DUQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

Bai 24: THUOC PIEU TRI TANG HUYET AP

MUC TIEU HQC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Phdn loai duoc cdc thudc ha huyét dp

2. Trinh bay duoc co ché'tdc dung va dp dung diéu tri ciia cdc thudc chen kénh calci:
nifedipin va verapamil.

1. Trinh bay duoc co ché tic dung va dp dung diéu tri ciia nhém thudc vic ché enzym
chuyén dang angiotesin.

1. HUYET AP VA BENH TANG HUYET AP
1.1. Huyét ap

Huyét ap
Tu diéu hoa
Huyétdap = cung lu’orng tim X stic can mach ng0a1 vi
Thé tlch/ n so d long ach

A

tam thu / \
Tang HA T

T tién gdnh cothit  Phi dai thanh mach
cuong g7c/> —
V mau tang stress
Tang nhap Than gitt T Renin
Na™* Na* angiotensin

Vai tro cua than trong kiém tra thé tich tudn hoan:

Khi dp luc tudi mdu cho thdn bi giam, sé cé sw phdn phdi lai mdu trong thdn, kém theo
lam giam dp luc mao mach thdn va hoat tinh giao cam (thong qua receptor B) dan dén
sdn xudt renin tir do tang sdan xudt angiotensin, gdy ra:

- Co mach
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- Kich thich sdn xudt aldosteron lam giit Na * va nudc
Tang huyét ap thuong duoc chia thanh hai loai:

- Tang huyét ap thi phat: khi huyét 4p tang chi 12 mot triéu ching ctiia nhitng t6n thuong &
mot co quan nhu: than, noi tiét, tim mach, ndo... Di€u tri nguyén nhan, huyét 4p s€ tro lai
binh thuong.

- Tang huyét 4p nguyén phat: khi nguyén nhan chua r6, lic d6 dugc goi la bénh tang
huyét ap.

Co ch€ bénh sinh cua tang huyét ap rat phuc tap. Huyét ap phu thudc vao luu lugng cta
tim va suc can ngoai vi. Hai yé&u t6 nay lai phu thuoc vao hang loat cac yéu t6 khac, nhu
hoat dong ctia hé than kinh trung wong va than kinh thuc vat, cia vo va tuy thugng than,
ctia hormon chong bai niéu (ADH), ctia hé renin - angiotensin - aldosteron, cua tinh trang
co tim, tinh trang thanh mao mach, khéi luong m4u, thiang bang mud6i va thé dich v.v...

Mot yéu td quan trong trong tang huyét ap la long cac dong mach nhd va mao mach thu

hep lai. Phan 16n khong tim duoc nguyén nhan tién phat cua tang huyét ap, vi vay phai
dung thudc tdc dong Ién tit ca cdc khau ciia co ché diéu hoa huyét 4p dé 1am gidn mach,

giam luu lugng tim dan dén ha huyét 4p (xem hinh). Tat ca déu la thudc chita triéu ching

va nhiéu thudc da dugc trinh bay trong cac phan cé lién quan (xem bang b).

Bang 24.1: Phan loai cac thuoc ha huyét ap theo vi tri hoic co ché tac dung

1. Thuéc loi niéu: 1am giam thé tich tuan hoan

- Nhom thiazid

- Thuoc lgi niéu quai

2. Thuoc huy giao cam

- Téc dung trung vong: methyldopa, clonidin

- Thuoc liét hach: trimethaphan

- Thuoc phong toa noron: guanethidin, reserpin
- Thuoc chen B: propranolol, metoprolol

- Thudc huy a: prazosin, phenoxybenzamin

3. Thuoc gian mach truc ti€p

- Gian dong mach hydralazin, minoxidil, diazoxid
- Gian dong mach va tinh mach: nitroprussid

4. Thuoc chen kénh calci

Nifedipin, felodipin, nicardipin, amlodipin.

5. Thudc tc ché enzym chuyén angiotensin
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Captopril, enalapril, ramipril.

6. Thudc do6i khang tai receptor angiotesin I1

Losartan, Irbesartan

2. THUOC CHEN KENH CALCI
2.1. Khai niém vé kénh calci

Noéng do Ca ngoai t€ bao 10.000 I4n hon trong t& bao (10 M so véi 107 M) vi khi nghi
mang t€ bao hau nhu khong tham véi Ca, dong thoi ¢6 bom Ca cling v6i su trao d6i Na * -
Ca** ddy Ca™ ra khoi t&€ bao.

Ca vao t€ bao bang 3 dudng (kénh):

2.1.1. Kénh hoat dong theo dién dp (voltage operated chanel-VOC hodc con goi 1a POC:
potential operated channel): hoat dong theo co ché “tat ca hoac khong cé gi” (hoac

hoan toan m& hoac hoan toan khép kin) gay ra do su khir cuc mang (tr -90mV lén -
40mV). Thudc ho kénh loai nay con c6 ca kénh Na*, K*. Tuy vao su dan (conductance) va
su cam thu (sensitive) véi dién thé€, kénh VOC con duoc chia thanh 4 loai kénh:

- Kénh L (long acting): ¢6 nhiéu trong co tim va co tron thanh mach
- Kénh T (transient): c6 trong cac tuyén tiét

- Kénh N (neuron): c¢6 trong cic noron

- Kénh P (purkinje): ¢6 trong purkinje ti€éu nio va noron.

Kénh T, N va P it cam thu vé6i thudc chen kénh Ca.

2.1.2. Kénh hoat dong theo receptor (receptor operated channel-ROC): d4p ting vé6i cac
chat chu van.

2.1.3. Kénh do :
Trai v6i 2 kénh trén, kénh nay luon duoc mé cho qua ludng Ca nho, nhung lién tuc.

Ca t€ bao hoac vao ludi bao tuong va tir luGi bao tuong ra, lam cho néng do Ca trong bao
twong tr 107 M (néng do gidn co) tang lén 10°M (ndng do co co), s& két hop duoc véi
calci protein (troponin/calmodulin-CaM) va gay ra nhié€u tic dung sinh 1y.

2.2. Vai tro sinh ly cua Ca trén tim mach
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10°M Ca™  VOC

T
SR
Din truyén nhi that [ Ca™ 10"M —>10°M |
\ ~ Troponin Calmodulin
Tinh ty dong tim <«— ¢ ¢ nhap bao/ xuit bao
Prot. Co bép Proteinkinase
| enzyme giai phong TGHH
[\
v ¥ X
Co bép tim Ch.héa co co tron thanh mach

VOC: kénh hoat dong theo dién dp
SR: ludi bao tuong
Hinh 24.1: Vai tro cua Ca** sau khi qua kénh

Trén co tim, Ca*™ gan vao troponin, 1am mat tdc dung tc ché cua troponin trén chic nang
co bép, do d6 céc soi actin c6 thé tuong tic véi myosin, gay co co tim. Trén co tron thanh
mach, khi calci noi bao tang s€ tao phuc v6i calmodulin, phitc hop nay s€ hoat hda cac
protein-kinase (phosphoryl héa myosin kinase chudi nhe), thiic ddy su tuong tdc giita
actin va myosin, gay co co tron thanh mach (Hinh 24.1)

Sau khi tac dong, nong do Ca?* noi bao sé& gidm do Ca** dugc bom lai vao tii lu6i noi bao
hodc ddy ra khoi t€ bao do bom va do trao doi véi Na *.

Su trao déi Na*/Ca®* c6 thé thuc hién c hai chiéu: Na* vao Ca®* ra, hoic Na* ra Ca** vao.
Trong diéu kién sinh 1y binh thudng Na* vio va Ca®* ra, nghia la su trao ddi nay c6 vai
trd chinh trong viéc giit néng do Ca** thip trong t&€ bao. Khi ¢6  tré Na* trong t& bao (thi
du digitalis phong tda bom Na*) thi hoat dong theo chiéu nguogc lai: Ca** vao t€ bao dé
trao d6i v6i Na* di ra, gay tac dung tang co bép tim.

Khac v6i kénh Na*, kénh calci chiu anh hudng rat manh cta cac yéu t6 ngoai lai (trung
gian héa hoc, hormon) va cac yéu t6 noi tai (pH, ATP). N6i chung, cac kénh Ca chi hoat
dong khi truéc dé c¢6 phosphoryl héa. Su phosphoryl héa phu thudoc vao hoat tinh cta
adenylcyclase.

2.2. Cac thuéc chen kénh calci

Fleckenstein (1964) 1an dau tién dua ra khai niém chen kénh calci khi mo ta tic dung cua
verapamil trén t€ bao co tim, 12 thudc duoc téng hop phong theo cong thic cau tao clia
papaverin. Céc thudc thuoc nhém nay gan dac hiéu trén kénh va phong tdéa kénh, tuy cau
tric héa hoc rat khac nhau.

2.2.1. Phadn loai
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Theo céu triic héa hoc va dic diém diéu tri, c6 3 nhém thong thuong.

Sau d6 lai chia thanh thé hé: th€ hé 1 1a thudc chen kénh Ca & mang t€ bao va mang tudi
lu6i noi bao; th€ hé 2 tic dung nhu th€ hé 1 nhung chon loc trén t€ bao co tron thanh
mach hodc tim hon. Téc dung kéo dai.

Bang 24.2: Cac thuéc chen kénh calci

Nhom hoa hoc Tdc dung ddc hiéu | Thé hé 1 Thé hé 2

Felodipin
Nicardipin

Dihydropyridin Pong mach > tim | Nifedipin Nimodipin
Amlodipin

Benzothiazepin Dong mach =tim | Diltiazem Clentiazem

Phenyl alkyl amin Tim > Pong mach | Verapamil Gallopamid
Anipamil

Thuoc c6 tac dung trén dong mach manh hon trén tim do lam gian mach nhanh va manh,
dé gay ha huyét ap nhanh, dan dén phan xa lam tan g nhip tim, khong 1gi, nhat la trén co
tim da bi thi€u mau. Verapamil do c6 tic dung tc ché trén tim mach hon trén dong mach
nén thuong duoc chi dinh trong loan nhip tim (xin xem thém bai “Thudc chita loan nhip
tim”).

2.2.2. Duoc déong hoc

Céac thuoc chen kénh calci tdc dung theo dudng udng va chiu su chuyén héa qua gan lan
thit 1, vi vay ngudi ta da nghién cttu thay d6i cdc nhém chiic trong cong thifc ciu tao, lam
cho thudc cham bi chuyén héa, cham bi thai trir hoac 6n dinh hon, ¢6 tinh chon loc hon.
Do d6 da tao ra cac thuoc thé hé 2, 3.

Bang 24.3: Duogc dong hoc mot s6 thuoc chen kénh calci

Thuéc Hdp thu | Khoi phdt tic 12 Phdn phoi
(uong) dung (gio)
Nifedipin 45-70% | - tm: < 1 phuit 4 - Gén protein huyét tuong90%
- Ngam, uéng - Bi chuyén héa, thai qua than
5- 20 phiit

Nicardipin 35% uong: 20 phut 2-4 | - Gan protein huyét tuong 95%
- Bi chuyén héa, thii qua gan

- Géan protein huyét tuong >
99%

- Bi chuyén h6a nhanh & gan

Felodipin 15- 20% uong: 2-5h 11- 16
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Nimodipin 13% chua c6 tai liéu 1-2 - Bi chuyén héa nhiéu
- Lam gian mach ndo manh
Nisoldipin <10% - 2-6 | - Bi chuyén héa nhiéu
- Lam gian mach vanh manh
Amlodipin 65- 90% - 30-50 |- Gan protein huyét tuong
>90%
- Bi chuyén héa nhiéu
Bepridil 60% Uo6ng: 1 h 24-40 |- Géan protein huyét tuong >
99%
- Bi chuyén héa nhiéu
Diltiazem 40-65% |- Tiém tinh | 3-4 |- Gan protein huyét tuong
mach < 3 phat 70-80%
- Uong:>30 phut - Bi chuyén héa, thai qua phan
Verapamil 20-35% |- Tiém tinh 6 - Gén protein huyét tuong 90%
mach: < 1,5phit - Thai qua than 70%
- Uong: 30 phit - Thai qua rudt 15%

2.2.3. Co ché tic dung

Cic thudc chen kénh Ca gan chi yéu vao kénh L, 1a kénh ¢6 nhiéu & t€ bao co tim va co
tron thanh mach. Nifedipin va cic thu6c nhém dihydropyridin (DHP) gan vao mot vi tri &
mat trong kénh, trong khi verapamil va diltiazem gan vao tri tri khac. Kénh L c¢6 nhiéu
dudi don vi oy, B, y va 8. DHP gén cht yéu vio a. Ngoai ra, DHP ¢6 thé con tic ché
nucleotid phosphodiesterase vong nén lam tang nucleotid vong, giy gian co tron: thudc
cling phong téa kénh hoat dong theo receptor, nhung 6 mic do kém hon.

Kénh T va N rat kém nhay cam véi thuoc nén noron va cac tuyén ti€t it chiu anh hudng
clia cac thudc nay.

2.2.4. Cac tac dung trén co quan
224.1.Trén cotron

Lam gian cac loai co tron: khi- ph€ quan, tiéu héa, tir cung, nhung dac biét la thanh mach
(mao dong mach nhay cam hon mao tinh mach).

2.242.Trén cotim

Hoat dong cua tim phu thudc nhiéu vao dong Ca (xem dién sinh 1y cta tim). Thu6c chen
kénh Ca lam giam tao xung tdc, giam dan truyén va giam co bop co tim, vi th€ lam giam
nhu cdu oxy trén bénh nhan ¢ co that mach vanh. Mic do tdc dung giita cic thude c6
khic nhau.

2.24.3. Mach ndo

Nimodipin c6 i luc cao v6i mach nao, vi vay dugc dung cho bénh nhan c¢6 tai bi€n mach
nao (chay mau dudi mang nhén gay co mach do chén ép; dot quy cé viém tac mach).
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Nhung con chua rd két qua diéu tri 1a do gian mach nio hay 1a do lam giam nhu ciu oxy
clia noron.
2.2.5. Tdc dung khong mong muon va doc tinh

- T4c dung nhe, khong can ngimg diéu tri: con néng bumng, nhitc dau, chéng ma t (do phan
xa gian mach, tang nhip tim nén dung cuing véi thudc chen [ giao cam), buén non, tdo.

- Tac dung nang hon, lién quan dén tic dung diéu tri do Gc ch€ qua manh kénh Ca: tim
dap cham, nghén nhi that, suy tim xung huyét, ngiing tim. Hiém gap.

2.2.6. Ap dung lam sang trong diéu tri THA

- Do lam giam luc co bép co tim, giam nhu ciu oxy cta co tim, giam truong luc va stc
can mach ngoai bién nén céc thudc ndy duoc ding dé diéu tri THA. Cho t6i nay, céc
thudc chen kénh calci dugc coi 1a thude diéu tri THA an toan va ¢6 hiéu qua. Verpamil,
nifedipin, nicardipin va diltiazem déu c6 hiéu qua ha 4p nhu nhau. Tuy nhién, do c6 su
khac nhau vé€ hiéu qua huyét dong hoc nén viéc chon lua diéu tri ¢6 khac nhau:

Nifedipin c6 tic dung chon loc nhat trén mach va tac dung tc ché tim lai yéu nhat. Phan
xa giao cam hoi lam tang nhip tim va lam tang hiéu suat tim.

Verapamin cé tac dung trén tim manh nhit, lam giam nhip tim va giam hiéu suat tim.
Diltiazem c6 tic dung trung gian
- Ngan can co that mach vanh khu trd, co ché€ chi nh ctia con dau thit nguc

- Verapamil, diltiazem lam giam dan truyén nhi thét, duoc chi dinh trong nhip tim nhanh
trén that do tai nhap (xin xem bai “Thudc chéng loan nhip tim”).

2.2.7. Ché phdm
- Amlodipin: vién nén 2,5- 5- 10 mg
- Diltiazem:  vién nén 30- 60- 90- 120 mg
Vién nang giai phong cham: 60- 90- 120- 180 mg
Thudc tiém 5 mg/ mL
- Felodipin (Plendil): vién giai phong cham 2,5 - 5- 10 mg
- Nifedipin (Adalat): vién nang 10- 20 mg
Vién giai phong cham 30- 60- 90 mg
- Nimodipin (Nimotop): vién nang 30 mg
- Verapamil: vién nén 40- 80- 120 mg
Vién giai phong cham 120- 180- 200 mg
Thudc tiém 5 mg/ 2mL
3. THUGC UC CHE ENZYM CHUYEN ANGIOTENSIN (ECA)
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Enzym chuyén angiotensin (ECA) hay bradykinase II 1a mot peptidase c6 tdc dung:

- Chuyén angiotensin I (decapeptid khong c6 hoat tinh) thanh angiotensin II (octapepetid
c6 hoat tinh) 1a chat c6 tac dung co mach va chéng thai trir Na * qua than.

- Lam mat hoat tinh ctia bradykinin, 1a chat gay gian mach va tang thai Na * qua than.

Sau khi duoc hinh thanh, angiotensin II s& tic d dng trén cac receptor riéng, hién duoc biét
la AT,, AT,, AT, AT,, trong d6 chi c6 AT, la dugc biét ro nhat (so do).

Angiotensinogen Kininogen
Non- renin (+)
(tonin, Renin ———=
cathepsin): V Tang
[IIIIITIZ Angiotensin | Bradykinin < t8ng hop PG
Non- ECA (+) (+) gay gia
_ : y gian mach
h e
(chymase) \/e_ Y
3> ANgiotensin 1l Heptapeptid
\1\ (khéng hoat tinh)
AT, AT, AT,...

Hinh 24.2: Tac dung cua ECA va thuoc ic ché ECA

Céc receptor AT, c6 nhi€éu & mach mdu, nio, tim, than, tuyén thugng than. Vai tro sinh 1y :
co mach, tang giit Na™, ¢ ché tiét renin, tang giai phong aldosteron, kich thich giao cam,
tang co bop co tim va phi dai that trai.

Céc receptor AT, ¢6 nhiéu 6 tuyén thuong than, tim, ndo, co tir cung, mo bao thai. Vai tro
sinh 1y: Gc ch€ su tang truong té€ bao, biét hoa t€ bao, stra chita mo, kich hoat
prostaglandin, bradykinin va NO & than.

3.1. Co ché va dac diém tac dung

Céac thuoc do tic ché€ ECA nén lam angiotensin I khong chuyén thanh angiotensin II ¢6
hoat tinh va ngan can giang héa bradykin, két qua la lam gian mach, tdang thdai Na* va ha
huyét dp.

Trong diéu tri tang huyét dp, cac thudc ndy c6 cac diac diém sau:

- Lam giam stc can ngoai bién nhung khong lam tang nhip tim do tc ché truong luc giao
cam va tang truong luc phé giao cam.

- Khong gay tut huyét 4p thé ding, dung dugc cho moi Iia tudi.

- Tac dung ha huyét ap tir tir, ém diu, kéo dai.

- Lam giam ca huyét 4p tam thu va tam truong.

- Lam giam thi€u mau co tim do tang cung cdp mau cho mach vanh.

- Lam cham day that trai, giam hau qua cta tang huyét ap.
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- Trén than kinh trung wong: khong gay traim cam, khong gay rdi loan gidc ngu va khong
gy suy giam tinh duc.

3.2. Chi dinh

- Thudc c6 tac dung diéu tri t6t cho moi loai tang huyét ap:

. Trén ngudi c6 tudi, ha huyét 4p khong anh hudng dén tuan hoan ndo va kh 6ng anh
hudng dén phan xa 4p luc.

. Trén ngudi c6 dai thao dudng: khong anh hudng dén chuyén héa glucid, lipid. Mat khéc,
insulin lam K* vao t&€ bao, gay ha K* mau; thuoc tc ché ECA lam giam aldosteron nén gitt
lai K™.

. Trén ngudi c6 bénh than, do angiotensin II giam, lam luu lugng méau qua than tang nén
lam giam bai tiét

- Suy tim sung huyét sau nhoi mau co tim.

3.3. Tac dung khong mong muon

- Ha huyét 4p manh c6 thé xdy ra khi dung liéu dau trén nhitng bénh nhan c¢6 thé tich mau
thap do dang stir dung thudc 1o niéu, ch€ do an giam mudi hoac mat nude qua tiéu hoa.

- Suy than cap nhat Ia trén bénh nhan cé hep mach than.
- Tang Kali méu khi c6 suy than hodc dai thio duong.

- Ho khan va phu mach la do bradykinin khong bi gidng héa, prostaglandin tich luy &
phdi gay ho (nhiéu khi 1am bénh nhan phai bo thudc).

- Khong dung cho phu nit ¢6 thai ¢ 3 - 6 thdng cudi vi thudc ¢ thé gay ha huyét 4p, vo
niéu, suy than cho thai, hoac gay quai thai, thai chét.

3.4. Phan loai va dugc dong hoc
3.4.1. Thuéc itc ché ECA
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Thuoc Captopril Enalapril Perindopril Benezepril Lisinopril
Cac thong so
Sinh kha dung % 70 40 70 17 25
Gian protein huyét 30 50 9-18 95 3-10
tuong %
t/2 (h) 2 11 9 11 12
Khéi phat tac dung 0,25 2-4 1-2 0,5 1-2
(h)
Thoi gian tiac dung 4-8 24 24 24 24
(h)
Liéu uong 24h (mg) 75- 300 5-20 2-8 5-20 5-20

Enalapril, perindopril, benezepril déu 1a “tién thuoc”, vao co thé phai dugc gan chuyén
héa méi ¢ tac dung.

3.4.2. Thudc itc ché tai receptor ciia angiotensin I1

Do viéc chuyén angiotensin I thanh II con c6 su tham gia cla cdc enzym khdc (nhu
chymase) khong chiu tac dong cua thudc tc ché ECA nén su tao thanh angiotensin II van
con. Mat khac, do thudc tc ché ECA ngan can sy gidng héa cla bradykinin nén
bradykinin ¢ phéi tang, kich rng gay con ho khan rat khé tri. Vi vay da kich thich viéc
nghién ctu cac thudc e ché angiotensin II ngay tai receptor cia nd: thuéc tc ché AT ,.
Céc thuoc nay con dang dugc nghién ctu, danh gia trén cdc thlir nghiém lam sang. Vé
nguyén tac, do ¢6 tdc dung chon loc trén AT, nén tranh dugc tic dung phu ctia bradykinin
(ho, phut mach).

Bang 24.4: Mot so dac diém dugc dong hoc cua cac thuoc e ché AT

huéc | Losartan Valsartan Irbesartan Telmisartan
Cac thong so
Aii luc gin vao AT, + +++ 4 +++
Sinh kha dung 33 25 70 43
t/2 (h) 2 (6- 9)* 9 11- 15 24
Thai trir Thanvagan | Gan 70%; than | Gan 80%, than | Gan

30% 20%

Liéu uong (mg/ 24 h) | 50- 100 80- 320 150- 300 40- 80

* 1/2 cua loscartan la 2 gio, nhung cia chdt chuyén héa con hoat tinh la 6-9 gio.

4. CAC THUOC HA HUYET AP KHAC
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4.1. Clonidin (2,6 diclorophenyl - amino - 2 imidazolin - catapres)

La thuoc kich thich receptor o, cia hé giao cam trung wong nén lam giam truong luc giao
cam ngoai bién.

4.1.1. Tac dung
- Lam ha huyét ap do:
. Lam giam cong nang tim, giam nhip tim
. Lam giam stic can ngoai bién, nhat 1a khi truong luc giao cam tang.
. Lam giam stic can mach than, duy tri dong mau tGi than.
. Nhu methyl dopa, clonidin rat it khi gay tut huyét 4p thé ding.
- Cac tac dung khong lién quan dén ha huyét ap:
. An than (do huy giao cam trung uong?) khoang 50% truong hop.
. Kho miéng do co ché trung wong: khoang 50% truong hop.
. Giam dau do giam hoat tinh noron sting sau tuy song.

Nhitng tdc dung nay la do thudc gin vao receptor imidazolin c6 trong than kinh trung
uong.

4.1.2. Duoc déong hoc

Thuoc tan nhi€u trong md, vao than kinh trung wong nhanh. Udng hap thu tot, sinh kha
dung t6i 100%, dat dugc pic huyét tuong sau 1 -3gio, t/2 khoang 12gio. Thai trit qua than
50% duéi dang nguyén chat.

4.1.3. Chi dinh
- Tang huyét ap

- Tién mé: do ¢6 tiac dung an than, gidm dau nén lam giam dugc lugng thudc mé va tang
on dinh huyét dong.

- Cai nghién: ma tuy, ruou, thuoc la.
4.1.4. Déc tinh
- Kho miéng, an than: 1a tdc dung trung uong, lién quan dén liéu dung.

- Ngimng thudc sau dung lau va liéu cao (>1mg/ngay) c6 thé gip con tang huyét ap kich
phat do tang truong luc giao cam: budn non, tim nhip nhanh, nhitc dau, va mo hoi.

Can giam liéu dan va dang thudc thay thé. Diéu tri non tang huyét dp nay bang dung lai
clonidin va dung céac thudc chen o, chen 3 giao cam.

4.1.5. Ché phdam va liéu luong
Clonidin (Catapres)
Vién nén: 0,1 - 0,2 - 0,3mg
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Uodng 0,2 -1,2 mg/ngay, chia lam 2 lan

Cao dan: Giai phéng 0,1 - 0,2 - 0,3mg/24gid. C6 tac dung 7 ngay cho 1 1an ddn. C6 thé c6
phan dng tai chd dan.

4.2. Natri nitroprussid

La thu6c gidn mach manh dung theo dudng tiém dé diéu tri cAp cttu con ting huyét 4p va
suy tim nang. Lam gian ca dong mach va tinh mach. Co ché: hoat hoa guanyl cyclase do
tac dung kich thich truc ti€p hoac th ong qua giai phong NO, dan dén lam tang GMPv, gay
gian co tron.

Nitroprussid 12 mot phic hop cua sat,
cac nhom cyanid va phan nitroso. Poc CN
tinh nang nhat lién quan dén su tich luy .
cyanid; ngoai ra con gap nhiém acid, CN .~
loan  nhip, tut  huyét  ap. |
Hydroxocobalamin (vitamin B,,) két

hop véi cyanid dé tao cyanocobalamin  2Na NC—Fe — CN
khong doc, do d6 dugc diung dé giii ya |

doc nitroprussid.
ON CN

Natrinitroprussid duoc chi dinh trong con tang huyét ap, suy tim sung huyét (do lam giam
ca tién gdnh va hau gdnh) va lam giam nhu clu oxy cua co tim sau nhdi mdu co tim.
Trong ngoai khoa con dung 1am ha huyét 4p c6 kiém tra khi gay mé d€ lam giam chay
mau do phau thuét.

Nitroprussid (Nipride): 1o 50mg. Khi dung pha trong dextrose 5% - 250 - 1000 ml, truyén
tinh mach 0,5 pg/kg/phiit, c6 thé tang t6i 10 ug/kg/phit. Chai thudc phai boc trong gidy
mau, trdnh dnh séng. Kiém tra huyét 4p thudng xuyeén.

5. CHIEN THUAT PIEU TRI TANG HUYET AP VO CAN

Vi THA v6 cian mang tinh chat rat da dang nén viéc diéu tri cling cin “cé thé hoa” dé vira
c6 hiéu qua, vira c6 thé dung nap dugc.

5.1. Ai can duoc diéu tri

- Moi nguoi khi c6 HA 140- 90 mmHg

- Khi ¢6 t6n thuong co quan dich hoidc cé déi thdo dudong, mic diu HA con & gi6i han
trén (130-139/85-89 mmHg).

Muc tiéu diéu tri 1a dua HA vé chuin < 140/99mmHg, nhung khong don gian, & M§ chi
27% bénh nhan THA dat dugc chi tiéu nay.
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5.2. Cach diéu tri

5.2.1. Phuong phdp khong dung thuéc

- An gidm mudi, gidm ruou, giam can (béo)...
- Thé duc déu, nhe nhang

5.2.2. Thuéc

Can c4 thé hoa, vi thé can diéu tri thir

- Lic dau dung loi niéu, chen B, chen kénh calci va tham chi ca cac thudc khac (chen o,
uc ché ECA).

Diéu d6 con tuy thudc vao bénh kem theo: thudc c ché€ ECA khi cé déi thdo duong; chen
B khi ¢6 bénh mach vanh; chen kénh Ca (loai dihydropyrindin) khi c6 THA tam thu riéng
biét & ngudi cao tudi. Liic ddu nén chon mot loai thu oc.

- Khi mét thude khong cho két qua mong muon:

Khong nén tang liéu vi sé& ¢ tac dung phu: thudc loi niéu (r6i loan chuyén héa), chen P
(tdc dung trung uong, cham nhip tim), chen kénh Ca (phu, danh trong nguc, nhic dau,
nong mat), chen o, (ha HA thé ding).

Thay thudc khac
Phéi hop thudc ¢6 co ché khac nhau

Mot thuoc ha HA c6 thé gay phan tng bu trir, lam giam tidc dung cta chinh né. Dung
thudc phoi hop dé ngén chin phan ting bu trir. Thi du thudc 1gi niéu 1am thai Na, giy tang
renin (dung thém thudc tc ché ECA); thudc chen kénh Ca gay tang nhip tim phan xa
(dung chen ).

Hién c6 vién thudc phoi hop sdn. Tién dung nhung khong hay vi khong “cd thé héa”
duoc.

Trong nhitng nam gan day, viéc diéu tri THA da trd nén don gian hon trudc rit nhi€u nho
c6 nhiéu loai thudc hiéu qua. Van dé 1a phai c4 thé hoa trong diéu tri dé méi bénh nhan ¢
thé tim dugc cho minh mot thudc thich hop vira ¢6 hiéu qua, vira dung nap tot.

5.3. Tiéu chuan thuoc ha huyét ap ly tuong
- C6 tac dung ha huyét ap tot
. Ha HA tur tr, ém diu, kéo dai
. Gidm ca s6 t6i da va s t6i thiéu
. Gidm ca & nguoi tré va ngudi cao tudi
. Lam mat dinh tang huyét ap trong ngay
- Khong 1am mach nhanh do d6 khong lam tang cong co tim va tang nhu cau oxy.

- Khong 1am mach cham, tranh dugc nghén nhi - that
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- Khong lam giam stic co bop ctia co tim, nhat 1a that trai
- Diing duoc cho nhiéu doi twong: suy than, tiéu dudng, ting lipid m4u
- Khi ngimg thudc, khong c6 nguy co "phan hoi".

CAU HOI TU LUONG GIA
1. Phdn loai cdc thuoc diéu tri tang huyét dp theo co ché'tdc dung ciia th uéc
Trinh bay co ché'tdc dung va phdn loai cdc thudc chen kénh calci.

Trinh bay cdc tdc dung diéu tri va tic dung khéng mong muodn cia thuéc chen
kénh calci.

Trinh bay co ché’tac dung cua thuoc iic ché enzym chuyén angiotensin (ECA).
Néu ddc diém tdac dung va chi dinh diéu tri ciia ECA.

6. So sdnh wu- nhuoc diém cua thuéc chen kénh calci va ECA trong diéu tri ting
huyét dp.



