOTO MOBEICHNUE.

[pn mrna ¢ KMMTHUYHO M3SIBEHU aTePOCKIICPOTHY -
Hu 3a0oss1BaHust (MBC, MCbB u nepudepHo-chaoBa
oonect) AX ce ycraHossiBa B 89,9%.4

ApTepuaiiHaTa XUIepTOHUS € IIaBHUST 100pe 10-
KymeHTUpaH P® 3a Mo3buHO-Ccha0Ba OosecT. Toii e
U Hait-neyuMusaT PO. boiarapus e Ha eaHO OT Mbp-
BUTE MecTa B cBeTa 1o cMbpTHOCT oT MCh. Uma
TEHIEHIINS 32 Bb3HUKBAaHEe Ha MO3BYHU MHCYITH B
To-MJIaza Bb3pacT y Hac. PervcTprpanuTe MHCYIITH B
broarapus ca HapacHanu ¢ 13 000 B mociaegHUTE TO-
JIIMHU, KOETO € 0e3CHOpPHO A0Ka3aTeJICTBO 3a Cy0-
ONTUMAaJIHUSI KOHTPOJI Ha XUIEPTOHUSITA.

TpeBoxxHUTE TaHHU ca MOTUBBT 3a U3pabOTBAHE
Ha HammoHaneH KOHCEHCYC 3a ITbpBUYHA TTPOdu-
JIAKTUKA Ha UCXeMUIHUTE MO3BYHU WHCYITH TIpe3
2002 r.3



S komcewoye

KakbB € KOHTPOJBT HA apTepUHaiHATA
XHNEPTOHUS?

Mwma mbiHo chriiacue 3a ToBa, 4e (opMyIupaHoTo
B 60-te romnam B CALLL “npaBwito Ha mmofoBrHaTa”
BCe OIIIe CHIIECTBYBA 3a PEINIIa CTPAHM, BKITFOUNTET-
Ho 3a bearapus. [IpolieHTHT Ha JIEKYBaHHUTE XUTIEP-
TOHMIIY C KOHTPOJMPAHA XUTIEPTOHMS (IOCTUTHATH
HopMmHM 3a AH criopen rio0aiHusl CbpAeYHO-CHIOB
puck) ¢ kakro cieasa: Ppanuusa 33%, YHrapus
27,8%, Yexus 17,8%, Utanust 9%, Buiarapus 6-10%. 12

AOCOJIIOTHUSIT OpPOIl Ha JIMLIAaTa C YCJIOXKHEHUS Ha
AX (MO3bUEH UHCYIT, CbhpAeueH MHMAPKT) € Hali-
TOJISIM 34 JINIIATA C JIEKOCTETIEHHA XUTICPTOHUS - (CHC-
tomHo AH 140-160 mmHg v /unu auactosiaHo 90-
100 mmHg).

®apMaKOMKOHOMUYECKH aHaJIM3 Ha MPOYYBAaHETO
HOT (Hypertension Optimal Treatment) moxassa,
ye 1,26 OwiInoHa €BpO OT pa3XOAWTe Ha 3ApaBHO-
ocuryputesiHuTe hoHaoBe B EBpona morat na Obaar
CIIeCTEHM, aKo JeyeHueTo Ha AX e aJeKBaTHO U ce
JIOCTUTHAT MPULICIIHUTE HUBA Ha HaJIsIraHeTo.®

OduumanHuTe NTpOorHo3u Ha 3paBHaTa CTaTUCTH -
Ka y Hac TIOKa3Bar, 4e B cJIeIBallnTe TOOMHHU Ce 0Ya-
KBa HapacTBaHe Ha 00IIIaTa CMbPTHOCT, CMBPTHOCTTA
ot CC3 u cneuudajiHO OT MO3bUY€H MHCYIT U MMUO-
KapieH uHgapkr.*

B HanmoHanHaTa 3apaBHa CTpaTerus € 3anMcaHo
“...32 HaMaJIsIBaHe Ha MpeXaAeBpeMeHHaTa CMbPTHOCT
OT CBPIEYHO-CHIOBH 3a00JISTBAHNS BEB Bh3pacTOBaTa
rpymna nog 60 r. ¢ 50% xbm 2010 r. ce npeaBmxKaa
paHHO OTKpPUBaHE M CUCTEMHO JiedeHre Ha AX, TIH1-
POK (bpoHT 3a HajexXIHa MpoduIakKThKa Ha 3a00J1sI-
BaHMUSITA, BOACIIU A0 MPEXAESBPEMEHHA CMBPTHOCT OT
MNBbC 1 Mo3buyeH MHCYIT”.

ITonzara ot noHmxkaBaHeTo Ha AH e nokazaHa 6e3-
CITOPHO OT MHOXKECBO PAHIOMM3NPAHU TIPOYUIBAHMS,
KIMHUYHY HAOIOACHNS M eTTUACMUOIOTUIHY TaH-
Hu. [TonmxkaBaHeTo Ha cuctonHoTo AH ¢ 10-12 mmHg
1 Ha TUACTOIHOTO ¢ 5-6 mmHg noHmxkapa Bb3HHUK-
BaHETO Ha MO3b4YeH MHCYAT ¢ 39%, Ha CC3c 16% n
Ha chaoBara cMbpT ¢ 21%.12

IIpuynam 3a Jommsa KOHTPoa Ha AX

[MpuunHuTe 32 goius KoHTpoa Ha AX ca 00eKT
Ha MHOTO TIPOyYBaHUS K aHaM3u,'%1%17.18.24

Kato Haii-dyecTu ce mocouBar CJASIHUTE TPUUMHU:

1. Jlown komraiiaHc Ha manyeHTa.

2. HenoctaTbuHa akTUBHOCT Ha JIEKapuTe 3a Moc-
TUTaHE Ha MpULeTHNUTe cToitHoCcTH HAa AH. 3anoBosi-
BaHe ¢ MOHMXaBaHe, 6e3 1a ce MOCTUra HopMaaIu3u-
paHe Ha HaJIsITaHeTo.

3. IkoHOMUYECKM Y aAMMHUCTPATUBHU Oapuepu.

4. HeanmekBateH (HemocTaThueH) oTroBop Ha AH
KbM JICYEHUETO MOPAIU:

4.1. HenoOpa olieHKa Ha MalyeHTa:

- HemocTaTbyHa OlLIEHKA Ha eeKTa OT Mpellec-
TBAIIIOTO JICUEHHUE;

- HeIOOlleHsIBaHe Ha HAUMHA Ha XXMBOT U Cb-

IMTBTCTBALLM 3a00JISIBAaHYUSI C HETaTUBHU €(heKTU Bbp-
Xy pe3yJTaTuTe OT JICUEHUETO, KaTo 3JI0yroTpeda ¢
aJIKOXOJI, COJI, TIOTIOHOITYIIIEHE, 3aTbCTIBaHE, OBO-
pEYHU yBpEXIaHUS, CHIIBTCTBAIIO JEUYeHUE C
HCIIBC u ap.

4.2. HeanekBaTHO u3rpajeHa jieueOHa cxema:

- MOHOTepaIns ¢ HelpaBUJIeH N300p Ha MeI-
KaMeHT W HeajeKBaTHa MO3MpPOBKa (Opoif THEBHM
MpUeMU U 103a 3a 24 yaca Ha MeIMKaMEHTa, HEChOO0-
pa3eHa C MHAWBUIYATHUS [IUPKAICH PUTHM);

- HeTOYHa MpelLieHKa 32 Bb3MOXXHOCTUTE Ha MO-
HOTepanusTa (B peauiia caydar € MHOTO TPYIHO, I0-
p¥ HEBB3MOXKHO, JIa ce MMOCTUTHEe KOHTpoix Ha AH ¢
eINH MENKAMEHT);

- KOMOWHMpaHa Tepalvst ChC CIIOXKEH T030B pe-
KM C HETIPaBWJTHO M30paHM MeINKAMEHTH U B Hea-
JleKBaTHA JO3WPOBKA.

Ilpedcmaeenume dannu dasam ochnoeanue
3a caeonume HU3BOJHU:

ApTrepuanHara XurepToHusl B buirapusi e ¢ BUco-
Ka yecToTa M HeafeKBaTeH KOHTPOJI. [loka3zaTencTBO
32 TOBA € BUCOKATa, HApacTBaLla 00JIECTHOCT U CMBPT-
HOCT OT CBbP3aHUTE C XUIIEPTOHMSITA YCIOKHEHUS -
MO3bUYEH MHCYIT, MUOKapAeH UHMAPKT, ChbpaeyHa 1
OBOpeYHa HETOCTATHYHOCT.

BoMHCTBOTO OT XUMEpTOHULIMTE B bbarapus
(oko110 90%) ocraBaT ¢ HEKOHTPOJIMPaHa XUIIEPTO-
HUS U CJIeIOoBaTeHO C HeameKBaTHA MPOTEKIIUS
CIIPSIMO TOKA3aHUTE, CBbP3aHU C Hesl, TIOCTCAMULIM.

OCHOBHUTE HAaCOKM 3a KOHTpOJ Ha AX ¢ U3MOJI-
3BaHe Ha ChBPEMEHHUTE TePArieBTUYHN Bb3MOXKHOC-
TH, Ca TOCOYEHU B 3 OCHOBHM JoKyMeHTa oT 2003 r.

1. Hacoku Ha EBpomneiickoTo Apy>KecTBO 3a XUIep-
ToHUs 1 EBpoIeiickoTo ApykKeCcTBO MO KaparOoJ0oTHst
3a KOHTPOJI Ha apTepuaiHara xurneptoHus®! (cm. bui-
rapcka kapauosnorus, ITpunoxenue 3, 2003).

2. 2003 r. PbKOBOACTBO 3a OBIIAAsIBAHE HA XUTIEP-
ToHUsTa Ha CBeTOBHAaTa 3ApaBHA OpraHU3alus
(C30) u MexayHapoaHOTO APYXKECTBO MO XUIIep-
tonusa (M/1X)?' (cn.bwirapcka kapauonorus, 2004;
3:10-23).2

3. The Seventh Report of the Joint National Com-
mittee on Prevention, Detection, Evaluation and Treat-
ment of High Blood Pressure.?

AHaIM3BT Ha pe3ylTaTUTEe OT KOHTPOJIA Ha XU-
MepTOHUSITA JaBa OCHOBAHME JIa Ce HAINPaBsT U3BO-
IIA, Y€ HeAOCTaThbYHO J00pe ce Mo3HaBaT U He3a10-
BOJIUTEJIHO C€ TMpUIaraT yKa3aHusITa OT METOAMY-
HUTE PbKOBOACTBAa. IMa MHOTO CEpUO3HU HENOCTa-
THLIM B JleueHMeTo Ha AX B IIMpoOKaTa KIMHUIHA
npakTuka. OTYuTaiku peaviia 00eKTUBHU TPYI-
HOCTH 3a TTOCTUTaHeTO Ha aJeKBaTeH KOHTPOJ Ha
AX u BHcoKaTa npodecruoHaliHa OTTOBOPHOCT Ha
JIeKapuTe 3a U3IIbJIHEHME Ha 3aJauuTe, MOCTaBEHU
B HanmoHasiHaTa 3apaBHa ctpaterusi, JIpykecTBoTo
Ha KapAuoJo3uTe B bbarapus cuura 3a CBOM IbIAT
Jla HACOUYM YCWJIMSITA CU 3a TTOI00psiBaHE KOHTPOJIa
Ha AX.
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Taon. 1 OueHka Ha pHCKa 3a onpeaelissHe HA MPOrHO3aTa

ApTtepuanHo Hansarade (mm Hg)

PO HopmanHo Bucoko HopmanHo | cTeneH Il cTeneH Il crenex
ﬂpg’”" v CH 120-129 CH 130-139 CH 140-159 CH 160-179 CH >180
sabonsBanns nm [1H 80-84 urm JH 85-89 wm [IH 90-99 nm [1H 100-109 wnm IH >110

Hucbk YmepeH Bucok
Bes gpyru PO O6uMyaeH puck O6u4aeH puck [OMbJIHUTENEH OOMbIIHUTESEH JOMbIHUTENEH
puck pvck puck
Hucbk Hucbk YmepeH YmepeH
1-2 PO [OMbJIHUTENEH BOMbJIHUTENEH OOMbJIHUTENEH JOMbIHUTENEH
puck puckK puck puck
>3 PO YmepeH Bucok Bucok Bucok
- AONbJIHUTESNEH OOMbJIHUTESEH OOMbJIHUTENEH [OMbIIHNTENEH
um YTO unm 34 pHcK pCK pHCK pHCcK
Bucok
MNKC [onbnHUTEnNeH
puck

P® = puckoBu ¢pakmopu; MMKC = npugpyxaBawu KAuHuU4YHU cbemosHus; YTO = yBpega Ha map2emHu op2aHu;

CH=cucmoauyHo HaasieaHe; JH=guacmoau4Ho Hars2zaHe; 3] =3axaneH guabem

Tabn. 2 PakTopH, MOBJIAABAIIA MPOTHO3aTA

Puckosu ¢akropu 3a CC3,
M3N0J3BAHH 32 ONpereJisHe
HA PHUCKA

o CroiiHoctu Ha CH u JIH
o Mbxe > 55 rom.

o Xenu > 65 rom.

o TroTiOHOMYIIIEHE

o JluciunuaemMust

(06w xom. > 6,5 mmol/I,
> 250mg/dl,* wan
LDL-xom. > 4,0 mmol/l,
> 155 mg/dl,*
HDL-xo.

M < 1,0, X < 1,2 umol/l,
M < 40, X < 48 mg/dl)
o DamuaHa aHamMHe3a 3a
IMpexnespemenHo CC3

(mpu M < 55 ron.,
XK <65ron.)

o AGJIOMUHAIHO

nin

3aTIBCTSIBAHE

(tamust M > 102 cm,
XK >88 cm)

e CRP > 1 mg/dl

¥VBpena HA TapreTHHTE OPraHd

(YTO)

o Xumneprpodusa Ha JIK

(EKT: Sokolow-Lyons > 38mm;

Cornell > 2440 mm*ms;
ExoKT: LVMI M > 125,
XK =110 g/m?)
e Exorpadckn maHHm 3a
3anebersiBaHe Ha
apTepuagHata CTeHa
(3a a. carotis IMT > 0,9 mm)

MNJIN aTePOCKICPOTHYHA IIJIaKa

e Jleko moOBHMIIEHUE HA
CEepyMHMSI KpEaTUHUH

(M 115-133; XK 107-124umol/I;

M 1,3-1,5; XK 1,2-1,4mg/dl)
o MukpoanOyMuHypust
(30-300 mg/24 h);
OTHOILEHUE

ATOYMMH : KpeaTUHUH

M > 22, X > 31 mg/g;

M > 2,5, K > 3,5 mg/umol

3axapeH auader

o KpbBHa 3axap Ha IJaaHO
7,0 mmol/l (126 mg/dl)

o [locTnpanamaniHa KpbBHA
3axap > 11,0 mmol/l
(198 mg/dl)

Ipunpyxapamu KIMHHYHA
cocrosinus (ITKC)

o M0O3BbYHOCHIOBA 0OJIECT:

HUCXEMUYEH HHCYIIT;

MO3bY€H KPbBOU3IUB;

MPEXOIHU UCXEMUUYHU

enu30au

o ChpieuHu 3a00JISIBAHUS:

MHDApPKT HAa MUOKApAa;

CTeHOKapaus;

KOpOHapHa peBacKyjiapusa-

s,

3acroitna CH

e brOpeuHn 3abonsiBaHMS:

nuadeTHa HedponaTus;

ObOpeyHa HEeI0CTATHYHOCT:

(cepyMeH KpeaTUHUH

M > 133, X > 124 pmol/I;

M > 1,5, X > 1,4 mg/dl);
MPOTEUHYPHUSI

(> 300 mg/24 h)

e [lepudepHo-chaoBa

6osect

e HampenHana peTMHOMATHS:

XeMOparuu WM eKcyaaTH,

OTOK Ha Mamujiara

M=wmbxe; K=xenu; LDL=nunmonporenan ¢ Hucka mrbrHocT; HDL=nunonporenru ¢ Bucoka mirbTHOCT; LVMI (left
ventricular mass index)= mnnekc Ha JIK myckynHa maca; IMT (intima-media thickness)=ne0ennHa Ha MHTUMAaTa ILIIOC

MeaudaTa.

*M3BeCTHO €, Y€ TMO-HUCKUTE CTOMHOCTH Ha o0 u LDL-X01. MOBIMSABAT MOBHUIIEHUST PUCK, HO T€ HE Ca M3IOJI3BaHU
MY OMPEIEISTHETO Ha PUCKa.



S komcewoye

OcHoOBHA 1eJl HA KOHCEHCYCa

Jla ce momoOpu KOHTpoABT Ha AX, KaTo ce U3IOoJI-
3BaT Hali-pallMOHAJIHO HALIMOHAJIHUTE pecypcu (KBa-
JduKams Ha JeKapuTe, aIMUHICTPATUBHA Pa3Io-
pendu, MaTepuaHU CPeCTBA U JIp.)

3amauu:

1. [la ce aHaym3upar JaHHWUTE 32 CYOOTITHUMATHWS
KOHTpOJT Ha AX, ¢ KOWTO Ge3CITOpHO € CBBP3aHa BICO-
KaTa CMBPTHOCT OT ChPAEYHO-CHIOBH 3200 ISIBAHUSI.

2. a ce akTMBHMpa MMPUEMaHETO Ha MPEMOPHKUTE
OT METOIMYHUTE YKa3aHWS 3a TePAIleBTUYHOTO T10-
BereHMe mpu AX, KaTo ce 04epTasT 3aIbI00UYEHO U
TOYHO ChbBPEMEHHUTE CTPATETNH ¥ BE3MOKHOCTHUTE M
3a TTIOCTUTAHEe Ha aJieKBaTeH TeparieBTIIeH KOHTPOJ.

3. [la ce aganTpaT MeXAyHAPOIHUTE TIPETTOPBKU
KbM HAIlMOHATHUTE YCIIOBHSI.

4. Jla ce mamat siCHW ¥ TOYHHU TIPETIOPBKH 3a ChBpe-
MEHHOTO JieueHre Ha AX, CITelIMaTHO 32 MOHOTepa-
ST 1 KOMOMHWPaHa Teparvs, HA MHOTO IIUPOKUST
KpPBI JieKapy, KOUTO JIEKYyBaT TOBa Half-MacoOBO 3a-
GonsBaHe (OOIIOMPAKTUKYBAIIN JICKApH 1 CITeIra-
JIVCTH - KapAWOJIO3U, MHTEPHUCTH, He(POJIO3U, HEB-
pOJIO3U, €HIOKPWUHOJIO3H U Ip.).

5. Jla ce TIpeBeiaT B ChOTBECTBUE C MEXKAYHAPOI -
HUTE MPEMOPHKH W N3UCKBAHUS €TaITUTe B U3rpak-
JlaHe Ha YCITeIlleH TepalleBTUYEH aJlTOPUTHM 3a T0-

TOJISIM OpOIt XUITIEPTOHUIIN.

CobBpeMeHeH MOAXO0/ 32 M3rpaKIaHe Ha
yCHelmHa TepaneBTHYHA cxema mpu AX

HauanoTo Ha neyeHreTo u u3rpaxkaHeTo Ha Tepa-
MEeBTUYHATA CXeMa Ce OCHOBABAT Ha OLICHKA Ha IJI0-
OaTHUSI ChPACYHO-CHIOB PUCK.

EBporneiickute METOAMYHU YKa3aHUsI TTOCTaBsIT aK-
LIEHT BbPXY HEOOXOAMMOCTTA J1a CE OLIEHU TJIOOATHUSIT
ChPICYHO-CHIOB PUCK Bb3 OCHOBA Ha 2 KPUTEPUSI:

1) croitHocTuTe HAa AH 1

2) npyru P® u choTBeTCTBAIM 3a00ITBAHUS.

Cnopen npeacraBeHaTa Tadu1. 1 3a onpenensiHe Ha
pHYcKa U TIporHo3ara, Jiiiara ¢ MHoro Bucoko AH, 111
crerrieH AX n 6e3 chirbTeTBam P®, ca ¢ BUCOK 1
MHoro BUcOK puck. JIunata ¢ Il u I crenen AX (1eka
IO yMepeHa) MoraT 1a ObJaT ¢ HUChK, yMEepeH, BUCOK
1 MHOTO BUCOK PUCK B 3aBUCUMOCT OT OpOs1 Ha MPUI-
pYXaBallllTe ChPIeUYHO-ChI0BU PD, HATMIMETO Min
JIUTicaTa Ha yBpeXIaHe Ha TapreTHUTe opraHu, 3/1
WY ChITBTCTBALLM KJIMHUYHU ChCTOSTHUS (TTPEXKUBSIH
mozbueH uHeynt, MbC, CH). Ha ta6:. 2 ca nocoueHu
daxropuTe, MOBIUSBAIIN TTPOrHO3aTa Ha AX.”!

C BHCOK 0011 ChbpJACYHO-CHIOB PUCK B bbarapust
ca OOJILLIMHCTBOTO OT XumnepToHuuute. Havanoro Ha
AHTUXUIIEPTEH3UBHOTO JICUeHKE, KAKTO HEMEIUKAMEH-
TO3HO, TaKa U MEIUKAMEHTO3HO, 0OMKHOBEHO € MHO-

M3xogHo AX
Jlunca unu Hanuyune Ha YTO u P®
M360p
|

EAvH MeaMKameHT
B HUCKa [03a

/N

Cobljata kombuHauns  [pyr MeaukameHT
B MbfiHa Ao3a B HUCKa [j03a

[BowiHa nnmn
TponHa KoMbrHaums

MoHoTepanus
B MbJiHa Ao3a

[Mpn HegocTuraHe
Ha npuuenHu Huea Ha AH

[Mpn HepgocTuraHe
Ha npuuenHu Huea Ha AH

MN360p Mexay KomMbrHMpaHa n MmoHoTepanus, AH - apTepuanHo Hansraxe,
YTO - yBpefa Ha TapreHTHu opraxu, PO - puckosu hakTopu

KombuHaums ot gBa
MeAvKamMeHTa B HUCKa [03a

RN

Coblata KombuHaums TpeTn meaMKameHT
B MbJiHAa 032 B HMCKa [03a

N

TpoiHa kombuHauus
B e(PEeKTUBHM 03U

®@ur. 1 M300p Mexmay MOHOTepanuss U KOMOMHUpPaHA Teparivs

Ta6a. 3 MeauKaMeHTO3HO Jieuenne Ha AX, OCHOBAHO HA MeIMIMHATA HA J0Ka3aTejicTBATA. >

TepaneBTHyna nen EdexTusan IHo-manko edeKTHBHU C nesicHa eeKTHBHOCT

IIIupok crnexkTsp, ACE unxuburopu o-610KepU Crapu MeauKaMeHTH

OpraHHa MPOTEKIIUS U B-6mokepu Pesepriua
yIObIKaBaHe Ha Ca aHTaroHUCTH KirorunuH u np.
MPEXUBSIEMOCTTA Huypetnny

AnrnorensuH 11
peLenTopHu OJIOKEpHU
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ro KbCHO, TEParieBTUMHUTE CXEMU HE BUHATU Cca U3-
rpajJieHu B ChOTBETCTBUE C YTBBPIACHUTE MpaBUJIA.
IpaBsr ce yect, HEOOOCHOBAHU CMEHU B JICUCHUETO.
Tosa 06u Mor0 g1a 00sICHU BUcOKaTa OOJECTHOCT U
CMBPTHOCT, CBbP3aHM C XUTTEPTOHUSTA.

TepaneBTHYHA cTpaTerusi 3a Je4yeHHe HA
apTepuaIHATA XMIIEPTOHHUS

EBporreiickute MeTOMUYIHY yKa3aHWS IIpeIarar JBe
TepaneBTUIHU CTPATeITMK 32 MEAMKAMEHTO3HO Jieue-
HK1e Ha AX - MOHOTepaIusi WX KOMOMHUpaHa Te-

panust. B 3aBucumoct ot usxogHoto AH 1 Hajmume-
TO WJIM OTCHCTBUETO Ha YCIOXKHEHUS € pa3yMHO Te-
pamnuvsTa ja 3arovyHe WIM ¢ HHMCKa J03a Ha eIuH
MEIMKaMEHT, WM ¢ KOMOMHALIMS OT JIBa MearKa-
MEHTa B HUCKa a03a (¢ur. 1).

[MpenMCcTBOTO Ha HaYaTHa HUCKO-I03UpaHa MOHO-
Teparnusi ¥ Ipyu Heao0pa MOHOCUMOCT Ha MeIMKaMeH-
Ta - IpeMMHABaHe Ha JPYT, € Bb3MOXHOCTTA 1a Oblie
OTKPHMTO OHOBA JIEKAPCTBO, Ha KOETO NANCHUST Ia-
LIMEHT OTroBapsl Haii-100pe (KaKTo 0 OTHOIIIEHUE Ha
e(bMKaCHOCT, TaKa U 110 OTHOIIICHNE Ha TIOHOCUMOCT).

Ta6x. 4 ITokazaHus ¥ POTUBONIOKA3AHNS 32 JieYeHNE C OCHOBHUTE KJIACOBE AHTHXMIEPTEH3WBHA METUKAMEHTH

Knac Ilokazanns

Juypetuun (TUA3UIHM)
BB3PACTHU XUIIEPTOHUIIY;

3aCTOMHA ChpeYHA HEIOCTATHYHOCT;

n3ojimpaHa CUCTOJIHA XUIIEPTOHMS,

Juypetuiiy (OpUMKOBH)

Auyperuiun
(aJIoCTEepOHOBY AHTAarOHKMCTH)

[3-6moxepu

KanuueBu aHTaroHucTu
(IMXUAPOTTUPUIUHM)

KanmueBu aHTaroHucTH
(BeparmaMui, TUITAA3EM)

ACE-uHxubutopu

AT -610Kepn

a-0s10KepHr

XUATIEPTOHUIM OT a(pPUKAHCKHA
MPOU3XOJT

0BOpeyHa HemTOCTAThYHOCT;
3aCTOMHA Chp/ieuHa HEAOCTATbYHOCT

3aCTOIHa ChpIEYHA HEIOCTATHYHOCT;
CBCTOSIHUE CJIeNl MUOKApICH MHMAPKT

aQHTMHA TIEKTOPUC;
CBhCTOSIHME Cliell MMOKapaeH MHMapKT;
3aCTOMHA Chp/ieYHa HEZOCTATbYHOCT
OpPEeMEHHOCT;

TaXUPUTMMUST

Bb3PACTHU MAILMEHTH;
M30JIMpaHa CUCTOJIHA XUIIEPTOHMS;
aHIMHA TIEKTOPMUC;
nepudepHO-ChI0Ba OOJIECT;

aTepoCKIIepO3a Ha KapoOTUIHATA apTepHsl;

OpeMEeHHOCT

AaHTMHA TIEKTOPHC,

aTepoCcKJIepo3a Ha KapoTHIHATA apTepusi;

HaJKaMEpHa TaxukKapaud

3aCTOIHa ChpIEYHA HEIOCTATHYHOCT;
JIK muchyHKIms;

ChCTOSTHUE CJIE[l MUOKapIeH WHGMAPKT;
HenmabeTHa HedpomaTus;
Hedporatust nmpu auaber tam I;
MPOTEUHYPUST

Hedpomatusg nipyu auadbet tam 1I;
MUKPOAJIOYMUHYpHUSI TIpU IHa0eT;
MPOTEUHYPUSI;

JIK xumeptpodusi;

Kanumia or ACE-mHxuburopu

XUINEpIUIa3rsd Ha IpocTaTHaTa XKJie3a,
XUIIEPJIUITUAEMUSA

IIpoTuBONOKa3aHNUs

ADCOJIIOTHH OTHOCHTETHH
rmogarpa OpeMeHHOCT
OBOpeuHa
HEIOCTaThYHOCT;
XUIIEPKaTUEMUs
acTMa; nepudepHo-Cha0Ba
XOBbBb; OosiecT; HapylleH

AV 6ok II-1IT ct.

AV o6mok IT-III cr.
3actoitna CH

OpPEeMEHHOCT;
XUIEPKATUEMHUS;

JIBYCTPaHHA CTEHO3a
Ha ObOpeyHaTa apTepust

OpPEeMEHHOCT;
XUTIEPKAJTUECMHUST;

JIByCTpaHHa CTEHO3a
Ha OBOpeYHHUTE apTepum

OpTOoCTaTU4YHa
XUIIOTOHMA

[JIIOKO3€H TOJIEPAHC;
CITIOPTUCTU U
buszndeckn
aKTMBHU TMalMECHTU

TaXUAPUTMUMN;
3aCTOMHA CbpAeYHa
HEJ0CTaTBYHOCT

3aCTOMHA CbpIAeYyHa
HEAO0CTAaTBbYHOCT



S komcewoye

Ta6a. 5. OnpeneisiHe HA PUCKA C OIJie]] HA MPOrHO3aTa

ApTtepuanHo HanaraHe (mm Hg)

| cteneH
(CAH 140-159
vwnu JAH 90-99)

[pyrn P® n nctopusa
Ha 3abonsaBaHeTo

Il ctenen
(CAH >180
wnun JAH >110

Il ctenen
(CAH 160-179
wrv JAH 100-109)

I. Bes gpyru P® Hucbk puck

CpepaeH puck

II.1-2 P®

CpepaeH puck

. >3 P® nnn
YTO nnn MNMKC

CpepaeH puck

CAH = cucmoauuno AH; JJAH = ouacmoauuno AH

YTO = yspeda na mapeemuu opeanu;
IIKC = npudpyncasawu KAUHUYHU CBECMOSHUS

AXo (bapMakoreHeTHKaTa He OCUTYPH ITOAKPETIa B
Obele, Ta3u MpoIleaypa 11ie MPOIBIIKY f1a ObIe 13-
TOIIMTETHA ¥ pa30vapoBallia KaKTo 3a JIeKapuTe, Ta-
Ka ¥ 3a TaIUeHTUTEe, U MOXe Ja JOBeIe J0 HUCKO
HUBO Ha CBHIEWCTBHE OT CTpaHa Ha TalreHTa.

C MOHOTepanust MOXe J1a Ce TIOCTUTHE yCITeX (Tpy-
meaHnTe ctoitHocT Ha AH) camo tipu 25-40% ot
xunepTonnmuTe. Ocranammre 60-75% ce HyXIasiT OT
KOMOWHMpAHO JeueHune. !

AJITOPUTBHMBT 3a JIEYeHNE Ha CUCTOJTHO-IUACTOJ-
Hata AX 0e3 3aIb/DKUTEIH MHAWKALMW 3a Tpylia
MeIMKaMEHTH, BKITIOUBA M300pa Ha MEIUKAMEHT OT
e/IHa OT TeTTe OCHOBHM TPYITH, 32 KOUTO UMa JaHHU
OT MeIMIIMHATA Ha JJ0KAa3aTeJICTBaTa, Ye MOorar Aa Toc-
TUTHAT OCHOBHATA I1eJ1 Ha aHTUXUATIEPTEH3UBHOTO JIe-
YeHe: yabKaBaHe Ha MPEKUBSIEMOCTTa M OCUTYPSI-
BaHE Ha IIMPOK CITIEKThP OpraHHa ITPOTEKIINs. >+

OcHoBHHI IPUHIMIIM 32 HU3rpaxkKiIaHe Ha
AHTUXUINIEPTECH3UBHOTO JICYCHHE

AHTUXUINIEPTEH3UBHOTO JIEUCHUE Ce U3rPaxa Bb3
OCHOBA Ha:
A) OlrleHka Ha MmaiueHTa

B) Onenka Ha MenTuKaMeHTa / METUKaAMEHTHUTE

OlieHKaTa Ha TallMeHTa BKJII0UBa OIpeielisiHe Ha:

A) naropusnosorndyHus npodui (Boaelu naro-
(GUBMOTOTUYHU MEXaHU3MM): MOBUILEH CUMIIATU-
KYyCOB TOHYC, 00eMHU (haKTOpH, COJIeBa UYBCTBUTEI-
HOCT U Jp.;

B) puckoBust ipodu ¢ orsien onpeaessiHe Ha Ipor-
Ho3aTa

OlieHKaTa Ha MeMKaMeHTa BKJIFOUBa:

A) bapmakosiornyHuTe e(heKTU BbPXy XeMOIHA-
MUKaTa; MeTabOJIUTHUTE U MOP(OJOTMUHU MapKepu
Ha CbpIEYHO-CHIOBUS PUCK;

b) nokazaHusiTa ¥ MPOTHBOMOKA3aHUSITA 32 Jeue-
HUE C OCHOBHUTE KJIaCOBE aHTUXUITEPTEH3UBHU Me-
IMKAMEHTH. 22226

Onenka Ha pucka

TepanesTruHOTO NOBeACHUE ITPU AX ce onpeaessi oT

A) HuBoTO Ha AH;

b) HaymameTo Ha ApyTH ChpIeYHO-CHIOBU PD, yB-
peXaaHe Ha TApreTHU OpraHu 1 MpUApPYKaBallly KI1-
HUYHH ChCTOSTHUS.

Puckosara crpatuduxanus Ha C30/MJIX omnpe-

OCHOBHM rpynn MeIMKaMeHTU 3a HayasiHoO ne4veHune
Ha apTepuanHaTa XunepToHuS

TwnasngHu

anypeTunum APB

ACE nHxmbutopu

Obnrogencreaim

Beta- Kepu
Kanuuesy aHTaroHncTy eTa-6rokep

®ur. 2
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JIeJISI TP TJIABHU PUCKOBU KaTETOPUU C ITPOrPEeCUB-
HO HapacTBaHE Ha aDCOIIOTHATA BEPOSITHOCT OT pas-
BUTHE Ha TOJIEMHU ChPAECYHO-CHIOBU CHOUTHUS ((paTa-
JIeH M HedpaTaleH MHCYIT, U MUOKapaeH WH(DAPKT) B
caenpauute 10 roquHu.

Tasu cxema rmo3BoJisiBa Obp3a MpeaBapuTeIHA OlLle-
HKa Ha pUCKa C OIJIeJ, Ha MPOTHO3aTa U € JIECHO
MPUJIOXKMMA 32 IIIMPOK KPBI JIEKAPU U Pa3IMUHU Ma-
TepuayHu pecypcu?? (tabir. 5).

AbcomoTHusaT puck oT CC3 Ha BCIKO HMBO Ha
AH HapacTBa eTHOMOCOYHO C Bb3pacTTa a0 80 I., HO
u cien 80 r. JeyeHUeTo MOHMXKaBa 3HAYMMO MO3bYU-
HUTE UHCYJITU B CpABHEHUE C HEJICKYBaHUTE.

ITpuuenHu croitHocTn Ha AH:

e 3a XUTepTOHNUIIN ¢ HUCBHK prcK < 140/90 mm Hg

e 3a xunepTroHulM ¢ BUcoK puck < 130/85 (80)
mm Hg.

e 3a nuuara > 55 r. cucroauuHoro AH e ¢ no-

roJisiMa 3Ha4MMOCT.

HMma J0KasaTcJICTBa, Y€ IpU BUCOKOPHUCKOBUTC XU -
IICPTOHULN KOJIKOTO ITO-HUCKH CTOMHOCTH C€ MOoC-
TUTHAT, TOJIKOBA IT0-MaJIka € 4eCToTata Ha CbpACYHO-
CbAOBUTC MHIIMACHTHU.

HpI/IOpI/ITeTI/ITC 34 aHTUXUTICPUHTCH3MBHO JICUCHUEC
IIpU OIrpaHUYCHU PECYPCH CC ONPCACIAT OT ChbpACY-
HO-CbI0BUA PUCK - BUCOK, CPECICH, HUCBHK.?!

HavaiHo MeIMKaMeHTO3HO JiedeHHe Ha
apTepHaIHATA XHIIEPTOHHS

HavanHoTo MeaAMKaMEHTO3HO JIeUEHUE CE OMpeeist
OT CTerneHTa Ha pucka (ctoliHoctute Ha AH 1 omnpe-
JIeJISILIMTe MporHo3ara akropu). TpaauiMoHUSIT Mo -
XOJ 32 KOHTpoJ Ha AX - Ja ce 3amoyHe C eauH
MeIMKaMEeHT U1 Jia ce TUTPUpa 103aTa J0 MTOCTUTaHe
Ha afieKBaTeH KOHTPOJI Ha HAJISITAHETO, Ch3/1aBa pe-
UL MPOOJIEeMMU:

Ta6a. 6 3agb/DKUTETHA HHINKAIMA 32 HHANBHAYAJIEH KJIAC AHXUIIEPTEH3UBHA MEIUKAMEHTH

ITPEITIOPBbYBAH MEIAMKAMEHT

Juypetuk  bera- ACE
OJOKEep MHXUOHUTOP

CobpreyHa * * *
HEIOCTaTbYHOCT
Cnen MuokapaeH * *
nHbapkT
Bucok puck 3a o &
KOpoHapHa 0oJiecT
3axapeH auaber & & &
XpOHUYHO &
0BOpEeYHO
3a00J151BaHe
Bropuuna & &
npoduIaKTUKa
Ha MO3bYE€H MHCYJT
Bb3pacTHu ¢ *

HM30JIMpaHa
cuctoimHa AX

JIK xumneprpodust < &

APB Kamues
aHTa-

Annmocrepo-

HOB aHTa-

basucan
KIMHAYHI
TOHUCT

TOHUCT IIpOyuYBaHUA

ACA/AHA/ESC
PBKOBOACTBA,
MERIT-HF
COPERNICUS,
CIBIS,

SOLVD, AIRE,
TRACE,
ValHEFT, RALES

* ACA/AHA/ESC
pbkoBoncTBa, BHAT,
SAVE, Capricorn,
EPHESUS

ALLHAT, HOPE,
ANBP2, LIFE,
COVINCE,
EUROPA
NKF-ADA
DPBKOBOJICTBO,
UKPDS, ALLHAT
& NKF pbKoBOACTBO,
Captopril Trial
RENAAL, IDNT,
REIN, AASK

PROGRESS

* *

* Syst EURO, HOT

LIFE, LIVE



S komcewoye

1. EdexTrBeH KOHTPOJI C€ TIOCTUTa CaMO TP YacT
OT MAIMEeHTHUTE.

2. HayaymHata MOHOTepanus MOXe J1a He TIOBJIUsIe
OCHOBHUS ITATOTCHETHMUYEH MEXaHU3bM, TIPUYMHA 32
roBuiaBaHe Ha AH, Thif KaTo XUTIEPTOHUSITA € MHO-
roakTOpHO 3a00JIsIBaHE.

3. EdukacHocTTa Ha JICYEHUETO C eAVH MeIrKa-
MEHT MOKE JIa Ce IIOHVKM OT CTUMYJIAIMsITa Ha KOH-
Tpapery;IaTopHu MeXaHU3MU.

4. KakTo ehrkacHOCTTa, TaKa U CTpaHUYHUTE epeKTr
ca po3o3aBucumu. [lopaau ToBa MOXe J1a ¢€ BKITIOYN
TTOPOYEH KPbI' MPY TTOBUIIIABaHE Ha 103aTa

HekonTpomupano AH

| l

Jlom kommiaiianc «——— IloBumasane Ha go3arta

5. AX e acMMIITOMHO 3a00JIsIBaHE 1 YacT OT OIUIAK-
BaHMsATA Ha XUITIEPTOHUIIUTE MOTAT JIa CE ITOSIBSIT TP
MOBHUIIIaBaHe Ha JO3WTE HAa MEAMKAMEHTHUTE - He00-
XOIMMO 3a IMOCTUTaHe Ha e(pUKaceH KOHTPOIT. >0

6. [ToBuiraBaHeTO Ha M03aTa HA €IMH MEITUKAMEHT
B peIMIIa CJIydar OCKBIISIBA JICYEHHUETO.

CrbrajioBUaHaTa CXeMa Ha JIeUeHHWe - Hayayio ¢
eITH MEIUKaMEHT Ha ITbPBOTO CTHIIAJIO, IBa Ha BTO-
POTO M T.H., € 3aMEHEeHa OT ChBpEMEHHATa CTpaTerws,
KOSITO TIPENBIK/IA M300P MEXIy MOHO- U KOMOU-
HMpaHa Tepanus. HavaqHoTo JeueHre MoXe /1a € C
eIMH MeIMKAMEHT B HMCKa /1033 WJIM KOMOWHAIIMSI
OT JIBa MEIMKAMEHTa B HUCKU JT03MU.

EnHOBpeMeHHOTO M3ITOJI3BAHE Ha TTOBEYE OT €IHO
AHTUXUIIEPTEH3MBHO CPEICTBO 332 HAYATHO JICUCHUE
Ha AX e orpaBIaHo, Thif KaTo:

- UnnuBumyatHUTE pa3iMKy B PEaKTUBHOCTTA Ha
OTJEHUS MALMEHT CIPSIMO PA3IMUUTE aHTUXUIIEP-
TEH3UBHU MEIUKAMEHTH Cca TOJIEMU 1 HETTPEIBUIN-
MU, a KOMOMHMpaHaTa Teparis HamajisiBa 3HaYMTe -

HO pMCKa OT HEeYCITeX Ha JICYSHHUETO.

- B mmoceqHnTe TOMMHM HOPMAJTHHUTE CTOMHOCTH
Ha AH ce cHIXMxa 1 Bce TTO-TPYIHO Cce MOCTUTAT C
eJIMH MeIMKaMEHT.

- Mima mokazarelicTBa OT KOHTPOJUPAHU PaHIO-
MW3HUPAHU TIPOYYBAHUST BHPXY TOJISIM OpOit XuTep-
TOHUIIN, Ye TTPOLIEHTET Ha OJIaroNpUSITHO TIOBIVSTHI-
Te OT KOMOMHMpaHa aHTUXUIIEPTEH3WBHA TeParust €
3HAYUTEJTHO MO-BUCOK OT MPOIICHTA Ha TTOBIUSTHUTE
OT MOHOTEpATTHS.

- CreneHra Ha nmoHvxaBaHeTo Ha AH ot koMOGu-
HUpaHa Tepanus ¢ MO-ToJIsIMa OT CTeTeHTa Ha TTIOHM -
SKaBaHETO C MOHOTEPAIIHSI.

[MpeanmounTat ce mBATOMCHCTBAIIN (DOPMHU, KOUTO
OCUTYpPSIBAT ONTUMAJIEH 24-4acoB Wju noHe 12-ya-
COB KOHTPOJT Ha HAJIITAHEeTO. AJITOPUTHEMBT Ha ITOBe-
JIeHVe TIPU BCEKH OT IBaTa HAvYaJTHU M300pa € TToco-
yeH Ha ¢ur.1.

HMupgnkanunte 3a TPUIOKEHUETO Ha BCSKa TPyIIa
AHTUXWIIEPTEH3WBHU MEIMKAMEHTH ca TTOKa3aHW Ha
Tabi. 6. Te ca M3BeIeHN OT TOJIEMU PAaHAOMU3UPAHHI
KIMHAYHA TTpOy4YBaHms. >

KoMOnHMpaHo aHTHXHMNEPTEH3WBHO
JieyeHue

ITocturaneTo Ha ajieKBaTeH TepareBTUYEH KOHTPOJ
B peajTHaTa KIIMHUYHA MTpakTHKa e oT 5 1o 33%, no-
KaTo B KJIMHWYHMTE MPOYYBAHUSI KOHTPOIBT € JI0
70% (INVEST, HOT, VA, STOP).

AHaIM3BT HA TOCOYEHUTE ITPOYIBAHUS TIOKA3Ba,
4e TO3U J0OBP KOHTPOJI Ce TIOCTUTa C KOMOMHMpaHa
Tepanust. 3a 1a ce HaMaJId ChpACYHO-ChIOBUST PUCK
¢ 30% e 6mI0 HEOOXOMMMO KOMOMHMPAHO JIeUCHUE
na ce mpwtoxu 1pu 70% ot malMeHTUTe B MpoyYBa-
Hero HOT (Hypertention Optimal Treatment).'®

KoMOMHMPaHOTO aHTUXUIIEPTEH3UBHO JICUCHHE BO-
IV 1O TT0-0bp30 MOCTUTAHE Ha TIPULICTHUTE HUBA, C
KOETO ce ITomo0psiBa AajieuyHara Iporo3a. Jlokasa-

Taon. 7
MpuHUMNM 3a narpaxxgaHe Ha MmegMKaMeHTO3Ha KOMOUHauuns
A B C D
ACE uHxméutopu,
AHIrMOTEH3MH Kanuuesu
BeTa-6nokepu nypeTmum
PeLenTopHN P aHTaroHNCTH AvypeTny
6nokepu
\ 4 \ 4
CumnaTtmkycoBa HepBHa cuctema NaCl
PeHuH-aHrnoTeHsnHoBa cuctema

A (B) + C (D)
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TEJICTBO 32 TOBA Ca JaHHUTE OT PaHIOMU3UPAHU KJTU-
HUYHU TTPOYYBAHUS.

[To-0bp30 TOCTUTHATHUSAT KOHTPOJI Ha HAJIITAHETO
€ JIOBeJI 10 TMOHMXXaBaHe Ha MO3bYHUTE MHCYJTU C
28% B Syst Euro 1 Ha CbpAeYHOCHAOBUTE MHIMICH-
™ BB VALUE.

KombOunmnpaHaTa Tepanus npeajara peauia Impe-
IMMCTBA CIIPSIMO MOHOTEPAIIUSTA, YaCT OT KOMTO CE
I'bJDKAT Ha TIO-BUCOKMS MIPOILICHT Ha MOHIKaBaHe Ha
HaJISIraHeTo.

KomMOuHupaHaTa Tepanusi € JoruueH u3oop 3a je-
YyeHHe Ha MHOTO(paKTOPHO 00YCI0BEHO 3a00JIsIBaHe,
KakBOTO ¢ xurieproHusTa. [1o To3m HaYMH Morar Ja
Ce MOBJIMSAT MTOBeYe MEXaHU3MHU, 00YCIaBSIIN T10-
BUIIICHOTO HaJIsITaHe TPY JaJeH TMalnueHT (aKTHUB-
HocT Ha SNS, Ha RAS, Ba30KOHCTpUKIIMS, KpbBEH
obem m ap.). IlpyHIMIIMTE 3a M3TpaxkaaHe Ha Me-
JIMKaMEHTO3Ha KOMOMHAIIKS ca ITOCOYEHM B Ta0JI. 7.

Kom6uHupaHara Teparivisi iMa MHOTOTTIOCOUHU e(peK-
TH ¥ MOXKE J1a TIOBJIMsIE KOMITEHCATOPHUTE MEXaHW3-
MM, BKJTIOUEHHU OT eIMHUS MeaKaMeHT. ToBa e mpu-
YyMHAaTa ITallMeHTH, KOUTO He JaBaT OTTOBOP Ha ABa
OTIEeJIHM MeIMKaMeHTa Ja AaaaT 400bp OTrOBOp Ha
KOMOMHALMS OT IBaTa.

Hsaxkon KoMOMHALIMK OT aHTUXUITEPTEH3UBHU M€~
JIMKaAMEHTH MMAaT aITUBEH W IOPY CUHEPIuYeH eheKT.
ToBa nmo3BosisiBa 1a ce U3Mo3aBaT MO-HUCKU A03U OT
BCEKM MEIUKAMEHT, C KOETO PSI3KO Ja ce MOHMXAT
JI0303aBUCUMUTE CTPAHUUHU eheKTH.

PazmuunnTe MexaHU3MHU Ha AeicTBUE U (hapMaKo-
JIOTUYHU e(PEeKTH AaBaT Bb3MOXKHOCT JIa Ce HeyTpa-
JIM3MpAT crelMpUIHN HeKeJTaH! JISKApCTBEHU peak-
1IMM 32 TaJIcH MEIMKAMEHT.

Hob6assiHeto Ha ACE nnxuburop kbMm Ca aHTaro-
HUCT HaMaJjisiBa CTEIIEHTa Ha eIHa OT Hall-4eCTUTe
HEeXXeJIaHM JICKapCTBEHM peaKIIMy Ha BTOPUS MeTH-
KaMEeHT - OTOKa Ha TOJIHWTE KpalitHUIM. Moxe na ce
rnocoyu obaye u 00paTHUs e(peKT Ha KOMOMHUPAHA-
Ta Tepanusl - TOIMBbIHUTEIICH PUCK OT HEXETaH! Jie-
KapCTBEHU peakinu. To3u prcK e CBeICH 10 MUHHU-
MYM Ipu GUKCUPAHUTE METMKAMEHTO3H! KOMOMHA-
mn. UHauBunyanusvpaHe Ha TATPUPAHETO ¢ UK-
CHpaH1 KOMOMHAIIMY HE Ce TTOCTUTA C YIBOsSIBAaHE Ha
HavaJTHaTa HUCKA 1032 KOMOMHUPAH Mperapar.

KoM6uHupaHata Tepanusi rpeiara Bb3MOKHOCTH
Jla Ce TIOCTUTHE JIOITBTHUTEITHA T10J13a TI0 OTHOIIICHKE
MPEBEHIIMS M Perpecus Ha yBpeXkIaHe Ha TPUIIe-
HUTe opraHu(cuple, Oboperr, Mo3bk). OcobeHO OT-
YETJIUB € TO3U edeKT rnpu KoMOuHaiusara Ca aHTa-
roHuct + ACE uHxuoutop.

Hsxkon aHTUXUTIEPTEH3MBHU MEIUKAMEHTH MMaT
OJaronpHUsITeH OPraHOMPOTEKTUBEH e(PEeKT, KOUTO €
He3aBUCUM OT MOHIXaBaHeTo Ha AH (peaykiimst Ha
npoteunypusita ot ACE unx. u APB). KomOouHauusi-
Ta, KOSTO TIOBUIIIaBa €(pUKaCHOCTTA Ha Te3U MEIMKa-
MEHTH, HOCH TIO-TOJIsSIMA T10J13a. '

KoMOuHMpaHeTo Ha aHTUXUTICPTEH3UBHUTE ME/IH-
KaMEHTH CJIe/IBa Jla Ce M3rpaxkaa Ha MPUHIMIIA 3a

Etann B m3rpaxnane Ha epWKACHH MeIMKAMEHTO3HM KOMOMHALHN

MbpBa cmbnka

ACE nHxunbutopwu
nnn APB S~o

TwasungeH gnypeTuk

Bmopa cmbnka

ACE nHxunbutopwu

nnn APB S~

TvasungeH gnypeTuk

— — Ca 6bnokep
~ :\/X/\:/
= - [-6r10kep
_ Ca 6bnokep
T
= — [-6nokep

MeankameHT ¢ LeHTpaneH MexaHnu3bm



S komcewoye

Ta6a. 8 CnMCchbK HA KOMOMHHMpPAHH AHTHXHIEPTEH3WBHH JIEKapCTBa,
perucrpupand B bbarapus
Ne Tbproscko I'enepuyno mme u 1034 JlekapcTBena IIpousBoauren
HaNMeHOBaHHE dopma
1. BRINERDIN Reserpine 0,1 mg + Clopamide 5 mg tabl. x 30 Novartis Pharma
+ Dihydroergocristine 0,5 mg
2. CHLOPHADON Clonidine 0.15 mg tabl. x 50 Sopharma Bulgaria
Chlortalidone 20 mg
3. COAPROVEL 150 Irbesartan 150 mg + tabl. x 28 Sanofi Pharma /
Hydrochlorothiazide 12,5 mg Bristol-Myers Squibb
4. COAPROVEL 300 Irbesartan 300 mg + tabl. x 28 Sanofi Pharma/
Hydrochlorothiazide 12,5 mg Bristol-Myers Squibb
5. CO-DIOVAN Valsartan 80 mg + Hydrochlorothiazide 12,5 mg tabl. x 28 Novartis
Pharma Switzerland
6. CO-DIOVAN Valsartan 160 mg + Hydrochlorothiazide 12,5 mg tabl. x 14 Novartis
Pharma Switzerland
7. CO-RENAPRIL Enalapril maleat 20 mg+ Hydrochlorothiazide 12,5 mg tabl. x 14tabl. x 28 | Actavis Bulgaria
8. CO-RENITEC Enalapril maleat 20 mg+ Hydrochlorothiazide 12,5 mg tabl. x 14tabl. x 28 | MSD USA
9. DIURETIDIN Triampterene 25 mg + Hydrochlorothiazide 25 mg tabl. x 50 Actavis Dupniza
10. ENAP H Enalapril maleat 10 mg+ Hydrochlorothiazide 25 mg tabl. x 20 KRKA Slovenia
11. ENAP HL Enalapril maleat 10 mg+ Hydrochlorothiazide 12,5 mg tabl. x 20 KRKA Slovenia
12. ENAP H20 Enalapril maleat 20 mg+ Hydrochlorothiazide 12,5 mg tabl. x 20 KRKA Slovenia
13. HYZAAR Losartan 50 mg +Hydrochlorothiazide 12,5 mg tabl. x 28 MSD
14. INHIBACE PLUS | Cilazapril 5 mg + Hydrochlorothiazide 12, mg tabl. x 28tabl. x 30 | F. Hoffmann-
La Roche Inc.
15. MICARDIS PLUS | Telmisartan 40 mg + Hydrochlorothiazide 12,5 mg tabl. x 28 Boehringer
Ingelheim Germany
16. MICARDIS PLUS | Telmisartan 80 mg + Hydrochlorothiazide 12,5 mg tabl. x 28 Boehringer
Ingelheim Germany
17. MOEX PLUS Moexipril 15 mg +Hydrochlorothiazide 25 mg Schwarz Pharma AG
18.MONOZIDE 10 mg | Fosinopril 10 mg +Hydrochlorothiazide 12,5 mg tabl. x 28 Bristol Mayers
Squibb USA
19. MONOZIDE 20 mg | Fosinopril 20 mg +Hydrochlorothiazide 12,5 mg tabl. x 28 Bristol Mayers
Squibb USA
20. NEOCRYSTEPIN Reserpine + Dihydroergocristine + Chlortalidone tabl. x 30 LEK
21. NOLIPREL Perindopril 2 mg + Indapamide 0,625 mg tabl. x 30 Servier France
22. NOLIPREL FORTE | Perindopril 4 mg + Indapamide 1,25 mg tabl. x 30 Servier France
23. PRINZID Lisinopril 20 mg +Hydrochlorothiazide 12,5 mg tabl. x 28 MSD
24. RETHIZID Reserpine 0,15 mg + Hydrochlorothiazide 10 mg tabl. x 30 Actavis Dupnitza
25. TARKA Trandolapril 2 mg + Verapamil 180 mg tabl. x 28 Abbott Lab.
26. TEVETEN PLUS Eprosartan 600 mg + Hydrochlorothiazide tabl. x 14tabl. x 28 | Solvay Pharma
27. TRIAMPUR Triampterene 25 mg + Hydrochlorothiazide 25 mg tabl. x 50 AWD
COMPOSITUM
28. TRINITON Dihydralazine sulfate 10 mg, tabl. x 50 Apogepha
Hydrochlorothiazide 10 mg + Reserpine 0,1 mg Arzneimittel GmbH
29. TRITACE PLUS 2.5| Ramipril 2,5 mg +Hydrochlorothiazide 12,5 mg tabl. x 28 Aventis Pharma
30. TRITACE PLUS 5 | Ramipril 5 mg +Hydrochlorothiazide 25 mg tabl. x 28 Aventis Pharma
31. TRIZIDIN Reserpine 0,1 mg + Clopamide 5 mg tabl. x 30 Actavis Dupnitza
+ Dihydroergocristine 0,5 mg
32. VISKALDIX Pindolol 10 mg + Clopamide 5 mg tabl. x 30 Novartis Pharma
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TTOBJIMSIBAHE Ha Pa3IMIHU MaTOTeHETUYHN MEXaH!3-
MM, KaKBaTo € YTBbpAeHaTa B KIIMHWYHATA TTPaKTHKa
ABCD cxema.

KoMOMHMpana aHTHXuMnepTeH3MBHA
Tepanus:

Jlozuunu npenopsuanu KomouHauuu ¢ 0oxazana eghe-
Kmuenocm u dobpa nonwocumocm: >

o TuazuaHu uim OpUMKOBHU AUYpeTULIU + [-0J10-
Kepu;

e Tuasunnu umm OpumkoBu muypetnun + ACE
uHxubutopu uiu APb

® bera-perienTopHu OJI0KEpH + Cl-pelieIITOPHU OJ10-
Kepu

e (-0nokepu + Ca aHTarOHUCTU

o ACE unxubutopu + Ca aHTaroHucTu

Ilo-maaxo epexmuenu xomounauuu:

o Ca aHTarOHUCTU + JUYPETULIN
o (3-6okepu + ACE nnxuburopu

Kombunauuu, xoumo ne mpsabea oa ce npagam:

e (-610Kepu + Ca aHTarOHUCTHU OT BeparnamMuiIoB
WY TUJITHA3EMOB TUTT

o Ca aHTaroHUCTH + o, -pelieNnTOPHU OJIOKepH

e [(3-Oyiokepu + LIEHTpaJIHO JAeHCTBALLM MEAUKA-
MeHTH (Chlophazolin)

B xiMHMYHATa mpakTUKa ce M3MOJ3BaT U APYTU
KOMOMHAIIMN, KOUTO BKJTIOUBAT MEIUKAMEHTH C IICH-
TpaJIeH MEXaHU3bM Ha JENCTBUE, BKIIIOUUTEHO O -
aIPEHOPELENTOPHY arOHUCTU M UMUIA30/IuH-1 -pe-
LIENTOPHU MOYJIaTOPHU.

[IpenopbuBa ce ynorpedara Ha IbJIAroaciCTBALLN
JIeKapcTBa WM IIpernapaTy OcCUrypsiBaiuy 24-4acopa
e(UKaCHOCT MpU eAHOKpaTeH AHeBeH npueMm. [1pe-
JMMCTBaTa Ha TaKMBa MEIMKAaMEHTH BKJIIOUBAT IO-
BUIIaBaHE HMBOTO Ha MPUIbpXKaHe Ha MALlMEHTUTE
KbM TepanusTa U HamalisgBaHe Ha KojieOaHusITa B
croitHocTuTe Ha AH.

ITo To31 HaYMH ce OCUTYypsiBa MO-3HAYUMO TIPE-
Ta3BaHe OT Hali-BaXKHUTE ChPIEYHOCHIOBU MHIIMACHTU
1 pa3BUTMETO Ha yBpeaa Ha TapreTHUTe opraHu. '
MeaukamMeHTO3Ha KOMOMHALIMS OT ABa MEAUKAMEH-
Ta € TIpernopbuBaHa KaTo Ha4YaJlo Ha aHTUXUTIEPTEeH-
3UBHOTO JICUEHUE U MPU TOJISIM OpOI MALIMEHTH OCU-
rypsiBa 100bp Ipoab/rkuTeeH KOHTpoI. [IInpokoTo
MPUIOXEHNEe Ha KOMOMHAIMSI OT JBa aHTUXUIEP-
TEH3UBHU MEIMKAaMEHTA U T10J13aTa OT MPUIOKEHe-
TO UM HaMepHu OTTOBOP B MPOU3BOJCTBOTO Ha TakKa
HapeyeHUTe KOMOMHUPAHU MEIMKAMEHTH WU (PUK-
CUpaHU MeIMKaMEHTO3HU KoMOMHauuu. B noknana
Ha JNC7 Te3u MeauKaMeHTH ca MpeJCTaBeHU B OT-
JieJTHA Tabu1Ia, T.€. Te ca IPEropbUaHu 3a IMPUIIoKe-
HME B IIIMPOKATA KIMHUYHA MPAKTUKA.>

Kom6uHupaHuTe aHTUXUIEPTEH3MBHI MEAMKAMEH-
TU, PETUCTPUpPaHU 3a MpuUiokeHue B bbarapusi, ca
MocoyeHu B Tab1. 8.

HanuyueTo Ha 1mmpoK Habop OT KOMOMHMpPAHU aH-
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TUXUATIEPTCH3UBHU METUKAMEHTH (IBa MEIMKaMEH-
Ta) Ch3laBa ymoOCTBO 3a KJIMHMYHATA IPAKTHUKA.
Hsaxou komounauumn (ACE unxubutop + auype-
THK) JaBaT Bb3MOXHOCT 32 YIBOSIBAHE Ha J03aTa OT
1 Ha 2 Tabnetrku, kKato 3a ACE nHxuburtopa ce noc-
TWTa IThJTHATA, a 33 TUyPEeTHKa - ONITUMAJIHATA 1034,
KOSITO HE BOIIU 1O METAOOJUTHU HAPYIICHUS.

Co-Renitec 1 Tadbn. Enalapril maleat 20 mg
Hydrochlorothiazide 12,5mg

Enalapril maleat 40 mg
Hydrochlorothiazide 25 mg
Perindopril 2 mg
Indapamide 0,625 mg
Perindopril 4 mg
Indapamide 1,25 mg

Co-Renitec 2 Tao1.
Noliprel 1 Ta6.

Noliprel Forte
1 Tab.

AHajoruueH e npumepbT ¢ Monozide 10 u
Monozide 20.

ITpunaranero Ha meiHa go3a ACE nHxudurop, Koe-
TO C€ MOCTUTa KaTo Ce MPUJIOXKAT JIBe TabJeTKU (hUK-
CUpaHU KOMOMHALIUU, € MOTUBUPAHO OT Pe3y/ITaTUTe
Ha roJieMUTe KIMHUYHU NpoyuBaHMsl. Te rmokassar,
ye ¢ nuaHute 103u ACE nHxubuTopu ce mocTtura
ontumajeH cbaoBo-nporekTuBeH epekT (HOPE u
EUROPA).

M3rpaxxaaHeTo Ha cTpaTerusi 38 KOMOMHUPAHO Jie-
yenne ACE mHxuOuTop + TMasumeH IUYpPEeTHK ce
MU3BEXIa OT JBE TOJIeMU KJIMHUYHU TPOYYBAHUS
ALLHAT u ANBP-2. lunemara ACE nHxuoutop
win quypetuk e peiieHa - ACE unxuburop + auy-
PETUK.

B AmepukaHcKkuUTe METOIMYHY YKa3aHUSI ca Jajie-
HU TOYHM YKa3aHHUS 32 HAUaJHO JIeUeHUe C MeIUKa-
MEHTO3Ha KOMOMHAIIWS:

“Ako AH e ¢ noseue ot 20/10 mmHg Han mnipe-
JIeJTHOTO, TPsIOBa /1a ce 3arlovyHe ¢ IBa MeIMKaMeHTa,
eJIMH OT KOUTO jJa Obae THasujaeH auypetuk. bo-
LLIMHCTBOTO OT MalMeHTUTE ce HYXIasT OT JIBa WU
noBeve MeAMKaMeHTa, 3a Ja ce JOCTUTHAT MpULe-
nute HuBa Ha AH 140/90 mmHg wiu AH 130/80
mmHg 3a manueHT™ ¢ 1MabeT M XpOHUYHU OBOpeY-
HU 3a00J11BaHMSL.”

KbM kputepuute 3a HAYaJIHO MEIMKAMEHTO3HO Jie-
YeHUe ¢ MeMKaMEHTO3Ha KOMOWHALIMS TIpeijiaramMe
Jla ce BKJIFOUM KPUTEPUSIT JaBHOCT HA AX>STOAMHMU.

PesynaTarute oT HallIM MpOyYBaHMSI cOUaT HEOOXO0-
JIMMOCT OT KOMOMHMpaHa Tepariusi Ipu yMepeHa cTe-
reH Ha xutiepToHus (cuctomHo AH 160-170 mmHg
n gnactoiaHo AH 100-109 mmHg) n ¢ maBHOCT Ha
3a0onsIBaHeTO > 5 TOomMHM.>®

ITpu BUcokopucKoBU nalueHTH ¢ AX + 3axapeH
Jader, MeTMKaMeHTO3Ha KOMOMHALIMS OT 2 MeInKa-
meHTa (ACE unx., APB + nuypetuk wiu ACE nHx.
+ KaJlMeB aHTarOHUCT) MOXe Ja JO0BeJe 10 3aKO-
HOMEPHO MOA00pEH OTIajeueH KOMIUIaiaHC U clie-
JIOBATEJIHO Ja MOHWXXU ChPAEYHO-ChA0BaTa 001eCT-
HocT U cMbpTHOCT. [Ipu AX + 3axapeH auabeT e
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HEOOXOIMM aeKBaTeH KOHTPOJI M KOMOMHMUpaHaTa
Tepanus € ¢ 1oopa moHocumocT. KoMOrHMpaHaTa Te-
panust € o-e()eKTUBHA OT ITOBMILIABAHETO Ha 103aTa
WJIM CMsTHA Ha JIEKapCTBOTO. '3

Mma nokazatesicTBa OT paHIOMU3UPAHK KIMHUY-
HM TIPOYYBaHUsI 3a CHIIECTBEHO MOI00OpsIBaHE Ha
eukacHOCTTa OT HAYATHO JICUeHHE ¢ KOMOMHMpAa-
Ha TepaIvsl IpU BUCOKOPMCKOBH MaIlMeHTH, 0e3 1a
ce TIOHWXXM curypHOocTTa. [loctura ce mo-0bp3 KOH-
TPOJI TIPY TIO-TOJISIM TIPOLICHT TTAIMEHTH U ¢ TIO-MaJI-
KO CTBIIKW Ha TUTpUpaHe Ha go3arta (2 cpeury 4).

[pu narmmenT ¢ AX + 3axapeH AuabeT ¢ HayajIHa
KOMOMHHMpaHa Teparusi ce moctura cucronHo AH <130
mmHg B 45% cpemry 20,9% mipu JieKyBaHe ¢ eIUH
MeIuKaMeHT. '

Havanno nevyenue ¢ ¢pukcupaHa
MeJIHKAMEHTO3HA KOMOHHAIMSA

HauvanHoto neyeHue ¢ pukcupaHa MeIMKaMeHTO3-
Ha KOMOMHALMS € MOKa3aHo MPY BCUYKU MalMeHTU
¢ Bucok puck (AH > 140/90mm Hg + > 3 PD um
YTO, unu cbIbTCTBAIM KIMHUYHU ChCTOSIHUS) U
npu AH > 180/110mmHg He3aBUCUMO OT ChITBTCT-
Bamure PO (tadm. 5).

Tesu npenopbku ca u3seaeHu ot EBponeiickure u
AMEPUKAHCKU METOAMYHY YKa3aHUsI, CIIOPEN KOUTO
KOMOMHUPAHOTO JIeUEHKE € MOKa3aHo MpPU:

1) AH >20/10 mmHg Han npulieHOTO.

2) BUCOKOPUCKOBU MAllMEHTH U CIELIMATHO MPHU
3axapeH auader.

3) KoraTto nma crieliajiHu oKa3aHusl 3a €IMH OT
MEJIMKAMEHTUTE, a C HEr0 HEe MOXeE Ja Ce OCUTYpHU
aieKBaTHO MOHMKaBaHe Ha HAJIIraHeTo (3aXapeH aua-
0eT, 3aTIbCTABaHE, HapylleHa ObOpeyHa (hyHKIIHSI).

4) AH >15/10 mmHg Han npuuieaHoTo rpu 0b0-
peyHa HemocTaTbyHOCT criopea American National
Kidney Foundation.

ITpenumcTBa Ha dUKCHpaHHUTE
MeJIMKAMEHTO3HH KOMOWHAIMH

OnTuManHaTa KOMOMHALIMS OT IBa MEIMKaMEHTa
€ YTOYHEHa B IIPEIVIITHY KIIMHUYHY Ipoy4yBaHust. Tosa
HamaJIsiBa Hy>kIata OT eKCIIepMMEHTHpaHe, CMsIHa Ha
MEIUKAMEHTHTE ¥ IIPOMEHJIMB I030B PEKUM, C KOETO
MOXKe JIa Ce Ch3/1ajie HEHYXKHO HalpexkeHUe 1 J1a 10-
Belie 710 00e3KypaXkaBaHe 1 OE3ITOMOIITHOCT KaKTO Ha
MalyeHTa, Taka U Ha JIeKapsi.

DukcupaHnUTe KOMOMHALIMKA OCUTYPSIBAT ehuKac-
HO ITOHIKaBaHe Ha HaysaraHeTo. MUKCcrpaHUTe KOM-
OMHALIMY BKJIFOYBAT MEAMKAMEHTH OT OCHOBHUTE IPY-
A aHTUXUIIEPTEH3UBHY MEIKAMEHTH, 32 KOUTO MMa
JIOKa3aTeJICTBa, Ye MOTaT Jia IIOCTUTHAT LIeJITa Ha aH-
TUXUIIEPTEH3UBHOTO JieueHue. DukcupaHuTe KOMOK-
HaIlMK ca OT MEIMKAMEHTH, KOUTO IOIBJIBAT CIIeK-
Thpa U MEXaHM3MUTE Ha OpraHHa MPOTEKIIUs (Harp.
ACE unxubutop + Ca antaronucrt). @ukcupaHuTe
MenrkamMeHTo3HM KomOuHauuu (ACE nHxubuTtop
i APB + ThasupeH auypeTMK) BKIIIOYBAT THA-
3UJICH IUYPETHK B ONITUMAJIHA J1034.
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Cuurta ce 3a JJoKa3aHa Te3aTa, Ye HayajTHo JieueHUe
¢ ¢puKcHUpaHa MeIMKaMEHTO3Ha KOMOWHALIWST TIOCTH -
ra TI0-0bp30 MPUIICTHOTO HAJISITAaHE TIPY TTAIUEHTH C
AX u 3]1.1

Enna Tabnerka, chabpkalia 2 pa3jiMyHA aHTHXU-
MePTeH3MBHU MEIMKAMEHTa, ITOCTUTa IMPUIIETHOTO
HaJIsiTaHe MPY TI0-TOJISIM TIPOIICHT MalmeHTH ¢ AX 1
3/1, B cpaBHEHMeE C eTHa TabJIeTKa, ChIbpKallla eIrnH
MEIMKAMEHT, KbM KOMTO BITOCJICICTBIE Ha BTOPO CTh-
I1ajio ce pubaBst BTOPY MEIMKAMEHT.

[MpunaraneTo Ha (UKCUPaHU KOMOMHAIIUN MOXE
Ila ce choOpasm ¢ MpKamaHus puTbM Ha AH.

®ukcupannte KomonHamn, chrbpxam ACE mH-
xuourop uan APb morar ga ce mpuiarat npu Xu-
MEPTOHMIIN ChC ChpAeYHA WM OBOpeUHa HelmocTa-
TBYHOCT, 0€3 3aIB/DKUTEITHO TUTPUPAHe Ha 1o3arta (OT-
Hacs ce 3a ACE uHxuburopa), ako ToBa He ce Hajiara
CIICIIMATHO.

MenukaMeHTO3Ha KOMOMHAIIUSI OT JIBa MeIrKa-
MEHTa KaTo HavajlHa Tepalvsi MOXe Jla TOBele JI0
3aKOHOMEPHO ITOI00OPEH OTAaeueH KOMIUIaliaHC 1
CJICMOBATEITHO JI0 TIOHMKaBaHe Ha ChpIeYHO-ChIOBA-
Ta OOJIECTHOCT M CMBPTHOCT. %16

IMpennarame Haiira, Gbarapcka cxeMa 3a u300p Ha
Ha4yaJIHO MEIMKAMEHTO3HO JIeUEHHE - MOHO-/KOM-
OMHMpaHO, OCHOBaHA Ha ONPEAC/ISTHETO Ha pHCKa C
orjiea Ha mporHo3ara, npenopbyaHo ot C30/M/X,
2003 (Tab:. 5) 1 HA TPEMOPbUBAHUTE B METOAUYHHU-
Te yKa3aHMsI KpUTePUHU 3a M300p Ha KOMOMHUpaHa
Tepanusi, BKIIOYUTEHO (PUKCUPaHT MEIMKAMEHTO3-
HM KOMOMHaImu (tad:i. 9).7:21,22:2

Cuurame, 4e caMo TIPY HUCHK IOITBIHUATEIICH PUCK
- AH=140-159/90-99 mmHg u 6e3 npyru PD, mo-
HOTEpanusTa € IpearroYnTaHusT u300p.

Ipu cpeneH 1 BUCOK PHUCK ITOIXOMISIIIATa KOMOM-
HMpaHa Teparus ¢ TepanusiTa Ha u300p.

Pe3ucrenTHa XUNepTOHUSA

Mo nepuHuims AX e pe3rCTeHTHa, aKo He Ce T0C-
TWTA TIPUIIETHOTO HAJISITAHE TIPU CUCTEMHO JICUeHUE
C ITOIXOMISIIIa KOMOMHALIMS OT TPU MEMKAMEHTa, BKIL.
TINYPETHUK.

dakTopuTe, KOUTO TOMPUHACIT MOTECHIIMATHO 3a
PE3UCTEHTHA Ha JICYEHUETO XUIIEPTOHMSI, BKITIOUBAT
penuiia mpobIeMy KaTo HeMOCTUTaHe Ha MaKCHMaJl-
HWTE 103M, CYOONTHUMATHO U3ITOI3BaHE Ha TUYPETH-
111, JIOII KOMIDTASTIAHC, KaKTO (ITPOTUBOITOJIOXKEH ehe-
KT) HaMaJIsiBaHe Ha aHTUXUIIEPTEH3UBHUS e(PEKT OT
€THOBPEMEHHOTO INpWIaraHe Ha HIKOW MeTMKaMeH-
TH.

Haii-yecTrTe IpUUMHM 33 PE3UCTEHTHA XUIIEPTO-
HMSI, CBbP3aHU ¢ MEIMKAMEHTUTE ca CIICTHUTE:

e HewnsnonsBaHe Ha MaKCUMAJTHO TTPETIOPbYAHUTE

TTO3U 33 BCEKU OT METUKAMEHTHUTE

e HecroOpassiBaHe Ha IpreMa Ha MeIMKAMEHTHUTE
C TIPOITBJDKUTETHOCTTA Ha JCMCTBUE Ha BCEKU Me-
JTIUKAMEHT

e HeanekBaTHO M3ITOI3BaHE MJIM HEU3ITOJI3BAHE

Ha TNYpPETUK
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e Henoaxosina MeTMKaMeHTO3Ha Tepartust

o Jlom KoMIUTalfaHC Ha TTallMeHTa C JO30BUS

PEKMM

o [IpueM Ha coJ1, CHITBTCTBAIIM MEIMKAMEHTH, KOMTO
TTOHITKABAT e(peKTa Ha aHTUXUITEPTeH3UBHUTE, KaK-
Buto ca HCIIBC u np.

Nxonomuyecka e(eKTUBHOCT HA
AHTHXUIIEPTEH3UBHOTO JIEYEHHE

CBETOBHUSIT OITUT TTOKA3Ba, Y€ aHTUXUIICPTCH3UB-
HaTa Tepanusi ¢ MKOHOMUYECKH OIpaBaaHa. Y CIIoX-
HEHUATA Ha XUIIEPTOHUSTA (ChpredeH MHGpapKT, MO-
3bUCH MHCYJIT, Chp/ieuyHa HeOCTaTBYHOCT 1 p.) CTPY-
BaT CKBITO Ha MaIMeHTa 1 Ha 0011ecTBoTO. JlaHHu! 3a
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DEAR COLLEAGUES,

The decision to develop Consensus on monotherapy and combination therapy patients with arterial
hypertension was adopted by Executive Body of Bulgarian Society of Cardiology on a regular session
conducted on 26-th of February, 2005. Expert group was nominated consisting of the following members:

e Prof. Svetla Torbova

e Prof. Vitan Viahov

e Assoc. Prof. Nina Gocheva

e Assoc. Prof. Vera Sirakova

e Assoc. Prof. Rumiana Tarnovska

e Assoc. Prof. Temenuga Donova

The Consensus was presented on the 3-rd regular meeting of Bulgarian Society of Cardiology, held together
with Bulgarian Scientific Medical Society of Clinical Pharmacology and Therapy on 26-th of March, 2005
in Sofia.

The meeting was organized by The Expert Group of Epidemiology, Prevention and Rehabilitation of
Cardiovascular Diseases and the Expert Group of Pharmacologic Therapy of Bulgarian Society of
Cardiology. The subject of the meeting was “Combination therapy of Arterial Hypertension” and the
moderators were Prof. S. Torbova and Prof. V. Viahov.

Three main lectures were held:

1. “Strategy of antihypertensive therapy according to contemporary guidelines” - by Assoc. Prof. V. Sirakova.

2. “Benefits, risk and value of combination drug therapy” - by Prof. V. Viahov

3. “Combination drug therapy of arterial hypertension - the best strategy to control blood pressure” by
Prof. S. Torbova

There were two other reports as follows:

1. “Preferences of physicians in Bulgaria for the treatment of arterial hypertension”- by Assoc. Prof. N.
Gocheva

2. “Treatment of arterial hypertension in real everyday clinical practice”- by V. Tzanova, MD and E. Goshev, MD.

The goal of the Consensus is to improve control of arterial hypertension, using national resources, profes-
sional qualification of doctors, administrative rules, material resources and others.

The majority of hypertensive patients /60-75%,/ needs combination drug therapy, which might be the start
of pharmacologic treatment. Generally adopted is the point of view that combination drug therapy is the
best strategy to control arterial hypertension.

The Consensus is developed on the base of the main formulations of the three official documents published
in year 2003:

1. Guidelines of European Society of Hypertension (ESH) and of European Society of Cardiology (ESC)
Jor control of AH;

2. Guidelines for Management of Hypertension of WHO and International Society of Hypertension
(ISH);

3. The Seventh Report of the Joint National Committee on Prevention, Detection, Evaluation and Treat-
ment of High Blood Pressure.

The new Guidelines recommend the administration of fixed-dose drug combinations, including low dose
combinations, which are with proven efficacy, security and safety.

We propose our own algorithm how to choose initial pharmocologic therapy /monotherapy or combination
therapy/. The algorithm is based on the risk stratification of hypertensive patients /WHQO/ISH; 2003/ and
the recommended criteria in the Guidelines to choose combination drug, including fixed-dose drug combi-
nations.

The participants in the meeting, 247 members of Bulgarian Society of Cardiology and Bulgarian Scientific
Medical Society of Clinical Pharmacology and Therapy received the short version of the Consensus, which
was discussed and adopted by complete majority.

The complete text is published in the current issue of the journal “Bulgarian Cardiology”. We do believe, that
this document will contribute for the improvement of control of arterial hypertension in Bulgaria. Bearing in
mind the leadership and responsibility of bulgarian cardiologists,we hope,that the efforts of Expert Groups to
develop and adopt the Consensus will be supported by the united efforts of all physicians in Bulgaria to apply it
in clinical practice.

Professor Svetla Torbova

Chairman of The Expert Group of Epidemiology, Prevention and Rehabilitation of Cardiovascular
Diseases of Bulgarian Society of Cardiology

Sofia, 2005
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Arterial hypertension — dominant
common disease of modern world

Arterial hypertension (AH) is the cause of prema-
ture death of 7! million people all over the world.?!
Blood pressure (BP) is considered to be the first of
the 26 most frequent risk factors (RF) for death in
all regions of the world. The burden of BP (health,
social and financial) increases and already exceeds
the burden of the associated with it diseases - cer-
ebrovascular disease, ischaemic heart disease (IHD),
heart failure (HF) and others.?? About 62% of the
cases of cerebro-vascular disease and 49% of the cases
of IHD are caused by uncontrolled AH, defined as
systolic BP >115 mmHg."> The correlation between
AH and stroke mortality is high (r =0.78). The cor-
relation between AH and total cardiovascular mor-
tality is moderate - r=0.44.%

Bulgaria is among the countries with high total
mortality and very high (and increasing in the last
years) percentage of mortality caused by THD. In
year 2003 cardiovascular mortality is 67.6% of all
deaths, which makes 75 678 dead people.?

The high cardiovascular mortality in Bulgaria cor-
responds to the high incidence of arterial hyperten-
sion. In Bulgaria the incidence of arterial hyperten-
sion in people between 25 and 64 years of age is
40.1% and in people above 45 years of age is 50.3%. °

Very important is the clustering of risk factors in
the patients with arterial hypertension. 93% of hy-
pertensive patients in Bulgaria have additional risk factors
(overweight, dyslipidaemia,smoking). 57% of them
have more than 2 additional RF.! This phenomenon
of clustering of RFmultiplies the global cardiovascu-

6. Modern approach to successful therapeutic schedule
for the management of arterial hypertension accord-
ing to the guidelines.

7. Therapeutic strategy to manage arterial hypertension.
- indications and possibilities of monotherapy
- indications and possibilities of combination therapy.

8. Therapy with free combinations and fixed-dose com-
binations.

lar risk and gives rise to high requirements for the
therapeutic strategies.

89.9% of the patients with established atheroscle-
rotic cardiovascular disease (IHD, cerebrovascular di-
sease and peripheral vascular disease) have arterial
hypertension.*

Arterial hypertension is the major well documented
risk factor for cerebro-vascular disease. It is also the
risk factor most susceptible to medical treatment. Bul-
garia is on one of the first places in the world accor-
ding to mortality caused by cerebrovascular disease.
There is a tendency towards incidence of stroke in
younger age in our country. The number of regis-
tered strokes in the last years in Bulgaria increased
with 13 000, which undoubtedly proves the sub-opti-
mal control of arterial hypertension.

These disturbing data are the motive to develop
National Consensus for Primary Prevention of
Ischemic Stroke in year 2002.3

How efficient is the control of arterial
hypertension?

There is great body of evidence that the “rule of
the halfs”, defined in USA in the 60-s, still exists in
many countries, including Bulgaria. The share of treated
hyprtensive patients with controlled arterial hyper-
tension (reached target blood pressure in concor-
dance with the global cardiovascular risk) is as
followes: France - 33%, Hungary - 27.8%, Chech
Republic - 17.8%, Italy - 9%, Bulgaria - 6-10%.":'2

The absolute number of patients with complicated
AH (stroke, myocardial infarction) is the bigest
for the pattients with moderate AH - i.e. systolic BP



S komcewoye

of 140-160 mm Hg and/or diastolic BP of 90-100
mmHg.

The pharmacoeconomic analysis, part of HOT-trial
(Hypertension Optimal Treatment), shows that the
Health Insurance Funds in Europe can save up to
1.26 billion EUROS, if the treatment of AH is
adequate and the target BP is reached.?

The official prognoses of Health Statistics in Bul-
garia show that in the following years in the country
there will be rise of total mortality, cardiovascular
mortality and in particular that caused by stroke and
myocardial infarction.*

The National Strategy says “...to decrease inci-
dence of premature deaths (caused by cardiovascular
diseases) of people below the age of 60 years with
50% till year 2010, are needed early detection and
systematic treatment of AH as well as reliable prophy-
laxis of the diseases causing premature death from
IHD and stroke™.

Many randomized clinical trials, clinical experience
and epidemiological data have undoubtedly proven the
benefits of lowering BP. Lowering of systolic BP with
10-12 mm Hg and of diastolic BP with 5-6 mmHg
decreases the incidence of stroke by 39%, of cardiovas-
cular diseases by 16% and of vascular death by 21%."?

Reasons for poor control of AH

3

The reasons for the poor control of AH have been
object of many clinical trials and analyses.!0-!%17.18,24

The following reasons are considered to be the most
frequent :

1. Poor compliance of patients.

2. Doctors are not active enough to reach the target
levels of BP. They are satisfied only with achieving
some lower levels of BP, without getting the normal
levels.

3. Economic and administrative barriers.

4. Inadequate (insufficient) response to treatment
due to:

4.1. Poor patient evaluation:

- poor evaluation of the effect of preceeding treat-
ment administered;

- poor evaluation of life style and the concomi-
tant diseases as well as their negative effects on the
treatment results, excess of alcohol and salt intake,
tobacco smoking, overweight, renal diseases, concomi-
tant treatment with NSAIDS etc.

4.2 Not well done therapeutic schedule:

- monotherapy with inappropriate drug and/or
dosing (number of daily intakes and daily dose in-
compatible with the individual patient’s circadian
rhythm);

- overestimation of the possible effects of mono-
therapy (in many cases it is very difficult, even im-
possible, to achieve control of hypertension with a
single drug);

- combination therapy administered through very
complicated scheme and usage of inappropriate drugs
and/or dosing.

20

All this data give ground for the following
CONCLUSIONS:

Arterial hypertension in Bulgaria is with high preva-
lence and the control of BP is not adequate. The
proofs are the high morbidity, which is still increa-
sing, the mortality caused by AH and the complica-
tions of AH such as stroke, myocardial infarction,
heart and renal failure.

The majority of the hypertensive patients in Bul-
garia (about 90%) are with uncontrolled BP and the
protection against the proven consequences of AH is
inadequate.

The major ways how to control AH using all the
modern therapeutic possibilities are shown in three
basic papers issued in year 2003:

1. Guidelines of European Society of Hypertension
(ESH) and of European Society of Cardiology (ESC)
for control of AH.?!

(“Bulgarian Cardiology”, Supplement 3, 2003)

2. Guidelines for Management of Hypertension of
WHO and International Society of Hypertension
(ISH)? (“Bulgarian Cardiology”, 2004; 3:10-23.)

3. The Seventh Report of the Joint National Com-
mittee on Prevention, Detection, Evaluation and Treat-
ment of High Blood Pressure.? JAMA, 2-nd of May,
2003, v 289: 2560-72.

The analysis of the results of the control of AH
gives reason to conclude, that guidelines are not
well known and also not adequately implemented.
There are many serious failings in the therapeutic
schemes for management of AH, that are imple-
mented in everyday clinical practice. Bulgarian So-
ciety of Cardiology considers as its very important
task to improve the control of AH in concordance
with the instructions written in The National
Health Strategy, bearing in mind the high
reponsibility of physicians as well educated and
trained health professionals and all the existing
objective difficulties.

Main goal of the Consensus

To improve control of AH, using national resources
(professional qualification of doctors, administrative
rules, material resources and others) in the most ra-
tional way.

Tasks:

1. To analyse data concerning sub-optimal control
of AH, which, no doubt, is linked with the high mor-
tality rates from cardiovascular diseases.

2. To initiate adoption of guidelines for the ma-
nagement of AH, aimed at adequate and modern thera-
peutic strategy.

3. To adapt international guidelines so that to make
possible their implementation in the country.

4. To develop and distribute concrete and explicit
guidelines for the management of AH, administra-
tion of monotherapy and combination therapy; the
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Table 1. Stratification of risk to quantify prognosis

Blood pressure (mm Hg)
Normal High normal Stage | Stage I Stage Il
Qther RFand SBP 120-120 | SBP 130-139 SBP 140-159 SBP 160-179 SBP >180
or DBP 80-84 or DBP 85-89 or DBP 90-99 or DBP 100-109 or DBP >110
Low Moderate High
No other RF Usual risk Usual risk additional additional additional
risk risk risk
Low Low Moderate Moderate
1-2 RF additional additional additional additional
risk risk risk risk
>3 PF Moderate High High High
- additional additional additional additional
or TOD or DM risk risk risk risk
High
ACC additional
risk
RF = risk factors; ACC = associated clincical conditions; TOD =target organs damage;
SBP=systolic blood pressure; DBP = diastolic blood pressure; DM =diabetes mellitus

Table 2. Factors influencing prognosis

Risk factors for CVD,
used for stratification
of risk

e Levels of SBP and DBP
e M > 55 years of age

e W > 65 years of age

e Smoking

¢ Dyslipidemia

Total cholesterol

> 250mg/dL,

* > 6,5 mmol/L

LDL-C > 4,0 mmoL/L,
* >155 mg/dL,

or HDL-C

M < 1,0 (< 40 mg/dL),
W < 1,2 mmol/L

(< 48 mg/dL)

e Family history of
premature cardio-vascular
disease

(for M < 55 years of age,
for W < 65 years of age)
e Abdominal obesity
abdominal circuference:
for M > 94 cm,

for W > 88 cm

CRP > 1 mg/dL

Target organs damage (TOD)

e LV Hypertrophy

(ECG: Sokolow-Lyons > 38mm;
Cornell > 2440 mm*ms;
Ultrasound evaluation of LVMI:
-M > 125 g/ m?

- W > 110 g/m?

e Ultrasound evidence for

arterial wall thickening:

-for a. carotis IMT e

> 0,9 mm or

atherosclerotic plaque present

o Slight increase of serum

creatinine:

M-115-133 pmol/L /1,3-1,5 mg/dL;
W-107-124 umol/L /1,2-1,4 mg/dL
e Microalbuminuria:

30-300 mg/24 h;

Albumine : creatinine ratio:

M > 22 mg/g / > 2,5 mg/mmol

W > 31 mg/g / > 3,5 mg/mmol

Diabetes mellitus

o Fasting plasms glucose
7,0 mmol/L (126 mg/dL)
Postprandial plasma
glucose > 11,0 mmol/L
(198 mg/dL)

Associated
clinical conditions (ACC)

e Cerebro vascular disease:
ischemic stroke;

cerebral haemorrhage;
transiant ischemic

attacks

o Heart diseases:
myocardial infarction;
angina;

coronary revascularization;
congestive HF

e Renal diseases:

diabetic nephropathy;
renal failure:

serum creatinine:

Men > 133 umol/L /1,5
mg/dL

Women > 124 umol/L
/1,4 mg/dL;

proteinuria: > 300 mg/24 h
e Perpheral vascular disease
e Advanced retinopathy:
hemorrgages or exudates,
papilla edema

M=men; W=women; LDL=Low Density Lipoproteins; HDL=High Density Lipoproteins; LVMI = Left Ventricular Mass
Index; IMT = Intima-Media Thickness).

*Lower levels of total and LDL cholesterol are known to delineate increased risk, but they were not used in the risk

stratfication.
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Baseline BP
Absence or presence of TOD or RF
Choice

One drug in
low dose
Same drug Another drug
in full dose in low dose
Double or Monotherapy

triple combination in full dose

BP- blood pressure

If target levels of BP are
not reached

If target levels of BP are
not reached

Choice between combination and monotherapy

Figure 1 Choice of starting either with monotherapy or combination therapy

Low dose
combination of 2 drugs

/N

Same combination Third drug
in full dose in low dose

N/

Triple combination in
effective dose

target group are physicians with different specialities
including general practice, cardiology, internal medi-
cine, nephrology, neurology, endocrinology and
others; they are all involved in the management of
this common disease, the arterial hypertension.

5. To adapt all stages in the development and realiza-
tion of successful therapeutic algorithms for the mana-
gement of greater number of hypertensive patients to
the requirements of the international guidelines.

Modern approach to the development
of successful therapeutic strategy for
the management of AH

Treatment and the process of developing therapeu-
tic strategy are based on the assessment of global
cardiovascular risk.

European guidelines put the accent upon necessity
to assess the global cardiovascular risk, bearing in
mind two criteria:

1) levels of BP and

2) other risk factors and associated diseases.

Patients with very high level of BP, AH stage III

and without concomitant risk factors are at high and
very high risk according to the presented table, which
is used to startify risk and quantify prognosis.

Patients with AH stages I and II (mild to moderate
AH) might be at low, moderate and high risk de-
pending on the number of concomitant cardiovascu-
lar risk factors, presence or absence of target organs
damage, diabetes or concomitant clinical conditions
(survived stroke, CHD, HF)/ see Ttable 2.

The majority of hypertensive patients in Bulgaria
are at high global cardiovascular risk. The start of
treatment of arterial hypertension, pharmacologic and
non-pharmacologic, usually starts too late and the
therapeutic schemes are not always constructed ac-
cording to the generally accepted rules. Frequent and
not well justified changes of therapy occur. This could
explain the high morbidity and mortality rates asso-
ciated with AH.?

Therapeutic strategy to manage arterial
hypertension

The European Guidelines propose two therapeutic

Table 3. Pharmacological treatment of AH, according to evidence based medicine?

Therapeutic goal Effective

ACE inhibitorsb
B-blockers

Ca-channel blockers
Angiotensin II receptor
blockers

Diuretics

Broad spectrum of target
organs protection;
extension of life

time expectancy
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Less effective Effectiveness not well defined

a-blockers Old fashioned drugs
Reserpin

Chlonidin and others.
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Table 4. Indications and contraindications for the major classes of antihypertensive agents

Class Indications

Congestive heart failure;
Elderly hypertensives;
Isolated systolic hypertension;

Diuretics (thiazides)

Hypertensives of African origin

Diuretics (loop diuretics) Renal failure;

Congestive heart failure

Congestive heart failure;
Post myocardial infarction

Diuretics (anti-aldosterone
agents)

B-blockers Angina pectoris;
Post myocardial infarction;
Congestive heart failure;

Pregnancy

Calcium channel blockers
(Dihydropyridines)

Elderly hypertensives;
Isolsted systolic hypertension;
Angina pectoris;

Peripheral vascular disease;

Atherosclerosis of carotid artery;

Pregnancy

Calcium channel blockers Angina pectoris;
(Verapamil, Diltiazem)

Supraventricular tachycardia

ACE-inhibitors Congestive heart failure;
LV dysfunction;
Post myocardial infarction;

Non-diabetic nephropathy;

AT -receptor blockers
Proteinuria

Nephropathy in diabetes type II;

Microalbuminuria in diabetes;
proteinuria;

Atherosclerosis of carotid artery;

Nephropathy in diabetes type I;

Contarindications
Absolute Relative

Gout Pregnancy
Renal failure;
Hypekaliemia
Asthma; Peripheral vascular
COPD; disease;
AV block II-III grade; Glucose impaired
Tachyarrhythmias tolerance; Athletes

and physically
active patients

Tachyarrhythmias;
Congestive heart
failure

AV block grade TT-LLI
Congestive heart
failure

Pregnancy;
Hyperkalaemia;
Bilateral stenosis of
renal arteries

Pregnancy;
Hyperkalaemia;
Bilateral stenosis of
renal arteries

LV hypertrophy;Cough caused by

ACE-inhibitors

Benign prostate hyperplasia;
Hyperli pidemia

a-blockers

strategies for pharmacological treatment of AH —
monotherapy and combination therapy. It is reason-
able to start with one drug in low dose or low dose
combination therapy (two drugs) according to the
baseline level of BP and the presence or absence of
complications (fig. 1).

The advantage of starting with low dose monotherapy,
especially in case of adverse events, is the possibility
to switch to another agent and find out in this way
the agent, which is the best for the individual patient

23

Congestive heart
failure

Orthostatic hypotonia

in terms of efficacy and tolerability.

Unless pharmacogenomics provides help in future,
the procedure will continue to be laborious and frus-
trating for both doctors and patients and may lead to
low compliance.

Monotherapy is successful in only 25-40% of pa-
tients according to the target diastolic BP. The re-
maining 60-75% of patients need combination
therapy.?!

The algorithm of management of systolic-diastolic



Table 5. Risk stratification to quantify prognosis

S komcewoye

SBP = systolic BP

DBP = diastolic BP

TOD = target organs damage

ACC = associated clinical conditions

arterial hypertension, without inclusion of obligatory
indications for certain agents, makes possible to choose
in between the five main groups according to evi-
dence based medicine and could reach the main goal
of antihypertensive treatment - longer life expect-
ancy and better target organs protection.?*?

Basic principles to construct
antihypertensive treatment

Antihypertensive treatment is based on:

A) Patient assessment

B) Assessment of the drug / drugs

Assessment of patients includes definition of:

A) Pathophysiologic profile (major pathophysi-
ologic mechanisms): high SNS activity, volume fac-
tors, salt sensitivity and others;

B) Risk profile, which would help to define prog-
nosis.

Assessment of the drug includes:

A) Pharmacologic effects on hemodynamics; meta-
bolic and morphologic markers of cardiovascular risk;

B) Indications and contraindications for treatment

Blood pressure (mm Hg)
Grade | Grade Il Grade lll
ﬁt;z'r RFand case  opp 140159 (SBP 160-179 (SBP >180
v or DBP 90-99) or DBP 100-109) or DBP >110

I. Without other RF Low risk Medium risk

Il. 1-2 RF Medium risk Medium risk

I1l. >3 RF or

TOD, or ACC

with major classes of antihypertensive agents.?!2226
Risk assessment

Therapeutic management of AH is defined by:

A) Level of BP

B) Presence of other cardiovascular risk factors
(RF), target organs damage (TOD) and associated
clinical conditions (ACC).

Risk stratification of WHO/ISH determines three
major risk categories with progressive increase of the
absolute probability for patients to develop major
cardiovascular events (fatal and nonfatal stroke, fatal
and nonfatal myocardial infarction) in the following
10 years.

This scheme gives the opportunity for fast pre-
liminary risk assessment and prognosis quantifica-
tion and is easy to be used by many physicians and
can be adapted for different material resources.?
(see Table 5).

The absolute risk for cardiovascular disease goes
up unidirectional at any grade of AH and as age
increases up to 80 years of age, but even after 80

Major classes of antihypertensive agents used for the
initial treatment of arterial hypetension

T

Beta blockers

Thyazide S Long acting calcium
diuretics ACE inhibitors ARB channel blockers
Figure 2
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years of age treatment decreases significantly inci-
dence of stroke in comparison with those patients,
who have not been treated.

Target levels of blood pressure:

For hypertensive patients at low risk: < 140/90
mmHg

For hypertensive patients at high risk: < 130/85
(80) mmHg

For patients > 55 years systolic BP is more signifi-
cant.

There is body of evidence, that for high risk hyper-
tensive patients the lower the achieved levels of BP
are, the lower is the incidence of cardiovascular events.

The priorities for antihypertensive treatment in case
of limited resources are determined by the level of
the existing cardiovascular risk - respectively high,
medium, low.?

Initial pharmacologic management
of arterial hypertension

The initial pharmacologic management is defined
by the level of risk (level of BP and prognosis quan-
tifying risk factros).

Tradition for controlling AH says - start with one
drug and titrate the dose until adequate control of
blood pressure is achieved, but this scheme creates
some problems:

1. Effective control is achieved for only part of the
patents.

2. The initial monotherapy might not influence the
basic pathogenetic mechanism, which causes eleva-
tion of blood pressure as arterial hypertension is
multifactorial disease.

3. The efficacy of treatment with one drug could be
lowered due to drug induced counter-regulatory mecha-

Table 6. Compelling indications for certain class of antihypertensive drugs for high-risk conditions

REQUIRED DRUG

Diuretic Beta- ACE
blocker inhibitor

Heart failure & & *
Post myocardial & &
infarction
High coroanry * &
heart disease risk
Diabetes & < &
Chronic kidney &
disease
Prevention of & <
recurrent
stroke
Elderly patients &
with isolated
systolic AH
LV hypertrophy * 2

ARB
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Anti-aldoste-
rone anta-

Calcium Major

channel clinical

blocker trials

ACA/AHA/ESC
guidelines,
MERIT-HF
COPERNICUS,
CIBIS,

SOLVD, AIRE,
TRACE,
ValHEFT, RALES
& ACA/AHA/ESC
guidelines, BHAT,
SAVE, Capricorn,
EPHESUS

ALLHAT, HOPE,
ANBP2, LIFE,
COVINCE,
EUROPA
NKF-ADA
guideline,
UKPDS, ALLHAT
< NKF guideline,
Captopril Trial
RENAAL, IDNT,
REIN, AASK

PROGRESS

gonists

* *

& Syst EURO, HOT

LIFE, LIVE
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nisms.

4. Efficacy and adverse effects are dose dependent.
This might trigger vicious circle associated with dose
increasing

Uncontrolled BP

| l

Poor compliance <+ Dose increasing

5. AH is a asymptomatic disease and some of the
complaints of the hypertensive patients may appear,
when the dose of the drugs is increased, which is
necessary to achieve efficient control of BP.!516

6. The increasing of the dose of one antihypertensive
agent sometimes makes treatment more expensive.

The stepped-care regimen - in the beginning one
agent as first step, two agents as second step etc. - is
replaced by modern therapeutic strategy, which in-
cludes choice between monotherapy and combination
therapy. The initial treatment may start with low-dose
monotherapy or combination therapy (two drugs).

The simultaneous use of more than one antihyper-
tensive agents at the beginning is justified as:

- The individual differences in responsiveness of
patients to drugs are great and unpredictable so that
combination therapy decreases the risk of failure.

- In the last years the normal levels of BP became
lower and it is getting more difficult to reach the
goal with only one agent.

- There is body of evidence, gathered by controlled
randomized trials including great number of patients,
that the percentage of the patients, who have favorably
responded to combination therapy is significantly
higher than the number of those, who responded to
monotherapy.

- Combination therapy lowers BP to a greater ex-
tent than monotherapy.

Long acting forms are preferred, because they en-
sure optimal control of BP over 24 hours or at least
over 12 hours. The algorhythm for the two initial
choices is shown on Fig. 1.

Table 7.

The indications for administration of every group
of antihypertensive drugs are shown in Table 6. They
derive from large randomized clinical trials.?-?

Combination drug therapy of arterial
hypertension

Adequate therapeutic control of BP in real clinical
practice is achieved in 5 to 33%, while in clinical
trials the control rate is up to 70% (INVEST, HOT,
VA, STOP).

The analysis of the cited trials shows that this good
control rate is a result of combination therapy. 70% of
patients had to be on combination therapy in order
to decrease cardiovascular risk with 30% - HOT trial
(Hypertention Optimal Treatment).'s

Combination therapy of arterial hypertension gives
the opportunity of faster achievement of target levels
of BP; this improves far prognosis. Data from
randomised clinical trials prove it.

In case that control of BP was achieved faster, the
decrease of the incidence rate of stroke was with 28%
(Syst-Euro trial) and there was decrease of incidence
rate of cardiovascular events (VALUE trial).

The combination therapy offers a number of ad-
vantages compared to monotherapy; part of this ef-
fect is a result of the higher percentage of patients
with lowered BP.

The combination therapy is the logical choice for
management of a disease of multifactorial origin like
arterial hypertension. In this way more factors caus-
ing high BP can be influenced (SNS activity, RAAS,
the vasoconstriction, the blood volume etc.)

The combination therapy acts in different direc-
tions and can influence the compensatory mecha-
nisms induced by one of the drugs. This is the reason
why some patients, who fail to respond to two indi-
vidual agents administered as monotherapy, frequently
respond to a combination of both agents.

Some combinations of antihypertensive agents ex-
hibit additive or even synergic effect. This makes
possible the administration of lower doses of each
drug so that the rate of dose related adverse effects
goes abruptly down.

Principles for drug combinations

A B C D
ACE inhibitors Calcium channel
Angiotensin receptor Beta blockers blockers Diuretics
blockers
\ 4 \4
Sympathetic nervous system NaCl
Renin-angiotensin system

A (B) + C (D)
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The different mechanisms of action as well as the
different pharmacological effects make possible to
neutralize the specific undesired drug-related effects
of a certain agent.

The addition of ACE inhibitor to calcium channel
blocker diminishes the extent of one of the most fre-
quent adverse effect of CCB - legs oedema. The oppo-
site phenomenon is also possible - additional risk for
development of undesired adverse reactions. This risk is
minimized, when fixed combinations are used. The in-
dividual approach to the titration of low-dose fixed com-
binations is not always achieved through doubling the
initial low dose of the fixed combination agent.

The combination therapy makes possible an addi-
tional beneficial effect concerning prevention and re-
gression of target organs damage (e.g. of the heart,
kidney or brain). This effect is especially clear, when
the combination CCB + ACE-inhibitor is used.

Some of the antihypertensive agents possess benefi-
cial organ protecting effect. It does not depend on the
extent of BP lowering (reduction of proteinuria by ACE-
inhibitors and ARB‘s). Any combination that increases
efficacy of these drugs is much more beneficial.'®

The combination of antihypertensive agents should
be performed in a way so that as many as possible
pathophysiological mechanisms to be modified. This
is the principle of the widely used in clinical practice
therapeutic regimen known as ABCD.

The principles for drug combinations are shown
in Table 7.

Steps in making eficient drug combinations

Combination antihypertensive therapy:

Logical recommended combinations with proven
effectiveness and good tolerability:>?'

e Thiazide or loop diuretics + pB-blockers;

e Thiazide or loop diuretics + ACE inhibitors or
ARB

e Beta blockers + o recptor blockers

e Beta blockers + Ca channel blockers

e ACE inhibitors + Ca channel blockers

Less effective combinations:

e Ca channel blockers + diuretics
e Beta blockers + ACE inhibitors

Combinations that should not be used:

e Beta blockers + Ca channel blockers (Verapamil
or Diltiazem like)

e Ca channel blockers + o-receptor blockers

e Beta blockers + centrally acting agents
(Chlophazolin)

Other combinations are also used in clinical prac-
tice. They include centrally acting drugs, o, -adrenalin-
receptor agonists and imidazolin-I, -receptor modu-
lating agents as well.

Long acting drugs that cover efficiently 24-hours
period and can be given o.d. are recommended. The
advantages of such drugs are the good compliance of
patients and the low BP throughout the 24-hours
period.

Step |
ACE inhibitors Ca channel blocker
or ARB Y ///
Thiazide diuretic Beta-blocker
Step Il
ACE inhibitors Ca channel blocker
or ARB TS 7
\\\y\///

Thiazide diuretic

Beta-blocker

Centrally acting drug
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Table 8. List of antihypertensive fixed dose combination
agents registered in Bulgaria
Ne Trade Generic name and doses Pharmaceutical Producer
name form
1. BRINERDIN Reserpine 0.1 mg + Clopamide 5 mg tabl. x 30 Novartis Pharma
+ Dihydroergocristine 0.5 mg
2. CHLOPHADON Clonidine 0.15 mg tabl. x 50 Sopharma Bulgaria
Chlortalidone 20 mg
3. COAPROVEL 150 Irbesartan 150 mg + tabl. x 28 Sanofi Pharma/
Hydrochlorothiazide 12.5 mg Bristol-Myers Squibb
4. COAPROVEL 300 Irbesartan 300 mg + tabl. x 28 Sanofi Pharma/
Hydrochlorothiazide 12.5 mg Bristol-Myers Squibb
5. CO-DIOVAN Valsartan 80 mg + Hydrochlorothiazide 12.5 mg tabl. x 28 Novartis
Pharma Switzerland
6. CO-DIOVAN Valsartan 160 mg + Hydrochlorothiazide 12.5 mg tabl. x 14 Novartis
Pharma Switzerland
7. CO-RENAPRIL Enalapril maleat 20 mg + Hydrochlorothiazide 12.5 mg| tabl. x 14; tabl. x 28 | Actavis Bulgaria
8. CO-RENITEC Enalapril maleat 20 mg + Hydrochlorothiazide 12.5 mg| tabl. x 14; tabl. x 28 | MSD USA
9. DIURETIDIN Triampterene 25 mg + Hydrochlorothiazide 25 mg tabl. x 50 Actavis Dupniza
10. ENAP H Enalapril maleat 10 mg + Hydrochlorothiazide 25 mg tabl. x 20 KRKA Slovenia
11. ENAP HL Enalapril maleat 10 mg + Hydrochlorothiazide 12.5 mg| tabl. x 20 KRKA Slovenia
12. ENAP H20 Enalapril maleat 20 mg + Hydrochlorothiazide 12.5 mg| tabl. x 20 KRKA Slovenia
13. HYZAAR Losartan 50 mg +Hydrochlorothiazide 12.5 mg tabl. x 28 MSD
14. INHIBACE PLUS | Cilazapril 5 mg + Hydrochlorothiazide 12 mg tabl. x 28 F. Hoffmann-
tabl. x 30 La Roche Inc.
15. MICARDIS PLUS | Telmisartan 40 mg + Hydrochlorothiazide 12.5 mg tabl. x 28 Boehringer
Ingelheim Germany
16. MICARDIS PLUS | Telmisartan 80 mg + Hydrochlorothiazide 12.5 mg tabl. x 28 Boehringer
Ingelheim Germany
17. MOEX PLUS Moexipril 15 mg + Hydrochlorothiazide 25 mg Schwarz Pharma AG
18.MONOZIDE 10 mg | Fosinopril 10 mg + Hydrochlorothiazide 12.5 mg tabl. x 28 Bristol Mayers
Squibb USA
19. MONOZIDE 20 mg | Fosinopril 20 mg + Hydrochlorothiazide 12.5 mg tabl. x 28 Bristol Mayers
Squibb USA
20. NEOCRYSTEPIN Reserpine + Dihydroergocristine + Chlortalidone tabl. x 30 LEK
21. NOLIPREL Perindopril 2 mg + Indapamide 0.625 mg tabl. x 30 Servier France
22. NOLIPREL FORTE | Perindopril 4 mg + Indapamide 1.25 mg tabl. x 30 Servier France
23. PRINZID Lisinopril 20 mg +Hydrochlorothiazide 12.5 mg tabl. x 28 MSD
24. RETHIZID Reserpine 0.15 mg + Hydrochlorothiazide 10 mg tabl. x 30 Actavis Dupnitza
25. TARKA Trandolapril 2 mg + Verapamil 180 mg tabl. x 28 Abbott Lab.
26. TEVETEN PLUS Eprosartan 600 mg + Hydrochlorothiazide tabl. x 14; tabl. x 28 | Solvay Pharma
27. TRIAMPUR Triampterene 25 mg + Hydrochlorothiazide 25 mg tabl. x 50 AWD
COMPOSITUM
28. TRINITON Dihydralazine sulfate 10 mg, tabl. x 50 Apogepha
Hydrochlorothiazide 10 mg + Reserpine 0.1 mg Arzneimittel GmbH
29. TRITACE PLUS 2.5| Ramipril 2.5 mg + Hydrochlorothiazide 12.5 mg tabl. x 28 Aventis Pharma
30. TRITACE PLUS 5 | Ramipril 5 mg + Hydrochlorothiazide 25 mg tabl. x 28 Aventis Pharma
31. TRIZIDIN Reserpine 0.1 mg + Clopamide 5 mg tabl. x 30 Actavis Dupnitza
+ Dihydroergocristine 0.5 mg
32. VISKALDIX Pindolol 10 mg + Clopamide 5 mg tabl. x 30 Novartis Pharma
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In this way is ensured better prevention of major
cardiovascular events and target organs damage.'%-!-%
Two drugs combination is recommended for initial
treatment. It ensures good and continuous control in a
lot of patients. The widespread administration of com-
bination of two antihypertensive agents and the ob-
served beneficial effect initiated the production of the
so-called combination antihypertensive drugs or fixed
dose combination drugs. In the JNC 7 report these
drugs are presented in a separate table - i. e. they are
recommended for administration in everyday clini-
cal practice.?

The combination antihypertensive drugs registered
in Bulgaria are show in Table 8.

The presence of many fixed-dose combination an-
tihypertensive drugs (two components) is convenient
for the clinical practice. Some combinations (ACE
inhibitor + diuretic) make possible to double the
dose, from 1 to 2 tablets daily so that maximum dose
is reached for the ACE-inhibitor and for the diu-
retic the optimal dose, which does not cause meta-
bolic disturbances, is reached.

Co-Renitec 1 table Enalapril maleat 20 mg
Hydrochlorothiazide 12.5mg

Enalapril maleat 40 mg
Hydrochlorothiazide 25 mg
Perindopril 2 mg
Indapamide 0.625 mg
Perindopril 4 mg
Indapamide 1.25 mg

Co-Renitec 2 table
Noliprel 1 table

Noliprel Forte
1 table

Same is the situatuon with Monozide of 10 mg
and Monozide of 20 mg.

The administration of ful dose of ACE inhibitor,
achievable with two tablets of fixed combinatiion, is
supported by the results of the big clinical trials. They
show that full dose of ACE inhibitors ensures opti-
mal vascular protection (HOPE and EUROPA).

The combination ACE inhibitor + thyazide diu-
retic is supported by the two big clinical trials
ALLHAT and ANBP-2. The dilemma either ACE
inhibitor or diuretic is already solved - ACE inhibi-
tor + diuretic.

The American Guidelines provide clear instruc-
tions how to start treatment with combination therapy:

“If BP is higher than the target level with more
than 20/10 mmHg, treatment has to start with two
agents and one of them should be a thyazide diuretic.
The majority of patients need two or more than two
agents, in order to reach the target level of 140/90
mmHg or 130/80 mmHg for diabetic patients or
patients with chronic renal diseases.”

We propose the additional criterion “AH lasting
for more than 5 years “ to be included in the group
of crteria indicating combination drug therapy as a
start of pharmacologic therapy.

The results of our own studies support the neces-
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sity of administration of combination therapy in cases
of moderate AH (systolic BP of AH 160-170 mmHg
and diastolic BP of 100-109 mmHg) and duration
of the disease of > 5 years.?>*

The high risk patients with AH + diabetes can be
treated with a combination of two drugs (ACE inhibi-
tor, ARB + diuretic or ACE inhibitor + Calcium
channel blocker). In this way the remote compliance
of patients will be improved and therefore cardiovas-
cular morbidity and mortality will be decreased. The
combination of AH and diabetes needs adequate con-
trol and the combination therapy is well tolerated.
The combination therapy is more effective than in-
creasing the dose or switching to another antihyper-
tensive agent.?

There is body of evidence supported by randomized
clinical trials, that efficacy of initial treatment signifi-
cantly improved, when it is combination therapy. This
is valid for high risk patients and at the same time
safety profile does not change. Control is achieved
faster; a larger group of patients is effectively con-
trolled; one should go through less titration steps.
(2 vs4).

Patients with AH and diabetes treated with a com-
bination of agents at the beginning reach systolic BP
< 130 mmHg in 45% of cases, while if a single drug is
administerred success rate 20.9%.%

Initial treatment with fixed-dose
combination

Initial treatment with fixed-dose combination is
indicated for all patients at high risk (BP > 140/90
mmHg + > 3 RF or TOD, or concomitant clinical
conditions) and if there is BP > 180/110 mmHg
independently of concomitant RF (Table 5).

These recomendations are taken from the Euro-
pean and American Guidelines. According to them
combination therapy is indicated when:

1) BP >20/10 mmHg over the target value;

2) High risk patients and especially diabetics;

3) There are special indications for one of the
drugs and it is not possible to ensure adequate reduc-
tion of BP only with it (diabetes, obesity, impaired
renal function).

4) BP >15/10 mmHg over target value in cases of
renal failure according to American National Kidney
Foundation.

Advantages of fixed-dose combinations

The optimal combination of the two drugs is speci-
fied in previous clinical trials. This makes possible to
avoid experiments, change of drugs and doses, proce-
dure that might cause suspense and discourage either
patients or health professionals.

Fixed-dose combinations ensure effcacious lower-
ing of BP. They include agents belonging to major
groups of antihypertensive agents. Fixed-dose combi-
nations consist of drugs that complement one an-
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Table 9. Initial antihypertensive treatment

High risk AH gr. IIT; BP > 180/110 mmHg

AH gr. IT; BP > 160/100 mmHg
AH gr. I; BP > 140/90 mmHg

AH gr. II; BP > 160/100 mmHg
AH gr. I; BP > 140/90 mmHg
AH gr. I; BP > 140/90 mmHg

Medium risk
Medium risk

Low risk

other, broaden spectrum of action and protection of
target organs (for example ACE inhibitor + Cal-
cium channel blocker). The fixed-dose combinations
(ACE inhibitor or ARB + thiazide diuretic) include
optimal dose of diuretic.

The thesis, that initial treatment with fixed-dose
combination achieves faster target BP in hyperten-
sive patients with diabetes, is considered out of doubt.”

One tablet, consisting of 2 different antihyperten-
sive agents, achieves target BP in greater part of pa-
tients with AH and diabetes, than a tablet consisting of
a single drug and following addition of another drug
as second stage.

The administration of fixed-dose combinations can
be complied with circadian rhythm of BP.

The fixed-dose combinations including ACE-inhibi-
tor or ARB can be used in cases with heart or renal
failure without obligatory dose titration (this concerns
the ACE-inhibitor) if not specially recommended.

Drug combination of two agents as initial therapy
may lead to improved far compliance of patients and
reduced cardiovascular morbidity and mortality.?

We offer national (bulgarian) schema how to choose
initial pharmaceutical treatment -monotherapy or
combination therapy depending on assessment of risk
and prognosis as recommended by WHO/IHS-2003
(Table 5) and the criteria concerning combination
therapy, incl. fixed-dose combinations, given in the
Guidelines. 141629

We consider that monotherapy is strategy of choice
if only additive risk is low (BP=140-159/90-99 mmHg)
and there are no other RF.

Combination therapy is strategy of choice if risk is
medium and high.

Resistant hypertension

Resistant hypertension is the failure to reach goal
BP in patients who are adhering to full doses of an

30

Combination (fixed dose)

Combination (fixed dose) incl. low dose
Combination (fixed dose) incl. low dose

Monotherapy

appropriate 3-drug regimen that includes a diuretic.

Factors taht potentially contribute to resistant hy-
pertension include a number of problems as inad-
equate doses, suboptimal use of diuretics, poor com-
pliance as well as (opposite effect) lowering the anti-
hypertensive effect due to simultaneous administra-
tion of certain drugs.

Most frequent drug - induced causes of resistant
hypertension are:

e Failure to use recommended maximum doses of
each medication;

e Failure to conduct dosing according to the dura-
tion of action of each medication;

e [nappropriate drug combinations;

e Patients noncompliance with dietary sodium re-
striction;

e Concomitant medications, including non-steroidal
anti-inflamatory drugs (NSAIDS);

Economic effectiveness of
antihypertensive treatment

The experience in the world shows that antihyper-
tensive therapy is justified from economic point of
view. Complications of hypertension (myocardial in-
farction, stroke, heart failure etc.) are costly for the
individual patient and the community. There is no
data about cost-effectiveness of antihypertensive treat-
ment in Bulgaria.

The Guidelines of WHO/IHS-2003 point out:

“The two main determinants of cost-effectiveness
are the cost of drug therapy and the initial cardio-
vascular risk of the patients. It should be noted, that
in very high-risk patients, who attain large benefits
from treatment with multiple drugs,even those drugs
that are expensive, might be cost-effective. Conversely
the treatment of patients with low rik may not be
cost-effective unless the antihypertensive drugs used
are inexpensive.”??



 APTEPAAHAXMmEPTOMMA |

Literature

1.

10.

11.

13.

14.

Vasilevski N. Arterial hypertension and risk factors
in the region of SINDI-Bulgaria. Social Medicine,
2001; 3: 24-8.

Brief Healthcare Statistics Guide, 2003, Ministry of
Healt, National Center of Health Informatics, S., 204
National Consensus for Primary Prevention of
Ischemic Stroke, Varna, 27-29.09.2002.

Torbova S. Cardio-vascular Diseases in Bulgaria -
epidemiological data and prognoses. VIII-th National
Congress of Bulgarian Society of Cardiology, Sofia,
November, 2002

Torbova S. Diroton - product monography, 2005 , p. 67
Torbova S. Observation on efficacy of Teveten (Epro-
sartan mesylate) in the treatment of moderate and
heavy level of arterial hypertension. Multicenter na-
tional Study in Bulgaria; Medical Diary, 2002, 1, 53-9.
Torbova S. Combination antihypertensive treatment
- the best strategy to control arterial hypertension;
Bulgarian Cardiology, 2005 (in print)

Torbova S. Arterial hypertension - the most signifi-
cant risk factor for stroke; Medical Diary; 2005,1, 31-6
Shipkovenska E., Ch.Nachev, 1. Zlatarov; Cardiovas-
cular Diseases in Bulgaria; IX-th National Congress
of Cardiology, Sofia, 28-30.10.2004.

Bacris G.L., M.R. Weier. Achieving goal blood pres-
sure in participants with type 2 diabetes: conventi-
onal versus fixed-dose combination approach. J. Clin.
Hypertension. 2003; 5: 202-9.

Bloom B.S. Daily regimen and compliance with treat-
ment improve compliance (editorial). -BMJ , 2001, 323,
647-51.

Erdin S. How we control hypertension? Role of ACE
inhibitors after the New Europe Guidelines, Lisabon,
23-24 april 2004, 4-7.

Ezzati M. , A.D. Lopez, A. Rodjers. Selected major risk
factors and global burden of disease. Lancet. 2002;
360: 1347-60.

FoxJ., K. Leight, S. Sustradhar et al. The JNC Approach
Compared to Conventional Treatment in Diabetic
Patients with Hypertension: A Double-Blind Trial of

31

15.
16.

17.

18.
19.

20.

21.

22.

23.
24.

25.

26.

27.

Initial Monotherapy vs. Combination Therapy. J. Clin.
Hypertension, 2004, 6(8), 437-44.

Hansson L. Hypertension Manual, Science Press, 2000
Mathew R. Weiz When Antihypertensive Monothe-
rapy Fails: Fixed Dose Combination Therapy. South
Med. J., 2000; 93 (6): 548-56.

Moser M. Results of the AUHAT trial: is the debate
about initial antihypertensive drug therapy over? J.
Clin. Hypertens.. 2003; 5: 5-8.

Messerly F.H. Manual and combination therapy ahd
hypertension, Science Press, 2002, 62p.

Nakao N., A. Yoshimura , H. Morita et al. Combination
treatment on angiotensin II receptor blocker and angio-
tensin-converting-enzyme inhibitor in non-diabetic
renal diseases (COOP-ERATE): a randomized con
trolled trial. Lancet. 2003; 361: 117-24.

Neutrel J.M. The use of combination drug Therapy
in the treatment of hypertension. Prog. Cardiovasc.
Nurs. 2002; 17(2): 81-8.

2003 European Society of Hypertension / European
Society of Cardiology Guidelines for the manage-
ment of Arterial Hypertension. J. Hypertens. 2003; 21:
1011-53.

2003 Word Health Organisation / International So-
ciety of Hypertension. Statement Management of Hy-
pertension. J.Hypertens. 2003; 21: 1983-92.

World Health Report , 2002.

Wing J.M., Ch. M. Reid, Ph. Ryan et al. For the Second
Australian National Blood Pressure Study Group. A
Comparison of Outcomes with Angiotensin-Con-
verting Enzyme inhibitors and Diuretics for Hyper-
tension in the Elderly. N. Engl. J. Med. 2003; 348: 583-92.
Schulz-Darius Kober. Cardiovascular Therapy. Evi-
dence based Medicine-questions and answers, 2™
ed. Stutgart, 2002, 11.

The Seventh report of the Joint Committee on pre-
vention, detection, evaluation and treatment of high
blood pressure (The 7NC 7 Report), JAMA, 2003; 289:
2560-72.

Treatment Algorithms: Hypertension, 3 Edition
Datamonitor (Published 07/2002).




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


