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Óâàæàåìè êîëåãè,

Íà 26 ìàðò â Ñîôèÿ ñå ñúñòîÿ III ðåäîâíî çàñåäàíèå íà ÄÊÁ ñúâìåñòíî ñ Íàó÷íîòî ìåäèöèíñêî
äðóæåñòâî ïî Êëèíè÷íà ôàðìàêîëîãèÿ è òåðàïèÿ.

Çàñåäàíèåòî áåøå îðãàíèçèðàíî îò Ðàáîòíàòà ãðóïà ïî åïèäåìèîëîãèÿ, ïðîôèëàêòèêà è ðåõà-
áèëèòàöèÿ íà ñúðäå÷íî-ñúäîâèòå çàáîëÿâàíèÿ è Ðàáîòíàòà ãðóïà ïî ôàðìàêîòåðàïèÿ êúì ÄÊÁ.
Òåìàòà íà çàñåäàíèåòî áåøå “Êîìáèíèðàíà òåðàïèÿ íà àðòåðèàëíàòà õèïåðòîíèÿ”.

Ïðåäñòàâåíà áåøå “Ñòðàòåãèÿòà íà àíòèõèïåðòåíçèâíîòî ëå÷åíèå ñïîðåä ñúâðåìåííèòå ìå-
òîäè÷íè óêàçàíèÿ” îò äîö. ä-ð Â. Ñèðàêîâà.

Ïðîô. ä-ð Âèòàí Âëàõîâ ïðåäñòàâè “Ïîëçà, ðèñê è ñòîéíîñò ïðè êîìáèíèðàíî ïðèëàãàíå íà
ëåêàðñòâåíè ñðåäñòâà”.

Ìîÿòà ïðåçåíòàöèÿ áåøå îçàãëàâåíà “Êîìáèíèðàíà àíòèõèïåðòåíçèâíà òåðàïèÿ - íàé-äîáðà-
òà ñòðàòåãèÿ çà êîíòðîë íà àðòåðèàëíàòà õèïåðòîíèÿ”.

Ïðåäñòàâåíè áÿõà “Ïðåäïî÷èòàíèÿ íà áúëãàðñêèòå ëåêàðè çà ëå÷åíèå íà àðòåðèàëíàòà õèïåð-
òîíèÿ” îò äîö. ä-ð Í. Ãî÷åâà è “Ëå÷åíèå íà àðòåðèàëíàòà õèïåðòîíèÿ â ðåàëíàòà êëèíè÷íà
ïðàêòèêà” îò ä-ð Â. Öàíîâà è ä-ð Å. Ãîøåâ.

Íà çàñåäàíèåòî ïðèñúñòâàõà 247 ÷ëåíîâå íà ÄÊÁ è íà ÍÌÄ ïî êëèíè÷íà ôàðìàêîëîãèÿ è
òåðàïèÿ. Îáñúäåí è ïðèåò áåøå Êîíñåíñóñ çà ìîíî- è êîìáèíèðàíà òåðàïèÿ íà àðòåðèàëíàòà
õèïåðòîíèÿ.

Ðåøåíèåòî çà èçðàáîòâàíå íà êîíñåíñóñ áåøå âçåòî îò Ðúêîâîäñòâîòî íà ÄÊÁ íà ðåäîâíîòî
çàñåäàíèå, ñúñòîÿëî ñå íà 26.02.2005 ã. â Ñîôèÿ.

Èçðàáîòâàíå íà êîíñåíñóñà áåøå âúçëîæåíî íà ðàáîòíà ãðóïà â ñúñòàâ:
Ïðîô. ä-ð Ñâåòëà Òîðáîâà
Ïðîô. ä-ð Âèòàí Âëàõîâ
Äîö. ä-ð Íèíà Ãî÷åâà
Äîö. ä-ð Âåðà Ñèðàêîâà
Äîö. ä-ð Ðóìÿíà Òúðíîâñêà
Äîö. ä-ð Òåìåíóãà Äîíîâà
Íà ó÷àñòíèöèòå â çàñåäàíèåòî áåøå ïðåäîñòàâåí êðàòêèÿ âàðèàíò íà Êîíñåíñóñà.

Â íàñòîÿùèÿ áðîé ïðåäîñòàâÿìå ïúëíèÿ òåêñò. Âÿðâàìå, ÷å òîçè äîêóìåíò ùå äîïðèíåñå çà
ïîäîáðÿâàíå êîíòðîëà íà õèïåðòîíèÿòà â Áúëãàðèÿ. Îò÷èòàéêè âîäåùàòà ðîëÿ è îòãîâîðíîñò-
òà íà êàðäèîëîçèòå â Áúëãàðèÿ ñå íàäÿâàìå, ÷å óñèëèÿòà íà Ðàáîòíàòà ãðóïà çà èçðàáîòâàíåòî
è ïðèåìàíåòî íà êîíñåíñóñà ùå ñå äîïúëíÿò îò îáåäèíåíèòå óñèëèÿ íà áúëãàðñêèòå ëåêàðè çà
ïðèëàãàíåòî ìó â êëèíè÷íàòà ïðàêòèêà.

Ïðîô. ä-ð Ñâåòëà Òîðáîâà
Ïðåäñåäàòåë íà ÐÃ ïî åïèäåìèîëîãèÿ, ïðîôèëàêòèêà  è ðåõàáèëèòàöèÿ íà ÑÑÇ êúì ÄÊÁ

Ñîôèÿ, 2005 ã.



3

Ñúäúðæàíèå

1. Àðòåðèàëíàòà õèïåðòîíèÿ - äîìèíàíòíîòî ñî-

öèàëíî-çíà÷èìî çàáîëÿâàíå íà ñúâðåìåííèÿ ñâÿò

2. Êàêúâ å êîíòðîëúò íà àðòåðèàëíàòà õèïåðòîíèÿ?

3. Ïðè÷èíè çà ëîøèÿ êîíòðîë íà àðòåðèàëíàòà õè-

ïåðòîíèÿ

4. Èçâîäè è ìîòèâèðîâêà çà èçðàáîòâàíå íà êîíñåí-

ñóñà

5. Îñíîâíà öåë è çàäà÷è íà êîíñåíñóñà

6. Ñúâðåìåíåí ïîäõîä çà èçãðàæäàíå íà óñïåøíà òå-

ðàïåâòè÷íà ñõåìà ïðè àðòåðèàëíà õèïåðòîíèÿ ñïî-

ðåä ìåòîäè÷íèòå óêàçàíèÿ

7. Òåðàïåâòè÷íà ñòðàòåãèÿ çà ëå÷åíèå íà àðòåðèàë-

íàòà õèïåðòîíèÿ

 - èíäèêàöèè è âúçìîæíîñòè íà ìîíîòåðàïèÿòà

 - èíäèêàöèè è âúçìîæíîñòè íà êîìáèíèðàíàòà òå-

ðàïèÿ

8. Ñâîáîäíè êîìáèíàöèè è êîìáèíèðàíè ìåäèêà-

ìåíòè ñ ôèêñèðàíè äîçè

Êîíñåíñóñ çà ìîíî - è êîìáèíèðàíà òåðàïèÿ
íà àðòåðèàëíàòà õèïåðòîíèÿ â Áúëãàðèÿ

Ðàáîòíà ãðóïà íà Äðóæåñòâîòî íà êàðäèîëîçèòå â Áúëãàðèÿ:

Ñ. Òîðáîâà, Í. Ãî÷åâà, Â. Ñèðàêîâà, Ð. Òúðíîâñêà, Ò. Äîíîâà, Â. Âëàõîâ

Àðòåðèàëíàòà õèïåðòîíèÿ -
äîìèíàíòíîòî ñîöèàëíî-çíà÷èìî
çàáîëÿâàíå íà ñúâðåìåííèÿ ñâÿò

Àðòåðèàëíàòà õèïåðòîíèÿ (ÀÕ) å ïðè÷èíà çà
ïðåæäåâðåìåííàòà ñìúðò íà 7,1 ìëí äóøè â ñâå-
òà.21 Âèñîêîòî àðòåðèàëíî íàëÿãàíå (ÀÍ) å èçâå-
äåíî íà ïúðâî ìÿñòî îò 26-òå íàé-÷åñòè ðèñêîâè
ôàêòîðè (ÐÔ) êàòî ïðè÷èíà çà ñìúðò âúâ âñè÷êè
ðåãèîíè íà ñâåòà. Òîâàðúò îò ÀÕ (çäðàâåí, ñîöèà-
ëåí è ìàòåðèàëåí) íàðàñòâà è âå÷å ïðåâèøàâà
òîâàðà îò ñâúðçàíèòå ñ íåÿ çàáîëÿâàíèÿ - ìîçú÷-
íî-ñúäîâà áîëåñò (ÌÑÁ), èñõåìè÷íà áîëåñò íà ñúð-
öåòî (ÈÁÑ), ñúðäå÷íà íåäîñòàòú÷íîñò (ÑÍ) è äð.22

Îêîëî 62% îò ìîçú÷íî-ñúäîâèòå çàáîëÿâàíèÿ
(ÌÑÇ) è 49% îò ÈÁÑ ñå äúëæàò íà íåêîíòðîëè-
ðàíàòà ÀÕ, äåôèíèðàíà êàòî ñèñòîëíî ÀÍ >115
mmÍg.12 ×åñòîòàòà íà ÀÕ å ñúñ ñèëíà êîðåëà-
öèîííà çàâèñèìîñò ñúñ ñìúðòíîñòòà îò ìîçú÷åí
èíñóëò (r =0,78) è óìåðåíà ñ îáùàòà ñúðäå÷íî-
ñúäîâà ñìúðòíîñò (r =0,44).8

Áúëãàðèÿ å ñðåä ñòðàíèòå ñ âèñîêà îáùà ñìúðò-
íîñò è ñ ìíîãî âèñîê (íàðàñòâàù ïðåç ïîñëåäíèòå
ãîäèíè) äÿë íà ñìúðòíîñò îò ñúðäå÷íî-ñúäîâè çà-
áîëÿâàíèÿ (ÑÑÇ). Çà 2003 ã. ïî÷èíàëèòå îò áîëåñ-
òè íà îðãàíèòå íà êðúâîîáðúùåíèåòî ñà 67,6% îò
îáùàòà ñìúðòíîñò èëè 75 678 ëèöà.2

Âèñîêàòà ñúðäå÷íî-ñúäîâà ñìúðòíîñò â Áúëãà-

ðèÿ êîðåëèðà ñ âèñîêà ÷åñòîòà íà ÀÕ. Çà ëèöàòà
íà âúçðàñò îò 25 äî 64 ã. ÷åñòîòàòà íà ÀÕ ó íàñ å
40,1%, êàòî ïðè òåçè íàä 45 ã. ÷åñòîòàòà å 50,3%.9

Ìíîãî ñúùåñòâåíî å òàêà íàðå÷åíîòî “íàòðóï-
âàíå” íà ÐÔ ïðè ëèöàòà ñ ÀÕ. 93% îò õèïåðòîíè-
öèòå â Áúëãàðèÿ èìàò è äðóãè ÐÔ (çàòëúñòÿâàíå,
äèñëèïèäåìèè, òþòþíîïóøåíå), êàòî 57% èìàò ïî-
âå÷å îò 2 äîïúëíèòåëíè ÐÔ.1 Òîâà êóìóëèðàíå íà
ÐÔ ïîâèøàâà ìíîãîêðàòíî ãëîáàëíèÿ ñúðäå÷íî-
ñúäîâ ðèñê è ïîñòàâÿ âèñîêè èçèñêâàíèÿ êúì òå-
ðàïåâòè÷íîòî ïîâåäåíèå.

Ïðè ëèöà ñ êëèíè÷íî èçÿâåíè àòåðîñêëåðîòè÷-
íè çàáîëÿâàíèÿ (ÈÁÑ, ÌÑÁ è ïåðèôåðíî-ñúäîâà
áîëåñò) ÀÕ ñå óñòàíîâÿâà â 89,9%.4

Àðòåðèàëíàòà õèïåðòîíèÿ å ãëàâíèÿò äîáðå äî-
êóìåíòèðàí ÐÔ çà ìîçú÷íî-ñúäîâà áîëåñò. Òîé å
è íàé-ëå÷èìèÿò ÐÔ. Áúëãàðèÿ å íà åäíî îò ïúð-
âèòå ìåñòà â ñâåòà ïî ñìúðòíîñò îò ÌÑÁ. Èìà
òåíäåíöèÿ çà âúçíèêâàíå íà ìîçú÷íè èíñóëòè â
ïî-ìëàäà âúçðàñò ó íàñ. Ðåãèñòðèðàíèòå èíñóëòè â
Áúëãàðèÿ ñà íàðàñíàëè ñ 13 000 â ïîñëåäíèòå ãî-
äèíè, êîåòî å áåçñïîðíî äîêàçàòåëñòâî çà ñóá-
îïòèìàëíèÿ êîíòðîë íà õèïåðòîíèÿòà.

Òðåâîæíèòå äàííè ñà ìîòèâúò çà èçðàáîòâàíå
íà Íàöèîíàëåí êîíñåíñóñ çà ïúðâè÷íà ïðîôè-
ëàêòèêà íà èñõåìè÷íèòå ìîçú÷íè èíñóëòè ïðåç
2002 ã.3



4

Êàêúâ å êîíòðîëúò íà àðòåðèàëíàòà
õèïåðòîíèÿ?

Èìà ïúëíî ñúãëàñèå  çà òîâà, ÷å ôîðìóëèðàíîòî
â 60-òå ãîäèíè â ÑÀÙ “ïðàâèëî íà ïîëîâèíàòà”
âñå îùå ñúùåñòâóâà çà ðåäèöà ñòðàíè, âêëþ÷èòåë-
íî çà Áúëãàðèÿ. Ïðîöåíòúò íà ëåêóâàíèòå õèïåð-
òîíèöè ñ êîíòðîëèðàíà õèïåðòîíèÿ (äîñòèãíàòè
íîðìè çà ÀÍ ñïîðåä ãëîáàëíèÿ ñúðäå÷íî-ñúäîâ
ðèñê) å êàêòî ñëåäâà: Ôðàíöèÿ 33%, Óíãàðèÿ
27,8%, ×åõèÿ 17,8%, Èòàëèÿ 9%, Áúëãàðèÿ 6-10%.1,12

Àáñîëþòíèÿò áðîé íà ëèöàòà ñ óñëîæíåíèÿ íà
ÀÕ (ìîçú÷åí èíñóëò, ñúðäå÷åí èíôàðêò) å íàé-
ãîëÿì çà ëèöàòà ñ ëåêîñòåïåííà õèïåðòîíèÿ - (ñèñ-
òîëíî ÀÍ 140-160 mmHg è /èëè  äèàñòîëíî 90-
100 mmHg).

Ôàðìàêîèêîíîìè÷åñêè àíàëèç íà ïðîó÷âàíåòî
ÍÎÒ (Hypertension Optimal Treatment) ïîêàçâà,
÷å 1,26 áèëèîíà åâðî îò ðàçõîäèòå íà çäðàâíî-
îñèãóðèòåëíèòå ôîíäîâå â Åâðîïà ìîãàò äà áúäàò
ñïåñòåíè, àêî ëå÷åíèåòî íà ÀÕ å àäåêâàòíî è ñå
äîñòèãíàò ïðèöåëíèòå íèâà íà íàëÿãàíåòî.8

Îôèöèàëíèòå ïðîãíîçè íà çäðàâíàòà ñòàòèñòè-
êà ó íàñ ïîêàçâàò, ÷å â ñëåäâàùèòå ãîäèíè ñå î÷à-
êâà íàðàñòâàíå íà îáùàòà ñìúðòíîñò, ñìúðòíîñòòà
îò ÑÑÇ è ñïåöèàëíî îò ìîçú÷åí èíñóëò è ìèî-
êàðäåí èíôàðêò.4

Â íàöèîíàëíàòà çäðàâíà ñòðàòåãèÿ å çàïèñàíî
“...çà íàìàëÿâàíå íà ïðåæäåâðåìåííàòà ñìúðòíîñò
îò ñúðäå÷íî-ñúäîâè çàáîëÿâàíèÿ âúâ âúçðàñòîâàòà
ãðóïà ïîä 60 ã. ñ 50% êúì 2010 ã. ñå ïðåäâèæäà
ðàííî îòêðèâàíå è ñèñòåìíî ëå÷åíèå íà ÀÕ, øè-
ðîê ôðîíò çà íàäåæäíà ïðîôèëàêòèêà íà çàáîëÿ-
âàíèÿòà, âîäåùè äî ïðåæäåâðåìåííà ñìúðòíîñò îò
ÈÁÑ è ìîçú÷åí èíñóëò”.

Ïîëçàòà îò ïîíèæàâàíåòî íà ÀÍ å äîêàçàíà áåç-
ñïîðíî îò ìíîæåñâî ðàíäîìèçèðàíè ïðîó÷âàíèÿ,
êëèíè÷íè íàáëþäåíèÿ è åïèäåìèîëîãè÷íè äàí-
íè. Ïîíèæàâàíåòî íà ñèñòîëíîòî ÀÍ ñ 10-12 mmHg
è íà äèàñòîëíîòî ñ 5-6 mmHg ïîíèæàâà âúçíèê-
âàíåòî íà ìîçú÷åí èíñóëò ñ 39%,  íà  ÑÑÇ ñ 16% è
íà ñúäîâàòà ñìúðò ñ 21%.12

Ïðè÷èíè çà ëîøèÿ êîíòðîë íà ÀÕ

Ïðè÷èíèòå çà ëîøèÿ êîíòðîë íà ÀÕ ñà îáåêò
íà ìíîãî ïðîó÷âàíèÿ è àíàëèçè.10,12,17,18,24

Êàòî íàé-÷åñòè ñå ïîñî÷âàò ñëåäíèòå ïðè÷èíè:
1. Ëîø êîìïëàéàíñ íà ïàöèåíòà.
2. Íåäîñòàòú÷íà àêòèâíîñò íà ëåêàðèòå çà ïîñ-

òèãàíå íà ïðèöåëíèòå ñòîéíîñòè íà ÀÍ. Çàäîâîëÿ-
âàíå ñ ïîíèæàâàíå, áåç äà ñå ïîñòèãà íîðìàëèçè-
ðàíå íà íàëÿãàíåòî.

3. Èêîíîìè÷åñêè è àäìèíèñòðàòèâíè áàðèåðè.
4. Íåàäåêâàòåí (íåäîñòàòú÷åí) îòãîâîð íà ÀÍ

êúì ëå÷åíèåòî ïîðàäè:
4.1. Íåäîáðà îöåíêà íà ïàöèåíòà:
- íåäîñòàòú÷íà îöåíêà íà åôåêòà îò ïðåäøåñ-

òâàùîòî ëå÷åíèå;
- íåäîîöåíÿâàíå íà íà÷èíà íà æèâîò è ñú-

ïúòñòâàùè çàáîëÿâàíèÿ ñ íåãàòèâíè åôåêòè âúð-
õó ðåçóëòàòèòå îò ëå÷åíèåòî, êàòî çëîóïîòðåáà ñ
àëêîõîë, ñîë, òþòþíîïóøåíå, çàòëúñòÿâàíå, áúá-
ðå÷íè óâðåæäàíèÿ, ñúïúòñòâàùî ëå÷åíèå ñ
ÍÑÏÂÑ è äð.

4.2. Íåàäåêâàòíî èçãðàäåíà ëå÷åáíà ñõåìà:
- ìîíîòåðàïèÿ ñ íåïðàâèëåí èçáîð íà ìåäè-

êàìåíò è íåàäåêâàòíà äîçèðîâêà (áðîé äíåâíè
ïðèåìè è äîçà çà 24 ÷àñà íà ìåäèêàìåíòà, íåñúîá-
ðàçåíà  ñ èíäèâèäóàëíèÿ öèðêàäåí ðèòúì);

- íåòî÷íà ïðåöåíêà çà âúçìîæíîñòèòå íà ìî-
íîòåðàïèÿòà (â ðåäèöà ñëó÷àè å ìíîãî òðóäíî, äî-
ðè íåâúçìîæíî, äà ñå ïîñòèãíå êîíòðîë íà ÀÍ ñ
åäèí ìåäèêàìåíò);

- êîìáèíèðàíà òåðàïèÿ ñúñ ñëîæåí äîçîâ ðå-
æèì ñ íåïðàâèëíî èçáðàíè ìåäèêàìåíòè è â íåà-
äåêâàòíà äîçèðîâêà.

Ïðåäñòàâåíèòå äàííè äàâàò îñíîâàíèå
çà ñëåäíèòå ÈÇÂÎÄÈ:

Àðòåðèàëíàòà õèïåðòîíèÿ â Áúëãàðèÿ å ñ âèñî-
êà ÷åñòîòà è íåàäåêâàòåí êîíòðîë. Äîêàçàòåëñòâî
çà òîâà å âèñîêàòà, íàðàñòâàùà áîëåñòíîñò è ñìúðò-
íîñò îò ñâúðçàíèòå ñ õèïåðòîíèÿòà óñëîæíåíèÿ -
ìîçú÷åí èíñóëò, ìèîêàðäåí èíôàðêò, ñúðäå÷íà è
áúáðå÷íà íåäîñòàòú÷íîñò.

Áîëøèíñòâîòî îò õèïåðòîíèöèòå â Áúëãàðèÿ
(îêîëî 90%) îñòàâàò ñ íåêîíòðîëèðàíà õèïåðòî-
íèÿ è ñëåäîâàòåëíî ñ íåàäåêâàòíà ïðîòåêöèÿ
ñïðÿìî äîêàçàíèòå, ñâúðçàíè ñ íåÿ, ïîñëåäèöè.

Îñíîâíèòå íàñîêè çà êîíòðîë íà ÀÕ ñ èçïîë-
çâàíå íà ñúâðåìåííèòå òåðàïåâòè÷íè âúçìîæíîñ-
òè, ñà ïîñî÷åíè â 3 îñíîâíè äîêóìåíòà îò 2003 ã.

1. Íàñîêè íà Åâðîïåéñêîòî äðóæåñòâî çà õèïåð-
òîíèÿ è Åâðîïåéñêîòî äðóæåñòâî ïî êàðäèîëîãèÿ
çà êîíòðîë íà àðòåðèàëíàòà õèïåðòîíèÿ21 (ñï. Áúë-
ãàðñêà êàðäèîëîãèÿ, Ïðèëîæåíèå 3, 2003).

2. 2003 ã. Ðúêîâîäñòâî çà îâëàäÿâàíå íà õèïåð-
òîíèÿòà íà Ñâåòîâíàòà çäðàâíà îðãàíèçàöèÿ
(ÑÇÎ) è Ìåæäóíàðîäíîòî äðóæåñòâî ïî õèïåð-
òîíèÿ (ÌÄÕ)21 (ñï.Áúëãàðñêà êàðäèîëîãèÿ, 2004;
3:10-23).22

3. The Seventh Report of the Joint National Com-
mittee on Prevention, Detection, Evaluation and Treat-
ment of High Blood Pressure.26

Àíàëèçúò íà ðåçóëòàòèòå îò êîíòðîëà íà õè-
ïåðòîíèÿòà äàâà îñíîâàíèå äà ñå íàïðàâÿò èçâî-
äè, ÷å íåäîñòàòú÷íî äîáðå ñå ïîçíàâàò è íåçàäî-
âîëèòåëíî ñå ïðèëàãàò óêàçàíèÿòà îò ìåòîäè÷-
íèòå ðúêîâîäñòâà. Èìà ìíîãî ñåðèîçíè íåäîñòà-
òúöè â ëå÷åíèåòî íà ÀÕ â øèðîêàòà êëèíè÷íà
ïðàêòèêà. Îò÷èòàéêè ðåäèöà îáåêòèâíè òðóä-
íîñòè çà ïîñòèãàíåòî íà àäåêâàòåí êîíòðîë íà
ÀÕ è âèñîêàòà ïðîôåñèîíàëíà îòãîâîðíîñò íà
ëåêàðèòå çà èçïúëíåíèå íà çàäà÷èòå, ïîñòàâåíè
â Íàöèîíàëíàòà çäðàâíà ñòðàòåãèÿ, Äðóæåñòâîòî
íà êàðäèîëîçèòå â Áúëãàðèÿ ñ÷èòà çà ñâîé äúëã
äà íàñî÷è óñèëèÿòà ñè çà ïîäîáðÿâàíå êîíòðîëà
íà ÀÕ.



5

Òàáë. 1  Îöåíêà íà ðèñêà çà îïðåäåëÿíå íà ïðîãíîçàòà

• Ñòîéíîñòè íà ÑÍ è ÄÍ

• Ìúæå > 55 ãîä.

• Æåíè > 65 ãîä.

• Òþòþíîïóøåíå

• Äèñëèïèäåìèÿ

(îáù õîë. > 6,5 mmol/l,

> 250mg/dl,* èëè

LDL-õîë. > 4,0 mmol/l,

> 155 mg/dl,*  èëè

HDL-õîë.

M < 1,0, Æ < 1,2 µmol/l,

Ì < 40, Æ < 48 mg/dl)

• Ôàìèëíà àíàìíåçà çà

Ïðåæäåâðåìåííî ÑÑÇ

       (ïðè Ì < 55 ãîä.,

               Æ < 65 ãîä.)

• Àáäîìèíàëíî

çàòëúñòÿâàíå

(òàëèÿ Ì ³ 102 cm,

                Æ  ³ 88 cm)

• ÑRP ³ 1 mg/dl

Ðèñêîâè ôàêòîðè çà ÑÑÇ, Óâðåäà íà òàðãåòíèòå îðãàíè Çàõàðåí äèàáåò Ïðèäðóæàâàùè êëèíè÷íè

èçïîëçâàíè çà îïðåäåëÿíå (ÓÒÎ) ñúñòîÿíèÿ (ÏÊÑ)

íà ðèñêà

Òàáë. 2 Ôàêòîðè, ïîâëèÿâàùè ïðîãíîçàòà

• Õèïåðòðîôèÿ íà ËÊ

(ÅÊÃ: Sokolow-Lyons > 38mm;

       Cornell > 2440 mm*ms;

ÅõîÊÃ: LVMI  Ì ³ 125,

                       Æ  ³ 110 g/m2)

• Åõîãðàôñêè äàííè çà

çàäåáåëÿâàíå íà

àðòåðèàëíàòà ñòåíà

(çà a. carotis IMT ³ 0,9 mm)

èëè àòåðîñêëåðîòè÷íà ïëàêà

• Ëåêî ïîâèøåíèå íà

ñåðóìíèÿ êðåàòèíèí

(Ì 115-133; Æ 107-124µmol/l;

Ì 1,3-1,5; Æ 1,2-1,4mg/dl)

• Ìèêðîàëáóìèíóðèÿ

(30-300 mg/24 h);

îòíîøåíèå

àëáóìèí : êðåàòèíèí

Ì ³ 22, Æ ³ 31 mg/g;

Ì ³ 2,5, Æ ³ 3,5 mg/µmol

• Êðúâíà çàõàð íà ãëàäíî

7,0 mmol/l (126 mg/dl)

• Ïîñòïðàíäèàëíà êðúâíà

 çàõàð > 11,0 mmol/l

(198 mg/dl)

• Ìîçú÷íîñúäîâà áîëåñò:

èñõåìè÷åí èíñóëò;

ìîçú÷åí êðúâîèçëèâ;

ïðåõîäíè èñõåìè÷íè

åïèçîäè

• Ñúðäå÷íè çàáîëÿâàíèÿ:

èíôàðêò íà ìèîêàðäà;

ñòåíîêàðäèÿ;

êîðîíàðíà ðåâàñêóëàðèçà-

öèÿ;

çàñòîéíà ÑÍ

• Áúáðå÷íè çàáîëÿâàíèÿ:

äèàáåòíà íåôðîïàòèÿ;

áúáðå÷íà íåäîñòàòú÷íîñò:

(ñåðóìåí êðåàòèíèí

Ì > 133, Æ > 124 µmol/l;

Ì > 1,5, Æ > 1,4 mg/dl);

       ïðîòåèíóðèÿ

(> 300 mg/24 h)

• Ïåðèôåðíî-ñúäîâà

áîëåñò

• Íàïðåäíàëà ðåòèíîïàòèÿ:

õåìîðàãèè èëè åêñóäàòè,

îòîê íà ïàïèëàòà

Ì=ìúæå; Æ=æåíè; LDL=ëèïîïðîòåèíè ñ íèñêà ïëúòíîñò; HDL=ëèïîïðîòåèíè ñ âèñîêà ïëúòíîñò; LVMI (left
ventricular mass index)= èíäåêñ íà ËÊ ìóñêóëíà ìàñà; IMT (intima-media thickness)=äåáåëèíà íà èíòèìàòà ïëþñ
ìåäèÿòà.

*Èçâåñòíî å, ÷å ïî-íèñêèòå ñòîéíîñòè íà îáùèÿ è LDL-õîë. ïîâëèÿâàò ïîâèøåíèÿ ðèñê, íî òå íå ñà èçïîëçâàíè
ïðè îïðåäåëÿíåòî íà ðèñêà.
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Îñíîâíà öåë íà êîíñåíñóñà

Äà ñå ïîäîáðè êîíòðîëúò íà ÀÕ, êàòî ñå èçïîë-
çâàò íàé-ðàöèîíàëíî íàöèîíàëíèòå ðåñóðñè (êâà-
ëèôèêàöèÿ íà ëåêàðèòå, àäìèíèñòðàòèâíè ðàçïî-
ðåäáè, ìàòåðèàëíè ñðåäñòâà è äð.)

Çàäà÷è:
1. Äà ñå àíàëèçèðàò äàííèòå çà ñóáîïòèìàëíèÿ

êîíòðîë íà ÀÕ, ñ êîéòî áåçñïîðíî å ñâúðçàíà âèñî-
êàòà ñìúðòíîñò îò ñúðäå÷íî-ñúäîâè çàáîëÿâàíèÿ.

2. Äà ñå àêòèâèðà ïðèåìàíåòî íà ïðåïîðúêèòå
îò ìåòîäè÷íèòå óêàçàíèÿ çà òåðàïåâòè÷íîòî ïî-
âåäåíèå ïðè ÀÕ, êàòî ñå î÷åðòàÿò çàäúëáî÷åíî è
òî÷íî ñúâðåìåííèòå ñòðàòåãèè è âúçìîæíîñòèòå èì
çà ïîñòèãàíå íà àäåêâàòåí òåðàïåâòè÷åí êîíòðîë.

3. Äà ñå àäàïòèðàò ìåæäóíàðîäíèòå ïðåïîðúêè
êúì íàöèîíàëíèòå óñëîâèÿ.

4. Äà ñå äàäàò ÿñíè è òî÷íè ïðåïîðúêè çà ñúâðå-
ìåííîòî ëå÷åíèå íà ÀÕ, ñïåöèàëíî çà ìîíîòåðà-
ïèÿ è êîìáèíèðàíà òåðàïèÿ, íà ìíîãî øèðîêèÿ
êðúã ëåêàðè, êîèòî ëåêóâàò òîâà íàé-ìàñîâî çà-
áîëÿâàíå (îáùîïðàêòèêóâàùè ëåêàðè è ñïåöèà-
ëèñòè - êàðäèîëîçè, èíòåðíèñòè, íåôðîëîçè, íåâ-
ðîëîçè, åíäîêðèíîëîçè è äð.).

5. Äà ñå ïðåâåäàò â ñúîòâåñòâèå ñ ìåæäóíàðîä-
íèòå ïðåïîðúêè è èçèñêâàíèÿ åòàïèòå â èçãðàæ-
äàíå íà óñïåøåí òåðàïåâòè÷åí àëãîðèòúì çà ïî-

ãîëÿì áðîé õèïåðòîíèöè.

Ñúâðåìåíåí ïîäõîä çà èçãðàæäàíå íà
óñïåøíà òåðàïåâòè÷íà ñõåìà ïðè ÀÕ

Íà÷àëîòî íà ëå÷åíèåòî è èçãðàæäàíåòî íà òåðà-
ïåâòè÷íàòà ñõåìà ñå îñíîâàâàò íà îöåíêà íà ãëî-
áàëíèÿ ñúðäå÷íî-ñúäîâ ðèñê.

Åâðîïåéñêèòå ìåòîäè÷íè óêàçàíèÿ ïîñòàâÿò àê-
öåíò âúðõó íåîáõîäèìîñòòà äà ñå îöåíè ãëîáàëíèÿò
ñúðäå÷íî-ñúäîâ ðèñê âúç îñíîâà íà 2 êðèòåðèÿ:

1) ñòîéíîñòèòå íà ÀÍ è
2) äðóãè ÐÔ è ñúîòâåòñòâàùè çàáîëÿâàíèÿ.
Ñïîðåä ïðåäñòàâåíàòà òàáë. 1 çà îïðåäåëÿíå íà

ðèñêà è ïðîãíîçàòà, ëèöàòà ñ ìíîãî âèñîêî ÀH, III
ñòåïåí AÕ è áåç ñúïúòñòâàùè ÐÔ, ñà ñ âèñîê è
ìíîãî âèñîê ðèñê. Ëèöàòà ñ II è I ñòåïåí AÕ (ëåêà
äî óìåðåíà) ìîãàò äà áúäàò ñ íèñúê, óìåðåí, âèñîê
è ìíîãî âèñîê ðèñê â çàâèñèìîñò îò áðîÿ íà ïðèä-
ðóæàâàùèòå ñúðäå÷íî-ñúäîâè ÐÔ, íàëè÷èåòî èëè
ëèïñàòà íà óâðåæäàíå íà òàðãåòíèòå îðãàíè, ÇÄ
èëè ñúïúòñòâàùè êëèíè÷íè ñúñòîÿíèÿ (ïðåæèâÿí
ìîçú÷åí èíñóëò, ÈÁÑ, ÑÍ). Íà òàáë. 2 ñà ïîñî÷åíè
ôàêòîðèòå, ïîâëèÿâàùè ïðîãíîçàòà íà ÀÕ.21

Ñ âèñîê îáù ñúðäå÷íî-ñúäîâ ðèñê â Áúëãàðèÿ
ñà áîëøèíñòâîòî îò õèïåðòîíèöèòå. Íà÷àëîòî íà
àíòèõèïåðòåíçèâíîòî ëå÷åíèå, êàêòî íåìåäèêàìåí-
òîçíî, òàêà è ìåäèêàìåíòîçíî, îáèêíîâåíî å ìíî-

Òàáë. 3 Ìåäèêàìåíòîçíî ëå÷åíèå íà ÀÕ, îñíîâàíî íà ìåäèöèíàòà íà äîêàçàòåëñòâàòà.25

Òåðàïåâòè÷íà öåë Åôåêòèâíè Ïî-ìàëêî åôåêòèâíè Ñ íåÿñíà åôåêòèâíîñò

Øèðîê ñïåêòúð, ACE èíõèáèòîðè α-áëîêåðè Ñòàðè ìåäèêàìåíòè

îðãàííà ïðîòåêöèÿ è β-áëîêåðè Ðåçåðïèí

óäúëæàâàíå íà Ñà àíòàãîíèñòè Êëîíèäèí è äð.

ïðåæèâÿåìîñòòà Äèóðåòèöè

Àíãèîòåíçèí II

ðåöåïòîðíè áëîêåðè

Ôèã. 1 Èçáîð ìåæäó ìîíîòåðàïèÿ è êîìáèíèðàíà òåðàïèÿ
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ãî êúñíî, òåðàïåâòè÷íèòå ñõåìè íå âèíàãè ñà èç-
ãðàäåíè â ñúîòâåòñòâèå ñ óòâúðäåíèòå ïðàâèëà.
Ïðàâÿò ñå ÷åñòè, íåîáîñíîâàíè ñìåíè â ëå÷åíèåòî.
Òîâà áè ìîãëî äà îáÿñíè âèñîêàòà áîëåñòíîñò è
ñìúðòíîñò, ñâúðçàíè ñ õèïåðòîíèÿòà.2

Òåðàïåâòè÷íà ñòðàòåãèÿ çà ëå÷åíèå íà
àðòåðèàëíàòà õèïåðòîíèÿ

Åâðîïåéñêèòå ìåòîäè÷íè óêàçàíèÿ ïðåäëàãàò äâå
òåðàïåâòè÷íè ñòðàòåãèè çà ìåäèêàìåíòîçíî ëå÷å-
íèå íà ÀÕ - ìîíîòåðàïèÿ  èëè êîìáèíèðàíà òå-

ðàïèÿ. Â çàâèñèìîñò îò èçõîäíîòî ÀÍ è íàëè÷èå-
òî èëè îòñúñòâèåòî íà óñëîæíåíèÿ å ðàçóìíî òå-
ðàïèÿòà äà çàïî÷íå èëè ñ íèñêà äîçà íà åäèí
ìåäèêàìåíò, èëè ñ êîìáèíàöèÿ îò äâà ìåäèêà-
ìåíòà â íèñêà äîçà (ôèã. 1).

Ïðåäèìñòâîòî íà íà÷àëíà íèñêî-äîçèðàíà ìîíî-
òåðàïèÿ è ïðè íåäîáðà ïîíîñèìîñò íà ìåäèêàìåí-
òà - ïðåìèíàâàíå íà äðóã, å âúçìîæíîñòòà äà áúäå
îòêðèòî îíîâà ëåêàðñòâî, íà êîåòî äàäåíèÿò ïà-
öèåíò îòãîâàðÿ íàé-äîáðå (êàêòî ïî îòíîøåíèå íà
åôèêàñíîñò, òàêà è ïî îòíîøåíèå íà ïîíîñèìîñò).

Êëàñ Ïîêàçàíèÿ Ïðîòèâîïîêàçàíèÿ

Àáñîëþòíè Îòíîñèòåëíè

Äèóðåòèöè (òèàçèäíè) çàñòîéíà ñúðäå÷íà íåäîñòàòú÷íîñò; ïîäàãðà áðåìåííîñò

âúçðàñòíè õèïåðòîíèöè;

èçîëèðàíà ñèñòîëíà õèïåðòîíèÿ;

õèïåðòîíèöè îò àôðèêàíñêè

ïðîèçõîä

Äèóðåòèöè (áðèìêîâè) áúáðå÷íà íåäîñòàòú÷íîñò;

çàñòîéíà ñúðäå÷íà íåäîñòàòú÷íîñò

Äèóðåòèöè çàñòîéíà ñúðäå÷íà íåäîñòàòú÷íîñò; áúáðå÷íà

(àëäîñòåðîíîâè àíòàãîíèñòè) ñúñòîÿíèå ñëåä ìèîêàðäåí èíôàðêò íåäîñòàòú÷íîñò;

õèïåðêàëèåìèÿ

β-áëîêåðè àíãèíà ïåêòîðèñ; àñòìà; ïåðèôåðíî-ñúäîâà

ñúñòîÿíèå ñëåä ìèîêàðäåí èíôàðêò; ÕÎÁÁ; áîëåñò; íàðóøåí

çàñòîéíà ñúðäå÷íà íåäîñòàòú÷íîñò ÀV áëîê II-III ñò. ãëþêîçåí òîëåðàíñ;

áðåìåííîñò; ñïîðòèñòè è

òàõèðèòìèÿ ôèçè÷åñêè

àêòèâíè ïàöèåíòè

Êàëöèåâè àíòàãîíèñòè âúçðàñòíè ïàöèåíòè; òàõèàðèòìèè;

(äèõèäðîïèðèäèíè) èçîëèðàíà ñèñòîëíà õèïåðòîíèÿ; çàñòîéíà ñúðäå÷íà

àíãèíà ïåêòîðèñ; íåäîñòàòú÷íîñò

ïåðèôåðíî-ñúäîâà áîëåñò;

àòåðîñêëåðîçà íà êàðîòèäíàòà àðòåðèÿ;

áðåìåííîñò

Êàëöèåâè àíòàãîíèñòè àíãèíà ïåêòîðèñ; ÀV áëîê Ï-Ø ñò.

(âåðàïàìèë, äèëòèàçåì) àòåðîñêëåðîçà íà êàðîòèäíàòà àðòåðèÿ; çàñòîéíà ÑÍ

íàäêàìåðíà òàõèêàðäèÿ

ÀÑÅ-èíõèáèòîðè çàñòîéíà ñúðäå÷íà íåäîñòàòú÷íîñò; áðåìåííîñò;

ËÊ äèñôóíêöèÿ; õèïåðêàëèåìèÿ;

ñúñòîÿíèå ñëåä ìèîêàðäåí èíôàðêò; äâóñòðàííà ñòåíîçà

íåäèàáåòíà íåôðîïàòèÿ; íà áúáðå÷íàòà àðòåðèÿ

íåôðîïàòèÿ ïðè äèàáåò òèï I;

ïðîòåèíóðèÿ

ÀÒ
1
-áëîêåðè íåôðîïàòèÿ ïðè äèàáåò òèï II; áðåìåííîñò;

ìèêðîàëáóìèíóðèÿ ïðè äèàáåò; õèïåðêàëèåìèÿ;

ïðîòåèíóðèÿ; äâóñòðàííà ñòåíîçà

ËÊ õèïåðòðîôèÿ; íà áúáðå÷íèòå àðòåðèè

êàøëèöà îò ÀÑÅ-èíõèáèòîðè

α-áëîêåðè õèïåðïëàçèÿ íà ïðîñòàòíàòà æëåçà; îðòîñòàòè÷íà çàñòîéíà ñúðäå÷íà

õèïåðëèïèäåìèÿ õèïîòîíèÿ íåäîñòàòú÷íîñò

Òàáë. 4 Ïîêàçàíèÿ è ïðîòèâîïîêàçàíèÿ çà ëå÷åíèå ñ îñíîâíèòå êëàñîâå àíòèõèïåðòåíçèâíè ìåäèêàìåíòè
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Àêî ôàðìàêîãåíåòèêàòà íå îñèãóðè ïîäêðåïà â
áúäåùå, òàçè ïðîöåäóðà ùå ïðîäúëæè äà áúäå èç-
òîùèòåëíà è ðàçî÷àðîâàùà êàêòî çà ëåêàðèòå, òà-
êà è çà ïàöèåíòèòå, è ìîæå äà äîâåäå äî íèñêî
íèâî íà ñúäåéñòâèå îò ñòðàíà íà ïàöèåíòà.

Ñ ìîíîòåðàïèÿ ìîæå äà ñå ïîñòèãíå óñïåõ (ïðè-
öåëíèòå ñòîéíîñòè íà ÀH) ñàìî ïðè 25-40% îò
õèïåðòîíèöèòå. Îñòàíàëèòå 60-75% ñå íóæäàÿò îò
êîìáèíèðàíî ëå÷åíèå.21

Àëãîðèòúìúò çà ëå÷åíèå íà ñèñòîëíî-äèàñòîë-
íàòà ÀÕ áåç çàäúëæèòåëíè èíäèêàöèè çà ãðóïà
ìåäèêàìåíòè, âêëþ÷âà èçáîðà íà ìåäèêàìåíò îò
åäíà îò ïåòòå îñíîâíè ãðóïè, çà êîèòî èìà äàííè
îò ìåäèöèíàòà íà äîêàçàòåëñòâàòà, ÷å ìîãàò äà ïîñ-
òèãíàò îñíîâíàòà öåë íà àíòèõèïåðòåíçèâíîòî ëå-
÷åíèå: óäúëæàâàíå íà ïðåæèâÿåìîñòòà è îñèãóðÿ-
âàíå íà øèðîê ñïåêòúð îðãàííà ïðîòåêöèÿ.24,25

Îñíîâíè ïðèíöèïè çà èçãðàæäàíå íà
àíòèõèïåðòåíçèâíîòî ëå÷åíèå

Àíòèõèïåðòåíçèâíîòî ëå÷åíèå ñå èçãðàæäà âúç
îñíîâà íà:

A) Îöåíêà íà ïàöèåíòà

B) Îöåíêà íà ìåäèêàìåíòà / ìåäèêàìåíòèòå
Îöåíêàòà íà ïàöèåíòà âêëþ÷âà îïðåäåëÿíå íà:
A) ïàòîôèçèîëîãè÷íèÿ ïðîôèë (âîäåùè ïàòî-

ôèçèîëîãè÷íè ìåõàíèçìè): ïîâèøåí ñèìïàòè-
êóñîâ òîíóñ, îáåìíè ôàêòîðè, ñîëåâà ÷óâñòâèòåë-
íîñò è äð.;

Á) ðèñêîâèÿ ïðîôèë ñ îãëåä îïðåäåëÿíå íà ïðîã-
íîçàòà

Îöåíêàòà íà ìåäèêàìåíòà âêëþ÷âà:
À) ôàðìàêîëîãè÷íèòå åôåêòè âúðõó õåìîäèíà-

ìèêàòà; ìåòàáîëèòíèòå è ìîðôîëîãè÷íè ìàðêåðè
íà ñúðäå÷íî-ñúäîâèÿ ðèñê;

Á) ïîêàçàíèÿòà è ïðîòèâîïîêàçàíèÿòà çà ëå÷å-
íèå ñ îñíîâíèòå êëàñîâå àíòèõèïåðòåíçèâíè ìå-
äèêàìåíòè.21,22,26

Îöåíêà íà ðèñêà

Òåðàïåâòè÷íîòî ïîâåäåíèå ïðè ÀÕ ñå îïðåäåëÿ îò
À) íèâîòî íà ÀÍ;
Á) íàëè÷èåòî íà äðóãè ñúðäå÷íî-ñúäîâè ÐÔ, óâ-

ðåæäàíå íà òàðãåòíè îðãàíè è ïðèäðóæàâàùè êëè-
íè÷íè ñúñòîÿíèÿ.

Ðèñêîâàòà ñòðàòèôèêàöèÿ íà ÑÇÎ/ÌÄÕ îïðå-

Òàáë. 5. Îïðåäåëÿíå íà ðèñêà ñ îãëåä íà ïðîãíîçàòà

ÑÀÍ = ñèñòîëè÷íî ÀÍ; ÄÀÍ = äèàñòîëè÷íî ÀÍ

ÓÒÎ = óâðåäà íà òàðãåòíè îðãàíè;

ÏÊÑ = ïðèäðóæàâàùè êëèíè÷íè ñúñòîÿíèÿ

Ôèã. 2
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äåëÿ òðè ãëàâíè ðèñêîâè êàòåãîðèè ñ ïðîãðåñèâ-
íî íàðàñòâàíå íà àáñîëþòíàòà âåðîÿòíîñò îò ðàç-
âèòèå íà ãîëåìè ñúðäå÷íî-ñúäîâè ñúáèòèÿ (ôàòà-
ëåí è íåôàòàëåí èíñóëò, è ìèîêàðäåí èíôàðêò) â
ñëåäâàùèòå 10 ãîäèíè.

Òàçè ñõåìà ïîçâîëÿâà áúðçà ïðåäâàðèòåëíà îöå-
íêà íà ðèñêà ñ îãëåä íà ïðîãíîçàòà è å ëåñíî
ïðèëîæèìà çà øèðîê êðúã ëåêàðè è ðàçëè÷íè ìà-
òåðèàëíè ðåñóðñè22 (òàáë. 5).

Àáñîëþòíèÿò ðèñê îò ÑÑÇ íà âñÿêî íèâî íà
ÀÍ íàðàñòâà åäíîïîñî÷íî ñ âúçðàñòòà äî 80 ã., íî
è ñëåä 80 ã. ëå÷åíèåòî ïîíèæàâà çíà÷èìî ìîçú÷-
íèòå èíñóëòè â ñðàâíåíèå ñ íåëåêóâàíèòå.

Ïðèöåëíè ñòîéíîñòè íà ÀÍ:
• Çà õèïåðòîíèöè ñ íèñúê ðèñê < 140/90 mm Hg
• Çà õèïåðòîíèöè ñ âèñîê ðèñê < 130/85 (80)

mm Hg.
• Çà ëèöàòà > 55 ã. ñèñòîëè÷íîòî ÀÍ å ñ ïî-

ãîëÿìà çíà÷èìîñò.
Èìà äîêàçàòåëñòâà, ÷å ïðè âèñîêîðèñêîâèòå õè-

ïåðòîíèöè êîëêîòî ïî-íèñêè ñòîéíîñòè ñå ïîñ-
òèãíàò, òîëêîâà ïî-ìàëêà å ÷åñòîòàòà íà ñúðäå÷íî-
ñúäîâèòå èíöèäåíòè.

Ïðèîðèòåòèòå çà àíòèõèïåðèíòåíçèâíî ëå÷åíèå
ïðè îãðàíè÷åíè ðåñóðñè ñå îïðåäåëÿò îò ñúðäå÷-
íî-ñúäîâèÿ ðèñê - âèñîê, ñðåäåí, íèñúê.21

Íà÷àëíî ìåäèêàìåíòîçíî ëå÷åíèå íà
àðò å ðè àëíàò à õ è ïå ðò îíè ÿ

Íà÷àëíîòî ìåäèêàìåíòîçíî ëå÷åíèå ñå îïðåäåëÿ
îò ñòåïåíòà íà ðèñêà (ñòîéíîñòèòå íà ÀÍ è îïðå-
äåëÿùèòå ïðîãíîçàòà ôàêòîðè). Òðàäèöèîíèÿò ïîä-
õîä çà êîíòðîë íà ÀÕ - äà ñå çàïî÷íå ñ åäèí
ìåäèêàìåíò è äà ñå òèòðèðà äîçàòà äî ïîñòèãàíå
íà àäåêâàòåí êîíòðîë íà íàëÿãàíåòî, ñúçäàâà ðå-
äèöà ïðîáëåìè:

Òàáë. 6  Çàäúëæèòåëíè èíäèêàöèè çà èíäèâèäóàëåí êëàñ àíõèïåðòåíçèâíè ìåäèêàìåíòè

ÏÐÅÏÎÐÚ×ÂÀÍ ÌÅÄÈÊÀÌÅÍÒ

Äèóðåòèê Áåòà- ÀÑÅ ÀÐÁ Êàëöèåâ Àëäîñòåðî- Áàçèñíè

áëîêåð èíõèáèòîð àíòà- íîâ àíòà- êëèíè÷íè

ãîíèñò ãîíèñò ïðîó÷âàíèÿ

Ñúðäå÷íà * * * * * ÀÑÀ/ÀÍÀ/ESC

íåäîñòàòú÷íîñò ðúêîâîäñòâà,

MERIT-HF

COPERNICUS,

CIBIS,

SOLVD, AIRE,

TRACE,

ValHEFT, RALES

Ñëåä ìèîêàðäåí * * * ÀÑÀ/ÀÍÀ/ESC

èíôàðêò ðúêîâîäñòâà, BHAT,

SAVE, Capricorn,

EPHESUS

Âèñîê ðèñê çà * * * * ALLHAT, HOPE,

êîðîíàðíà áîëåñò ANBP2, LIFE,

COVINCE,

EUROPA

Çàõàðåí äèàáåò * * * * * NKF-ADA

ðúêîâîäñòâî,

UKPDS, ALLHAT

Õðîíè÷íî * * NKF ðúêîâîäñòâî,

áúáðå÷íî Captopril Trial

çàáîëÿâàíå RENAAL, IDNT,

REIN, AASK

Âòîðè÷íà * * PROGRESS

ïðîôèëàêòèêà

íà ìîçú÷åí èíñóëò

Âúçðàñòíè ñ * * Syst EURO, HOT

èçîëèðàíà

ñèñòîëíà ÀÕ

ËÊ õèïåðòðîôèÿ * * * * LIFE, LIVE
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1. Åôåêòèâåí êîíòðîë ñå ïîñòèãà ñàìî ïðè ÷àñò
îò ïàöèåíòèòå.

2. Íà÷àëíàòà ìîíîòåðàïèÿ ìîæå äà íå ïîâëèÿå
îñíîâíèÿ ïàòîãåíåòè÷åí ìåõàíèçúì, ïðè÷èíà çà
ïîâèøàâàíå íà ÀÍ, òúé êàòî õèïåðòîíèÿòà å ìíî-
ãîôàêòîðíî çàáîëÿâàíå.

3. Åôèêàñíîñòòà íà ëå÷åíèåòî ñ åäèí ìåäèêà-
ìåíò ìîæå äà ñå ïîíèæè îò ñòèìóëàöèÿòà íà êîí-
òðàðåãóëàòîðíè ìåõàíèçìè.

4. Êàêòî åôèêàñíîñòòà, òàêà è ñòðàíè÷íèòå åôåêòè
ñà äîçîçàâèñèìè. Ïîðàäè òîâà ìîæå äà ñå âêëþ÷è
ïîðî÷åí êðúã ïðè ïîâèøàâàíå íà äîçàòà

5. ÀÕ å àñèìïòîìíî çàáîëÿâàíå è ÷àñò îò îïëàê-
âàíèÿòà íà õèïåðòîíèöèòå ìîãàò äà ñå ïîÿâÿò ïðè
ïîâèøàâàíå íà äîçèòå íà ìåäèêàìåíòèòå - íåîá-
õîäèìî çà ïîñòèãàíå íà åôèêàñåí êîíòðîë.15,16

6. Ïîâèøàâàíåòî íà äîçàòà íà åäèí ìåäèêàìåíò
â ðåäèöà ñëó÷àè îñêúïÿâà ëå÷åíèåòî.

Ñòúïàëîâèäíàòà ñõåìà íà ëå÷åíèå - íà÷àëî ñ
åäèí ìåäèêàìåíò íà ïúðâîòî ñòúïàëî, äâà íà âòî-
ðîòî è ò.í., å çàìåíåíà îò ñúâðåìåííàòà ñòðàòåãèÿ,
êîÿòî ïðåäâèæäà èçáîð ìåæäó ìîíî- è êîìáè-
íèðàíà òåðàïèÿ. Íà÷àëíîòî ëå÷åíèå ìîæå äà å ñ
åäèí ìåäèêàìåíò â íèñêà äîçà èëè êîìáèíàöèÿ
îò äâà ìåäèêàìåíòà â íèñêè äîçè.

Åäíîâðåìåííîòî èçïîëçâàíå íà ïîâå÷å îò åäíî
àíòèõèïåðòåíçèâíî ñðåäñòâî çà íà÷àëíî ëå÷åíèå
íà ÀÕ å îïðàâäàíî, òúé êàòî:

- Èíäèâèäóàëíèòå ðàçëèêè â ðåàêòèâíîñòòà íà
îòäåëíèÿ ïàöèåíò ñïðÿìî ðàçëè÷èòå àíòèõèïåð-
òåíçèâíè ìåäèêàìåíòè ñà ãîëåìè è íåïðåäâèäè-
ìè, à êîìáèíèðàíàòà òåðàïèÿ íàìàëÿâà çíà÷èòåë-

íî ðèñêà îò íåóñïåõ íà ëå÷åíèåòî.
- Â ïîñëåäíèòå ãîäèíè íîðìàëíèòå ñòîéíîñòè

íà ÀÍ ñå ñíèæèõà è âñå ïî-òðóäíî ñå ïîñòèãàò ñ
åäèí ìåäèêàìåíò.

- Èìà äîêàçàòåëñòâà îò êîíòðîëèðàíè ðàíäî-
ìèçèðàíè ïðîó÷âàíèÿ âúðõó ãîëÿì áðîé õèïåð-
òîíèöè, ÷å ïðîöåíòúò íà áëàãîïðèÿòíî ïîâëèÿíè-
òå îò êîìáèíèðàíà àíòèõèïåðòåíçèâíà òåðàïèÿ å
çíà÷èòåëíî ïî-âèñîê îò ïðîöåíòà íà ïîâëèÿíèòå
îò ìîíîòåðàïèÿ.

- Ñòåïåíòà íà ïîíèæàâàíåòî íà ÀÍ îò êîìáè-
íèðàíà òåðàïèÿ å ïî-ãîëÿìà îò ñòåïåíòà íà ïîíè-
æàâàíåòî ñ ìîíîòåðàïèÿ.

Ïðåäïî÷èòàò ñå äúëãîäåéñòâàùè ôîðìè, êîèòî
îñèãóðÿâàò îïòèìàëåí 24-÷àñîâ èëè ïîíå 12-÷à-
ñîâ êîíòðîë íà íàëÿãàíåòî. Àëãîðèòúìúò íà ïîâå-
äåíèå ïðè âñåêè îò äâàòà íà÷àëíè èçáîðà å ïîñî-
÷åí íà ôèã.1.

Èíäèêàöèèòå çà ïðèëîæåíèåòî íà âñÿêà ãðóïà
àíòèõèïåðòåíçèâíè ìåäèêàìåíòè ñà ïîêàçàíè íà
òàáë. 6. Òå ñà èçâåäåíè îò ãîëåìè ðàíäîìèçèðàíè
êëèíè÷íè ïðîó÷âàíèÿ.21,26

Êîìáèíèðàíî àíòèõèïåðòåíçèâíî
ëå÷åíèå

Ïîñòèãàíåòî íà àäåêâàòåí òåðàïåâòè÷åí êîíòðîë
â ðåàëíàòà êëèíè÷íà ïðàêòèêà å îò 5 äî 33%, äî-
êàòî â êëèíè÷íèòå ïðîó÷âàíèÿ êîíòðîëúò å äî
70% (INVEST, HOT, VÀ, STOP).

Àíàëèçúò íà  ïîñî÷åíèòå ïðîó÷âàíèÿ ïîêàçâà,
÷å òîçè äîáúð êîíòðîë ñå ïîñòèãà ñ êîìáèíèðàíà
òåðàïèÿ. Çà äà ñå íàìàëè ñúðäå÷íî-ñúäîâèÿò ðèñê
ñ 30% å áèëî íåîáõîäèìî êîìáèíèðàíî ëå÷åíèå
äà ñå ïðèëîæè ïðè 70% îò ïàöèåíòèòå â ïðîó÷âà-
íåòî ÍÎÒ (Hypertention Îptimal Treatment).18

Êîìáèíèðàíîòî àíòèõèïåðòåíçèâíî ëå÷åíèå âî-
äè äî ïî-áúðçî ïîñòèãàíå íà ïðèöåëíèòå íèâà, ñ
êîåòî ñå ïîäîáðÿâà äàëå÷íàòà ïðîãíîçà. Äîêàçà-

Íåêîíòðîëèðàíî ÀH

Ëîø êîìïëàéàíñ         Ïîâèøàâàíå íà äîçàòà

Òàáë. 7
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Ðàçëè÷íèòå ìåõàíèçìè íà äåéñòâèå è ôàðìàêî-
ëîãè÷íè åôåêòè äàâàò âúçìîæíîñò äà ñå íåóòðà-
ëèçèðàò ñïåöèôè÷íè íåæåëàíè ëåêàðñòâåíè ðåàê-
öèè çà äàäåí ìåäèêàìåíò.

Äîáàâÿíåòî íà ÀÑÅ èíõèáèòîð êúì Ñà àíòàãî-
íèñò íàìàëÿâà ñòåïåíòà íà åäíà îò íàé-÷åñòèòå
íåæåëàíè ëåêàðñòâåíè ðåàêöèè íà âòîðèÿ ìåäè-
êàìåíò - îòîêà íà äîëíèòå êðàéíèöè. Ìîæå äà ñå
ïîñî÷è îáà÷å è îáðàòíèÿ åôåêò íà êîìáèíèðàíà-
òà òåðàïèÿ - äîïúëíèòåëåí ðèñê îò íåæåëàíè ëå-
êàðñòâåíè ðåàêöèè. Òîçè ðèñê å ñâåäåí äî ìèíè-
ìóì ïðè ôèêñèðàíèòå ìåäèêàìåíòîçíè êîìáèíà-
öèè. Èíäèâèäóàëèçèðàíå íà òèòðèðàíåòî ñ ôèê-
ñèðàíè êîìáèíàöèè íå ñå ïîñòèãà ñ óäâîÿâàíå íà
íà÷àëíàòà íèñêà äîçà êîìáèíèðàí ïðåïàðàò.

Êîìáèíèðàíàòà òåðàïèÿ ïðåäëàãà âúçìîæíîñòè
äà ñå ïîñòèãíå äîïúëíèòåëíà ïîëçà ïî îòíîøåíèå
ïðåâåíöèÿ è ðåãðåñèÿ  íà óâðåæäàíå íà ïðèöåë-
íèòå îðãàíè(ñúðöå, áúáðåöè, ìîçúê). Îñîáåíî îò-
÷åòëèâ å òîçè åôåêò ïðè êîìáèíàöèÿòà Ñà àíòà-
ãîíèñò + ÀÑÅ èíõèáèòîð.

Íÿêîè àíòèõèïåðòåíçèâíè ìåäèêàìåíòè èìàò
áëàãîïðèÿòåí îðãàíîïðîòåêòèâåí åôåêò, êîéòî å
íåçàâèñèì îò ïîíèæàâàíåòî íà ÀÍ (ðåäóêöèÿ íà
ïðîòåèíóðèÿòà îò ACE èíõ. è ÀÐÁ). Êîìáèíàöèÿ-
òà, êîÿòî ïîâèøàâà åôèêàñíîñòòà íà òåçè ìåäèêà-
ìåíòè, íîñè ïî-ãîëÿìà ïîëçà.16

Êîìáèíèðàíåòî íà àíòèõèïåðòåíçèâíèòå ìåäè-
êàìåíòè ñëåäâà äà ñå èçãðàæäà íà ïðèíöèïà çà

òåëñòâî çà òîâà ñà äàííèòå îò ðàíäîìèçèðàíè êëè-
íè÷íè ïðîó÷âàíèÿ.

Ïî-áúðçî ïîñòèãíàòèÿò êîíòðîë íà íàëÿãàíåòî
å äîâåë äî ïîíèæàâàíå íà ìîçú÷íèòå èíñóëòè ñ
28% â Syst Euro è íà ñúðäå÷íîñúäîâèòå èíöèäåí-
òè âúâ VALUE.

Êîìáèíèðàíàòà òåðàïèÿ ïðåäëàãà ðåäèöà ïðå-
äèìñòâà ñïðÿìî ìîíîòåðàïèÿòà, ÷àñò îò  êîèòî ñå
äúëæàò íà ïî-âèñîêèÿ ïðîöåíò íà ïîíèæàâàíå íà
íàëÿãàíåòî.

Êîìáèíèðàíàòà òåðàïèÿ å ëîãè÷åí èçáîð çà ëå-
÷åíèå íà ìíîãîôàêòîðíî îáóñëîâåíî çàáîëÿâàíå,
êàêâîòî å õèïåðòîíèÿòà. Ïî òîçè íà÷èí ìîãàò äà
ñå ïîâëèÿÿò ïîâå÷å ìåõàíèçìè, îáóñëàâÿùè ïî-
âèøåíîòî íàëÿãàíå ïðè äàäåí ïàöèåíò (àêòèâ-
íîñò íà SNS, íà RAS, âàçîêîíñòðèêöèÿ, êðúâåí
îáåì è äð.). Ïðèíöèïèòå çà èçãðàæäàíå íà ìå-
äèêàìåíòîçíà êîìáèíàöèÿ ñà ïîñî÷åíè â òàáë. 7.

Êîìáèíèðàíàòà òåðàïèÿ èìà ìíîãîïîñî÷íè åôåê-
òè è ìîæå äà ïîâëèÿå êîìïåíñàòîðíèòå ìåõàíèç-
ìè, âêëþ÷åíè îò åäèíèÿ ìåäèêàìåíò. Òîâà å ïðè-
÷èíàòà ïàöèåíòè, êîèòî íå  äàâàò îòãîâîð íà äâà
îòäåëíè ìåäèêàìåíòà äà äàäàò äîáúð îòãîâîð íà
êîìáèíàöèÿ îò äâàòà.

Íÿêîè êîìáèíàöèè îò àíòèõèïåðòåíçèâíè ìå-
äèêàìåíòè èìàò àäèòèâåí è äîðè ñèíåðãè÷åí åôåêò.
Òîâà ïîçâîëÿâà äà ñå èçïîçëâàò ïî-íèñêè äîçè îò
âñåêè ìåäèêàìåíò, ñ êîåòî ðÿçêî äà ñå ïîíèæàò
äîçîçàâèñèìèòå ñòðàíè÷íè åôåêòè.

Åòàïè â èçãðàæäàíå íà åôèêàñíè ìåäèêàìåíòîçíè êîìáèíàöèè
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Ñïèñúê íà êîìáèíèðàíè àíòèõèïåðòåíçèâíè ëåêàðñòâà,
ðåãèñòðèðàíè â Áúëãàðèÿ

¹ Òú ð ã î â ñ ê î Ãåíåðè÷íî èìå è äîçè Ëå ê à ð ñ ò â å í à Ï ð î è ç â î ä è ò å ë

í à è ì å í î â à í è å ôî ð ì à

1. BRINERDIN Reserpine 0,1 mg + Clopamide 5 mg tabl. x 30 Novartis Pharma

+ Dihydroergocristine 0,5 mg

2. CHLOPHADON Clonidinå 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

Òàáë. 8
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ïîâëèÿâàíå íà ðàçëè÷íè ïàòîãåíåòè÷íè ìåõàíèç-
ìè, êàêâàòî å óòâúðäåíàòà â êëèíè÷íàòà ïðàêòèêà
ÀÂÑD ñõåìà.

Êîìáèíèðàíà àíòèõèïåðòåíçèâíà
òåðàïèÿ:

Ëîãè÷íè ïðåïîðú÷àíè êîìáèíàöèè ñ äîêàçàíà åôå-

êòèâíîñò è äîáðà ïîíîñèìîñò: 15,21

• Òèàçèäíè èëè áðèìêîâè äèóðåòèöè +  β-áëî-
êåðè;

• Òèàçèäíè èëè áðèìêîâè äèóðåòèöè + ÀÑÅ
èíõèáèòîðè èëè ÀÐÁ

• Áåòà-ðåöåïòîðíè áëîêåðè + α-ðåöåïòîðíè áëî-
êåðè

•  β-áëîêåðè + Ñà àíòàãîíèñòè
• ÀÑÅ èíõèáèòîðè + Ñà àíòàãîíèñòè

Ïî-ìàëêî åôåêòèâíè êîìáèíàöèè:

• Ñà àíòàãîíèñòè + äèóðåòèöè
• β-áëîêåðè + ÀÑÅ èíõèáèòîðè

Êîìáèíàöèè, êîèòî íå òðÿáâà äà ñå ïðàâÿò:

•  β-áëîêåðè + Ñà àíòàãîíèñòè îò âåðàïàìèëîâ
èëè äèëòèàçåìîâ òèï

• Ñà àíòàãîíèñòè + α -ðåöåïòîðíè áëîêåðè
• β-áëîêåðè + öåíòðàëíî äåéñòâàùè ìåäèêà-

ìåíòè (Chlophazolin)

Â êëèíè÷íàòà ïðàêòèêà ñå èçïîëçâàò è äðóãè
êîìáèíàöèè, êîèòî âêëþ÷âàò ìåäèêàìåíòè ñ öåí-
òðàëåí ìåõàíèçúì íà äåéñòâèå, âêëþ÷èòåëíî α

2
-

àäðåíîðåöåïòîðíè àãîíèñòè è èìèäàçîëèí-I
1
-ðå-

öåïòîðíè ìîäóëàòîðè.
Ïðåïîðú÷âà ñå óïîòðåáàòà íà äúëãîäåéñòâàùè

ëåêàðñòâà èëè ïðåïàðàòè îñèãóðÿâàùè 24-÷àñîâà
åôèêàñíîñò ïðè åäíîêðàòåí äíåâåí ïðèåì. Ïðå-
äèìñòâàòà íà òàêèâà ìåäèêàìåíòè âêëþ÷âàò ïî-
âèøàâàíå íèâîòî íà ïðèäúðæàíå íà ïàöèåíòèòå
êúì òåðàïèÿòà è íàìàëÿâàíå íà êîëåáàíèÿòà â
ñòîéíîñòèòå íà ÀÍ.

Ïî òîçè íà÷èí ñå îñèãóðÿâà ïî-çíà÷èìî ïðåä-
ïàçâàíå îò íàé-âàæíèòå ñúðäå÷íîñúäîâè èíöèäåíòè
è ðàçâèòèåòî íà óâðåäà íà òàðãåòíèòå îðãàíè.10,21,26

Ìåäèêàìåíòîçíà êîìáèíàöèÿ îò äâà ìåäèêàìåí-
òà å ïðåïîðú÷âàíà êàòî íà÷àëî íà àíòèõèïåðòåí-
çèâíîòî ëå÷åíèå è ïðè ãîëÿì áðîé ïàöèåíòè îñè-
ãóðÿâà äîáúð ïðîäúëæèòåëåí êîíòðîë. Øèðîêîòî
ïðèëîæåíèå íà êîìáèíàöèÿ îò äâà àíòèõèïåð-
òåíçèâíè ìåäèêàìåíòà è ïîëçàòà îò ïðèëîæåíèå-
òî èì íàìåðè îòãîâîð â ïðîèçâîäñòâîòî íà òàêà
íàðå÷åíèòå êîìáèíèðàíè ìåäèêàìåíòè èëè ôèê-
ñèðàíè ìåäèêàìåíòîçíè êîìáèíàöèè. Â äîêëàäà
íà JNC7 òåçè ìåäèêàìåíòè ñà ïðåäñòàâåíè â îò-
äåëíà òàáëèöà, ò.å. òå ñà ïðåïîðú÷àíè çà ïðèëîæå-
íèå â øèðîêàòà êëèíè÷íà ïðàêòèêà.26

Êîìáèíèðàíèòå àíòèõèïåðòåíçèâíè ìåäèêàìåí-
òè, ðåãèñòðèðàíè çà ïðèëîæåíèå â Áúëãàðèÿ, ñà
ïîñî÷åíè â òàáë. 8.

Íàëè÷èåòî íà øèðîê íàáîð îò êîìáèíèðàíè àí-

òèõèïåðòåíçèâíè ìåäèêàìåíòè (äâà ìåäèêàìåí-
òà) ñúçäàâà óäîáñòâî çà êëèíè÷íàòà ïðàêòèêà.
Íÿêîè êîìáèíàöèè (ÀÑÅ èíõèáèòîð + äèóðå-
òèê) äàâàò âúçìîæíîñò çà óäâîÿâàíå íà äîçàòà îò
1 íà 2 òàáëåòêè, êàòî çà ÀÑÅ èíõèáèòîðà ñå ïîñ-
òèãà ïúëíàòà, à çà äèóðåòèêà - îïòèìàëíàòà äîçà,
êîÿòî íå âîäè äî ìåòàáîëèòíè íàðóøåíèÿ.

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

Co-Renitec 2 òàáë. Enalapril maleat 40 mg
Hydrochlorothiazide 25 mg

Noliprel 1 òàáë. Perindopril 2 mg
Indapamide 0,625 mg

Noliprel Forte Perindopril 4 mg
1 òàáë. Indapamide 1,25 mg

Àíàëîãè÷åí å ïðèìåðúò ñ Monozide 10 è
Monozide 20.

Ïðèëàãàíåòî íà ïúëíà äîçà ÀÑÅ èíõèáèòîð, êîå-
òî ñå ïîñòèãà êàòî ñå ïðèëîæàò äâå òàáëåòêè ôèê-
ñèðàíè êîìáèíàöèè, å ìîòèâèðàíî îò ðåçóëòàòèòå
íà ãîëåìèòå êëèíè÷íè ïðîó÷âàíèÿ. Òå ïîêàçâàò,
÷å ñ ïúëíèòå äîçè ÀÑÅ èíõèáèòîðè ñå ïîñòèãà
îïòèìàëåí ñúäîâî-ïðîòåêòèâåí åôåêò (HOPE è
EUROPA).

Èçãðàæäàíåòî íà ñòðàòåãèÿ çà êîìáèíèðàíî ëå-
÷åíèå ÀÑÅ èíõèáèòîð + òèàçèäåí äèóðåòèê ñå
èçâåæäà îò äâå ãîëåìè êëèíè÷íè ïðîó÷âàíèÿ
ÀLLÍÀÒ è ANBP-2. Äèëåìàòà ÀÑÅ èíõèáèòîð
èëè äèóðåòèê å ðåøåíà - ÀÑÅ èíõèáèòîð + äèó-
ðåòèê.

Â Àìåðèêàíñêèòå ìåòîäè÷íè óêàçàíèÿ ñà äàäå-
íè òî÷íè óêàçàíèÿ çà íà÷àëíî ëå÷åíèå ñ ìåäèêà-
ìåíòîçíà êîìáèíàöèÿ:

“Àêî ÀÍ å ñ ïîâå÷å îò 20/10 mmHg íàä ïðå-
äåëíîòî, òðÿáâà äà ñå çàïî÷íå ñ äâà ìåäèêàìåíòà,
åäèí îò êîèòî äà áúäå òèàçèäåí äèóðåòèê. Áîë-
øèíñòâîòî îò ïàöèåíòèòå ñå íóæäàÿò îò äâà èëè
ïîâå÷å ìåäèêàìåíòà, çà äà ñå äîñòèãíàò ïðèöåë-
íèòå íèâà íà ÀÍ 140/90 mmHg èëè ÀÍ 130/80
mmHg çà ïàöèåíòè ñ äèàáåò è õðîíè÷íè áúáðå÷-
íè çàáîëÿâàíèÿ.”

Êúì êðèòåðèèòå çà íà÷àëíî ìåäèêàìåíòîçíî ëå-
÷åíèå ñ ìåäèêàìåíòîçíà êîìáèíàöèÿ ïðåäëàãàìå
äà ñå âêëþ÷è êðèòåðèÿò äàâíîñò íà ÀÕ>5ãîäèíè.

Ðåçóëòàòèòå îò íàøè ïðîó÷âàíèÿ ñî÷àò íåîáõî-
äèìîñò îò êîìáèíèðàíà òåðàïèÿ ïðè óìåðåíà ñòå-
ïåí íà õèïåðòîíèÿ (ñèñòîëíî ÀÍ 160-170 mmHg
è äèàñòîëíî ÀÍ 100-109 mmHg) è ñ äàâíîñò íà
çàáîëÿâàíåòî  > 5 ãîäèíè.5,6

Ïðè âèñîêîðèñêîâè ïàöèåíòè ñ ÀÕ + çàõàðåí
äèàáåò, ìåäèêàìåíòîçíà êîìáèíàöèÿ îò 2 ìåäèêà-
ìåíòà (ÀÑÅ èíõ., ÀÐÁ + äèóðåòèê èëè ÀÑÅ èíõ.
+ êàëöèåâ àíòàãîíèñò) ìîæå äà äîâåäå äî çàêî-
íîìåðíî  ïîäîáðåí îòäàëå÷åí êîìïëàéàíñ è ñëå-
äîâàòåëíî äà ïîíèæè  ñúðäå÷íî-ñúäîâàòà áîëåñò-
íîñò è ñìúðòíîñò. Ïðè ÀÕ + çàõàðåí äèàáåò å
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íåîáõîäèì àäåêâàòåí êîíòðîë è êîìáèíèðàíàòà
òåðàïèÿ å ñ äîáðà ïîíîñèìîñò. Êîìáèíèðàíàòà òå-
ðàïèÿ å ïî-åôåêòèâíà îò ïîâèøàâàíåòî íà äîçàòà
èëè ñìÿíà íà ëåêàðñòâîòî.13

Èìà äîêàçàòåëñòâà îò ðàíäîìèçèðàíè êëèíè÷-
íè ïðîó÷âàíèÿ çà ñúùåñòâåíî ïîäîáðÿâàíå íà
åôèêàñíîñòòà îò íà÷àëíî ëå÷åíèå ñ êîìáèíèðà-
íà òåðàïèÿ ïðè âèñîêîðèñêîâè ïàöèåíòè, áåç äà
ñå ïîíèæè ñèãóðíîñòòà. Ïîñòèãà ñå ïî-áúðç êîí-
òðîë ïðè ïî-ãîëÿì ïðîöåíò ïàöèåíòè è ñ ïî-ìàë-
êî ñòúïêè íà òèòðèðàíå íà äîçàòà (2 ñðåùó 4).

Ïðè ïàöèåíòè ñ ÀÕ + çàõàðåí äèàáåò ñ íà÷àëíà
êîìáèíèðàíà òåðàïèÿ ñå ïîñòèãà ñèñòîëíî ÀÍ ²130
mmHg â 45% ñðåùó 20,9% ïðè ëåêóâàíå ñ åäèí
ìåäèêàìåíò.10

Íà÷àëíî ëå÷åíèå ñ ôèêñèðàíà
ìåäèêàìåíòîçíà êîìáèíàöèÿ

Íà÷àëíîòî ëå÷åíèå ñ ôèêñèðàíà ìåäèêàìåíòîç-
íà êîìáèíàöèÿ å ïîêàçàíî ïðè âñè÷êè ïàöèåíòè
ñ âèñîê ðèñê (ÀÍ > 140/90mm Hg + ³ 3 ÐÔ èëè
ÓÒÎ, èëè ñúïúòñòâàùè  êëèíè÷íè ñúñòîÿíèÿ) è
ïðè ÀÍ > 180/110mmHg íåçàâèñèìî îò ñúïúòñò-
âàùèòå ÐÔ (òàáë. 5).

Òåçè ïðåïîðúêè ñà èçâåäåíè îò Åâðîïåéñêèòå è
Àìåðèêàíñêè ìåòîäè÷íè óêàçàíèÿ, ñïîðåä êîèòî
êîìáèíèðàíîòî ëå÷åíèå å ïîêàçàíî ïðè:

1) ÀÍ >20/10 mmHg íàä ïðèöåëíîòî.
2) Âèñîêîðèñêîâè ïàöèåíòè è ñïåöèàëíî ïðè

çàõàðåí äèàáåò.
3) Êîãàòî èìà ñïåöèàëíè ïîêàçàíèÿ çà åäèí îò

ìåäèêàìåíòèòå, à ñ íåãî íå ìîæå äà ñå îñèãóðè
àäåêâàòíî ïîíèæàâàíå íà íàëÿãàíåòî (çàõàðåí äèà-
áåò, çàòëúñòÿâàíå, íàðóøåíà áúáðå÷íà ôóíêöèÿ).

4) ÀÍ >15/10 mmHg íàä ïðèöåëíîòî ïðè áúá-
ðå÷íà íåäîñòàòú÷íîñò ñïîðåä American National
Kidney Foundation.

Ïðåäèìñòâà íà ôèêñèðàíèòå
ìåäèêàìåíòîçíè êîìáèíàöèè

Îïòèìàëíàòà êîìáèíàöèÿ îò äâà ìåäèêàìåíòà
å óòî÷íåíà â ïðåäèøíè êëèíè÷íè ïðîó÷âàíèÿ. Òîâà
íàìàëÿâà íóæäàòà îò åêñïåðèìåíòèðàíå, ñìÿíà íà
ìåäèêàìåíòèòå è ïðîìåíëèâ äîçîâ ðåæèì, ñ êîåòî
ìîæå äà ñå ñúçäàäå íåíóæíî íàïðåæåíèå è äà äî-
âåäå äî îáåçêóðàæàâàíå è áåçïîìîùíîñò êàêòî íà
ïàöèåíòà, òàêà è íà ëåêàðÿ.

Ôèêñèðàíèòå êîìáèíàöèè îñèãóðÿâàò åôèêàñ-
íî ïîíèæàâàíå íà íàëÿãàíåòî. Ôèêñèðàíèòå êîì-
áèíàöèè âêëþ÷âàò ìåäèêàìåíòè îò îñíîâíèòå ãðó-
ïè àíòèõèïåðòåíçèâíè ìåäêàìåíòè, çà êîèòî èìà
äîêàçàòåëñòâà, ÷å ìîãàò äà ïîñòèãíàò öåëòà íà àí-
òèõèïåðòåíçèâíîòî ëå÷åíèå. Ôèêñèðàíèòå êîìáè-
íàöèè ñà îò ìåäèêàìåíòè, êîèòî äîïúëâàò ñïåê-
òúðà è ìåõàíèçìèòå íà îðãàííà ïðîòåêöèÿ (íàïð.
ÀÑÅ èíõèáèòîð + Ñà àíòàãîíèñò). Ôèêñèðàíèòå
ìåäèêàìåíòîçíè êîìáèíàöèè  (ÀÑÅ èíõèáèòîð
èëè ÀÐÁ + òèàçèäåí äèóðåòèê) âêëþ÷âàò òèà-
çèäåí äèóðåòèê â îïòèìàëíà äîçà.

Ñ÷èòà ñå çà äîêàçàíà òåçàòà, ÷å íà÷àëíî ëå÷åíèå
ñ ôèêñèðàíà ìåäèêàìåíòîçíà êîìáèíàöèÿ ïîñòè-
ãà ïî-áúðçî ïðèöåëíîòî íàëÿãàíå ïðè ïàöèåíòè ñ
ÀÕ è ÇÄ.10

Åäíà òàáëåòêà, ñúäúðæàùà 2 ðàçëè÷íè àíòèõè-
ïåðòåíçèâíè ìåäèêàìeíòà, ïîñòèãà ïðèöåëíîòî
íàëÿãàíå ïðè ïî-ãîëÿì ïðîöåíò ïàöèåíòè ñ ÀÕ è
ÇÄ, â ñðàâíåíèå ñ åäíà òàáëåòêà, ñúäúðæàùà åäèí
ìåäèêàìåíò, êúì êîéòî âïîñëåäñòâèå íà âòîðî ñòú-
ïàëî ñå ïðèáàâÿ âòîðè ìåäèêàìåíò.

Ïðèëàãàíåòî íà ôèêñèðàíè êîìáèíàöèè ìîæå
äà ñå ñúîáðàçè ñ öèðêàäíèÿ ðèòúì íà ÀÍ.

Ôèêñèðàíèòå êîìáèíàöèè, ñúäúðæàùè ÀÑÅ èí-
õèáèòîð èëè AÐÁ ìîãàò äà ñå ïðèëàãàò ïðè õè-
ïåðòîíèöè ñúñ ñúðäå÷íà èëè áúáðå÷íà íåäîñòà-
òú÷íîñò, áåç çàäúëæèòåëíî òèòðèðàíå íà äîçàòà (îò-
íàñÿ ñå çà ÀÑÅ èíõèáèòîðà), àêî òîâà íå ñå íàëàãà
ñïåöèàëíî.

Ìåäèêàìåíòîçíà êîìáèíàöèÿ îò äâà ìåäèêà-
ìåíòà êàòî íà÷àëíà òåðàïèÿ ìîæå äà äîâåäå äî
çàêîíîìåðíî ïîäîáðåí îòäàëå÷åí êîìïëàéàíñ è
ñëåäîâàòåëíî äî ïîíèæàâàíå íà ñúðäå÷íî-ñúäîâà-
òà áîëåñòíîñò è ñìúðòíîñò.10,16

Ïðåäëàãàìå íàøà, áúëãàðñêà ñõåìà çà èçáîð íà
íà÷àëíî ìåäèêàìåíòîçíî ëå÷åíèå - ìîíî-/êîì-
áèíèðàíî, îñíîâàíà íà îïðåäåëÿíåòî íà ðèñêà ñ
îãëåä íà ïðîãíîçàòà, ïðåïîðú÷àíî îò ÑÇÎ/ÌÄÕ,
2003 (òàáë. 5) è íà ïðåïîðú÷âàíèòå â ìåòîäè÷íè-
òå óêàçàíèÿ êðèòåðèè çà èçáîð íà êîìáèíèðàíà
òåðàïèÿ, âêëþ÷èòåëíî ôèêñèðàíè ìåäèêàìåíòîç-
íè êîìáèíàöèè (òàáë. 9).7,21,22,26

Ñ÷èòàìå, ÷å ñàìî ïðè íèñúê äîïúëíèòåëåí ðèñê
- ÀÍ=140-159/90-99 mmHg è áåç äðóãè ÐÔ, ìî-
íîòåðàïèÿòà å ïðåäïî÷èòàíèÿò èçáîð.

Ïðè ñðåäåí è âèñîê ðèñê ïîäõîäÿùàòà êîìáè-
íèðàíà òåðàïèÿ å òåðàïèÿòà íà èçáîð.

Ðåçèñòåíòíà õèïåðòîíèÿ

Ïî äåôèíèöèÿ ÀÕ å ðåçèñòåíòíà, àêî íå ñå äîñ-
òèãà ïðèöåëíîòî íàëÿãàíå ïðè ñèñòåìíî ëå÷åíèå
ñ ïîäõîäÿùà êîìáèíàöèÿ îò òðè ìåäèêàìåíòà, âêë.
äèóðåòèê.

Ôàêòîðèòå, êîèòî äîïðèíàñÿò ïîòåíöèàëíî çà
ðåçèñòåíòíà íà ëå÷åíèåòî õèïåðòîíèÿ, âêëþ÷âàò
ðåäèöà ïðîáëåìè êàòî íåäîñòèãàíå íà ìàêñèìàë-
íèòå äîçè, ñóáîïòèìàëíî èçïîëçâàíå íà äèóðåòè-
öè, ëîø êîìïëàÿéíñ, êàêòî (ïðîòèâîïîëîæåí åôå-
êò) íàìàëÿâàíå íà àíòèõèïåðòåíçèâíèÿ åôåêò îò
åäíîâðåìåííîòî ïðèëàãàíå íà íÿêîè ìåäèêàìåí-
òè.

Íàé-÷åñòèòå ïðè÷èíè çà ðåçèñòåíòíà õèïåðòî-
íèÿ, ñâúðçàíè ñ ìåäèêàìåíòèòå ñà ñëåäíèòå:

• Íåèçïîëçâàíå íà ìàêñèìàëíî ïðåïîðú÷àíèòå
äîçè çà âñåêè îò ìåäèêàìåíòèòå

• Íåñúîáðàçÿâàíå íà ïðèåìà íà ìåäèêàìåíòèòå
ñ ïðîäúëæèòåëíîñòòà íà äåéñòâèå íà âñåêè ìå-
äèêàìåíò

• Íåàäåêâàòíî èçïîëçâàíå èëè íåèçïîëçâàíå
íà äèóðåòèê
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• Íåïîäõîäÿùà ìåäèêàìåíòîçíà òåðàïèÿ
• Ëîø êîìïëàéàíñ íà ïàöèåíòà ñ äîçîâèÿ
ðåæèì
• Ïðèåì íà ñîë, ñúïúòñòâàùè ìåäèêàìåíòè, êîèòî
ïîíèæàâàò åôåêòà íà àíòèõèïåðòåíçèâíèòå, êàê-
âèòî ñà ÍÑÏÂÑ è äð.

Èêîíîìè÷åñêà åôåêòèâíîñò íà
àíòèõèïåðòåíçèâíîòî ëå÷åíèå

Ñâåòîâíèÿò îïèò ïîêàçâà, ÷å àíòèõèïåðòåíçèâ-
íàòà òåðàïèÿ å èêîíîìè÷åñêè îïðàâäàíà. Óñëîæ-
íåíèÿòà íà õèïåðòîíèÿòà (ñúðäå÷åí èíôàðêò, ìî-
çú÷åí èíñóëò, ñúðäå÷íà íåäîñòàòú÷íîñò è äð.) ñòðó-
âàò ñêúïî íà ïàöèåíòà è íà îáùåñòâîòî. Äàííè çà

èêîíîìè÷åñêàòà åôåêòèâíîñò íà àíòèõèïåðòåíçèâ-
íîòî ëå÷åíèå â Áúëãàðèÿ íÿìà. Â ðúêîâîäñòâîòî íà
Ñâåòîâíàòà çäðàâíà îðãàíèçàöèÿ / Ìåæäóíàðîäíî
äðóæåñòâî ïî õèïåðòîíèÿ îò 2003 ã. å ïîñî÷åíî:

“Äâàòà îñíîâíè îïðåäåëÿùè ôàêòîðà çà èêîíî-
ìè÷åñêà åôåêòèâíîñò ñà öåíàòà íà ìåäèêàìåíòîç-
íàòà òåðàïèÿ è ïúðâîíà÷àëíèÿò ñúðäå÷íî-ñúäîâ
ðèñê íà ïàöèåíòà. Çà ïàöèåíòè ñ ìíîãî âèñîê ðèñê,
ïðè êîèòî ëå÷åíèåòî å îò ãîëÿìà ïîëçà, ïðèåìà-
íåòî íà ìíîãî ìåäèêàìåíòè, äîðè è ñêúïè, ìîæå
äà áúäå èêîíîìè÷åñêè åôåêòèâíî. Îáðàòíî, ëå÷å-
íèåòî íà ïàöèåíòèòå ñ íèñúê ðèñê ìîæå äà íå
áúäå èêîíîìè÷åñêè åôåêòèâíî, àêî èçïîëçâàíèòå
àíòèõèïåðòåíçèâíè ìåäèêàìåíòè íå ñà åâòèíè.”21
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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:

• Prof. Svetla Torbova
• Prof. Vitan Vlahov
• Assoc. Prof. Nina Gocheva
• Assoc. Prof. Vera Sirakova
• Assoc. Prof. Rumiana Tarnovska
• 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. Vlahov.

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. Vlahov
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)

for 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 /WHO/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 7.1 million people all over the world.21

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.22 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 mmÍg.12  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=0.44.8

Bulgaria is among the countries with high total
mortality and very high (and increasing in the last
years) percentage of mortality caused by IHD. In
year 2003 cardiovascular mortality is 67.6% of all
deaths, which makes 75 678 dead people.2

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%. 9

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.1 This phenomenon
of clustering of RF multiplies the global cardiovascu-

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.4

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
h y p e r t e n s i o n ?

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%.1,12

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

Consensus
on monotherapy and combination therapy of
patients with Arterial Hypertension in Bulgaria

Expert group of Bulgarian Society of Cardiology:

S. Torbova, N. Gocheva, V. Sirakova, R. Tarnovska, T. Donova, V. Vlahov

Contents

1. Arterial hypertension - dominant common disease
of modern world.

2. How efficient is the control of arterial hypertension?
3. Reasons for the poor control of arterial hypertension.
4. Conclusions and motivation to develop the consensus.
5. Main goal and tasks of the consensus.

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.



20

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.8

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.4

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%.12

Reasons for poor control of AH

The reasons for the poor control of AH have been
object of many clinical trials and analyses.10,12,17,18,24

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.

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.21

(“Bulgarian Cardiology”, Supplement 3, 2003)
2. Guidelines for Management of Hypertension of

WHO and International Society of Hypertension
(ISH)22 (“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.26 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

Table 2. Factors influencing prognosis

Risk factors for CVD, Target organs damage (TOD) Diabetes mellitus Associated

used for stratification clinical conditions (ACC)

of risk

• Levels of SBP and DBP

• M > 55 years of age

• W > 65 years of age

• 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)

• Family history of

premature cardio-vascular

disease

(for Ì < 55 years of age,

 for W < 65 years of age)

• Abdominal obesity

abdominal circuference:

for  Ì ³ 94 cm,

for  W ³ 88 cm

ÑRP ³ 1 mg/dL

• Fasting plasms glucose

7,0 mmol/L (126 mg/dL)

Postprandial plasma

glucose > 11,0 mmol/L

(198 mg/dL)

Ì=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.

• LV Hypertrophy

(ÅCG: Sokolow-Lyons > 38mm;

Cornell > 2440 mm*ms;

Ultrasound evaluation of  LVMI:

- Ì ³ 125 g/ m2

- W ³ 110 g/m2

• Ultrasound evidence for

arterial wall thickening:

-for a. carotis IMT e

³ 0,9 mm or

atherosclerotic plaque present

• Slight increase of serum

creatinine:

Ì-115-133 µmol/L /1,3-1,5 mg/dL;

W-107-124 µmol/L /1,2-1,4 mg/dL

• Microalbuminuria:

30-300 mg/24 h;

Albumine : creatinine ratio:

Ì ³ 22 mg/g / ³ 2,5 mg/mmol

W ³ 31 mg/g / ³ 3,5 mg/mmol

• Cerebro vascular disease:

ischemic stroke;

cerebral haemorrhage;

transiant ischemic

attacks

• Heart diseases:

myocardial infarction;

angina;

coronary revascularization;

congestive HF

• Renal diseases:

diabetic nephropathy;

renal failure:

 serum creatinine:

Ìen  > 133 µmol/L /1,5

mg/dL

Women  > 124 µmol/L

/1,4 mg/dL;

proteinuria: > 300 mg/24 h

• Perpheral vascular disease

• Advanced retinopathy:

hemorrgages or exudates,

 papilla edema
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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.2

Therapeutic strategy to manage arterial
h y p e r t e n s i o n

The European Guidelines propose two therapeutic

Table 3. Pharmacological treatment of AH, according to evidence based medicine25

Therapeutic goal Effective Less effective Effectiveness not well defined

Broad spectrum of target ACE inhibitorsb α-blockers Old fashioned drugs

organs protection; β-blockers Reserpin

extension of life Ñà-channel blockers Chlonidin and others.

time expectancy Angiotensin II receptor

blockers

Diuretics

Figure 1 Choice of starting either with monotherapy or combination therapy
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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

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.21

The algorithm of management of systolic-diastolic

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

Class Indications Contarindications

Absolute Relative

Diuretics (thiazides)

Diuretics (loop diuretics)

Diuretics (anti-aldosterone

agents)

β-blockers

Calcium channel blockers

(Dihydropyridines)

Calcium channel blockers

(Verapamil, Diltiazem)

ÀÑÅ-inhibitors

ÀÒ
1
-receptor blockers

α-blockers

Congestive heart failure;

Elderly hypertensives;

Isolated systolic hypertension;

Hypertensives of African origin

Renal failure;

Congestive heart failure

Congestive heart failure;

Post myocardial infarction

Angina pectoris;

Post myocardial infarction;

Congestive heart failure;

Pregnancy

Elderly hypertensives;

Isolsted systolic hypertension;

Angina pectoris;

Peripheral vascular  disease;

Atherosclerosis of carotid artery;

Pregnancy

Angina pectoris;

Atherosclerosis of carotid artery;

Supraventricular tachycardia

Congestive heart failure;

LV dysfunction;

Post myocardial infarction;

Non-diabetic nephropathy;

Nephropathy in diabetes type I;

Proteinuria

Nephropathy in diabetes type II;

Microalbuminuria in diabetes;

proteinuria;

LV hypertrophy;Cough caused by

ÀÑÅ-inhibitors

Benign prostate hyperplasia;

Hyperlipidemia

Gout

Renal failure;

Hypekaliemia

Asthma;

COPD;

ÀV block II-III grade;

Tachyarrhythmias

ÀV block grade Ï-Ø

Congestive heart

failure

Pregnancy;

Hyperkalaemia;

Bilateral stenosis of

renal arteries

Pregnancy;

Hyperkalaemia;

Bilateral stenosis of

renal arteries

Orthostatic hypotonia

Pregnancy

Peripheral vascular

disease;

Glucose impaired

tolerance; Athletes

and physically

active patients

Tachyarrhythmias;

Congestive heart

failure

Congestive heart

failure
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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.24,25

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:
À) Pharmacologic effects on hemodynamics; meta-

bolic and morphologic markers of cardiovascular risk;
B) Indications and contraindications for treatment

with major classes of antihypertensive agents.21,22,26

Risk assessment

Therapeutic management of AH is defined by:
À) 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.22

(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

Table 5.  Risk stratification to quantify prognosis

SBP = systolic BP
DBP = diastolic BP
TOD = target organs damage
ACC = associated clinical conditions

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 yeaãs 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.22

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- ÀÑÅ ÀRB Calcium Anti-aldoste- Major

blocker inhibitor channel rone anta- clinical

blocker gonists trials

Heart failure * * * * * ÀÑÀ/ÀÍÀ/ESC

guidelines,

MERIT-HF

COPERNICUS,

CIBIS,

SOLVD, AIRE,

TRACE,

ValHEFT, RALES

Post myocardial * * * ÀÑÀ/ÀÍÀ/ESC

infarction guidelines, BHAT,

SAVE, Capricorn,

EPHESUS

High coroanry * * * * ALLHAT, HOPE,

heart disease risk ANBP2, LIFE,

COVINCE,

EUROPA

Diabetes * * * * * NKF-ADA

guideline,

UKPDS, ALLHAT

Chronic kidney * * NKF guideline,

disease Captopril Trial

RENAAL, IDNT,

REIN, AASK

Prevention of * * PROGRESS

recurrent

stroke

Elderly patients * * Syst EURO, HOT

with isolated

systolic AH

LV hypertrophy * * * * LIFE, LIVE
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nisms.
4. Efficacy and adverse effects are dose dependent.

This might trigger vicious circle associated with 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.15,16

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.

The indications for administration of every group
of antihypertensive drugs are shown in Table 6. They
derive from large randomized clinical trials.21,26

Combination drug therapy of arterial
h y p e r t e n s i o n

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,
VÀ, 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% - ÍÎÒ trial
(Hypertention Optimal Treatment).18

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 à 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 logicàl 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

Table 7.

Poor compliance Dose increasing

Uncontrolled BP
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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 ÀÑÅ 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 + ÀÑÅ-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.16

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.

Combination antihypertensive therapy:

Logical recommended combinations with proven
effectiveness and good tolerability:15,21

• Thiazide or loop diuretics + β-blockers;
• Thiazide or loop diuretics + ÀÑÅ inhibitors or

ARB
• Beta blockers + α recptor blockers
• Beta blockers + Ñà channel blockers
• ÀÑÅ inhibitors + Ñà channel blockers

Less effective combinations:

• Ñà channel blockers + diuretics
• Beta blockers + ÀÑÅ inhibitors

Combinations that should not be used:

• Beta blockers + Ñà channel blockers (Verapamil
or Diltiazem like)

•  Ñà channel blockers + α-receptor blockers
• Beta blockers + centrally acting agents

(Chlophazolin)
Other combinations are also used in clinical prac-

tice. They include centrally acting drugs, α
2
-adrenalin-

receptor agonists and imidazolin-I
1
-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.

Steps in making eficient drug combinations
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Table 8. List of antihypertensive fixed dose combination
agents registered in Bulgaria

¹ Tr a d e Generic name and doses Ph a r m a c e u t i c a l Pr o d u c e r

n a m e f o r m

1. BRINERDIN Reserpine 0.1 mg + Clopamide 5 mg tabl. x 30 Novartis Pharma

+ Dihydroergocristine 0.5 mg

2. CHLOPHADON Clonidinå 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.10,21,26

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.26

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 (ÀÑÅ
inhibitor + diuretic) make possible to double the
dose, from 1 to 2 tablets daily so that maximum dose
is reached for the ÀÑÅ-inhibitor and for the diu-
retic the optimal dose, which does not cause meta-
bolic disturbances,  is reached.

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

The administration of ful dose of ÀÑÅ 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
ÀLLÍÀÒ and ANBP-2. The dilemma either ACE
inhibitor or diuretic is already solved - ÀÑÅ 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-

sity of administration of combination therapy in cases
of moderate AH (systolic BP of ÀÍ 160-170 mmHg
and diastolic BP of 100-109 mmHg) and duration
of the disease of  > 5 years.23,24

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.25

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 vs 4).

Patients with AH and diabetes treated with a com-
bination of agents at the beginning reach systolic BP
² 130 mmHg in 45% of cases, while if a single drug is
administerred success rate 20.9%.25

Initial treatment with fixed-dose
c o m b i n a t i o n

Initial treatment with fixed-dose combination is
indicated for all patients at high risk (BP > 140/90
mmHg + ³ 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-

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

Co-Renitec 2 table Enalapril maleat 40 mg
Hydrochlorothiazide 25 mg

Noliprel 1 table Perindopril 2 mg
Indapamide 0.625 mg

Noliprel Forte Perindopril 4 mg
1 table Indapamide 1.25 mg
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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.27

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.25

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. 1,14,16,29

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

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:

• Failure to use recommended maximum doses of
each medication;

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

• Inappropriate drug combinations;
• Patients noncompliance with dietary sodium re-

striction;
• 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.”22

Table 9. Initial antihypertensive treatment

High risk AH gr. III; BP > 180/110 mmHg Combination (fixed dose)

AH gr. II; BP > 160/100 mmHg

AH gr. I; BP > 140/90 mmHg

Medium risk AH gr. II; BP > 160/100 mmHg Combination (fixed dose) incl. low dose

Medium risk AH gr. I; BP > 140/90 mmHg Combination (fixed dose) incl. low dose

Low risk AH gr. I; BP > 140/90 mmHg Monotherapy
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