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PAT VAN PE

Tang huyét ap (THA) 1a mot thach thirc 16n dbi voi nganh y té trén thé
gi61 no1 chung va Viét Nam noi riéng. Theo udce tinh ctia cac nha khoa hoc
MY, ty 18 ting huyét ap trén thé giéi nam 2000 1a 26,4% (twong duong 972
triéu nguoi, riéng cac nudc dang phat trién chiém 639 triéu) va s& ting 1én
29.2% vao nam 2025 véi tong sé ngudi mic bénh ting huyét ap trén toan thé
gidi khoang 1.56 ty nguoi [1]. Ba phan tu trong sd cac bénh nhan nay Ia
nguoi thude cac nudc dang phat trién [2]. Bén canh ting huyét ap, dai thao
duong 1a bénh Iy noi tiét chuyén hoéa song hanh voi cac bénh 1y tim mach,
cling dang 1a van dé xa hoi mang tinh toan cau trd thanh nguyén nhan gay tir
vong ding hang thtr tu hodc tht ndm & cac nudc phat trién va duoc xép vao
nhoém bénh khong lay phét trién nhanh nhét thé giéi [1]. Mdi nam, trén thé
gidi ¢6 khoang 17,5 triéu ngudi tir vong do cac bénh 1y vé tim mach. Trong s6
cac truong hop méc bénh va tir vong do tim mach hang nam c6 khoang 35% -
40% nguyén nhan do tang huyét ap [3].

Tai Viét Nam, ty I¢ tang huyét ap ciing gia ting nhanh chéng. Két qua
diéu tra théng ké nam 2015 ctia Hoi tim mach hoc Viét Nam trén 5.454 nguoi
truong thanh (tir 25 tudi tro 18n) trong quan thé 44 triéu nguoi tai 8 tinh thanh
trén toan qudc mic ting huyét ap; ty 1é nguoi Viét bi ting huyét ap chiém
47,3%. Uéc tinh hién nay nude ta dang c6 khoang 6,85 triéu nguoi THA va
néu khong cé bién phap hitu hiéu thi dén nam 2025 s& c6 khoang 10 triéu
ngudi Viét Nam co THA [4].

Tang huyét ap 1a can bénh dién tién am tham, it co6 dau hiéu canh bao.
Nhiing dau hiéu cta ting huyét 4p thuong khong dic hiéu va ngudi bénh
thuong khong thay cé gi khac biét véi ngudi binh thuong cho dén khi xay

ra tai bién. Tang huyét 4p néu dugc phat hién som thi vi¢c kiém soat s¢ rat



c6 hiéu qua va han ché duoc cac bién chimg nguy hiém, giam nguy co tir
vong va giam ganh nang bénh tat cho ban than, gia dinh va toan xa hoi.
Hién nay cac thubc diéu tri ting huyét ap ngay cang da dang vé duoc chat
1An dang bao ché. Y hoc ¢ truyén c6 mét sb bai thudc co hiéu qua trong diéu
tri cao huyét 4p vai tinh an toan cao, it gay biéu hién: tut huyét &p, ho, anh
huong gan than, ... Bic biét nhimg trudng hop huyét ap dao dong, huyét &p
khang tri thi su hd trg cua cac thude YHCT trong diéu tri c6 ¥ nghia rat tét.
Tai khoa Y hoc Cb truyén - Bénh vién Bach Mai d3 tng dung bai thudc
"Thanh Can Thang" trén lam sang dé diéu tri chung huyén vyng thé Can
duong thuong cang véi cac chang trang nhu dau dau, mat nga, boc hoa, ...
budc dau co hiéu qua cai thién rd rang cac triéu chung trén 1am sang. Hién
nay, cling véi sy phat trién caa cac tién bo khoa hoc ki thuat trong nghién ciau
d3 1am sang to nhiéu co ché lién quan dén sinh bénh 1y tang huyét &p. Nhiéu
mo hinh giy ting huyét 4p va cac k§ thuat do huyét ap trén dong vat thuc
nghiém da dugc nghién ctu va céng bd nhu ting huyét 4p lién quan dén than
va mach mau, ting huyét 4p do ché do an, ting huyét &4p do noi tiét, ting
huyét &4p do than kinh, tang huyét ap do tdm ly, ting huyét 4p do di truyén va
cac md hinh khéc. Chinh vi vay, dé co co s khoa hoc nham ung dung rong
rai bai thudc "Thanh can thang" trong diéu tri bénh ting huyét 4p ciing nhu
bao ché san pham phuc vu rong rai cho cong dong, ching toi tién hanh thuc
nghiém trén chudt va tién hanh dé tai: “Nghién ciu tac dung ha huyét ap
ciia bai thuoc "Thanh can thang' trén dong vat thwc nghiém™ véi hai
muc tiéu:
1.  Panh gia tac dung ha huyét ap cua bai thuée “Thanh Can Thang” trén
mé hinh gdy tang huyét &p ¢ chugt cong trang.
2. Ddnh gid tc dung loi tiéu cua bai thuse “Thanh Can Thang” trén chugt

cong trang.



CHUONG 1
TONG QUAN TAI LIEU

1.1. Quan diém ciia y hoc hién dai vé ting huyét ap
1.1.1. Khai niém vé huyét ap, ting huyét ap
< Huyét &p [5] [6] [7]

Huyét ap (HA) 1a 4p luc mau co trong dong mach, do tim co bop day
mau tir that trai vao hé dong mach, dong thoi ciing do anh hudng cua luc can
thanh dong mach. Két qua lam cho mau duoc luu thong dén céc té bao dé
cung cap 6xy va cac chat dinh dudng cho nhu cau co thé.

HA ma nguoi ta thuong goi la &p luc mau trong dong mach thuong duoc
do & dong mach canh tay.

Khi tim co bop tong méu, ap luc dong mach tang 1én dat mac cao nhat
goi la HA tam thu (HATT).

Khi tim nghi, &p luc d6 xudng dén muc thap nhat goi 1a HA tam truong
(HATTr)

Huyét ap hiéu s6 (HAHS) Ia hiéu so gitta HATT va HATTr. Pay la diéu
kién cho mau tuan hoan trong mach, binh thuong gia tri khoang 40 mmHg.
Khi hiéu s huyét &p giam ngudi ta goi 1a ket huyét ap dan dén tuan hoan mau
bi ur tré.

Huyét &p trung binh (HATB) la tri s 4p suit trung binh duoc tao ra
trong sudt mot chu ky hoat dong caa tim. HATB thé hién hiéu luc hoat dong
cta tim, day chinh 13 luc d¢ay dong mau qua hé théng tuan hoan.

< Tang huyét ap

Cho dén nay, T6 chirc Y té thé gioi va Hoi Tang huyét ap quéc té (World
Health Organization — WHO va International Society of Hypertension — ISH)
da théng nhat goi 1a THA khi HATT > 140 mmHg va/hoic HATTr > 90 mmHg.



Con s nay c6 duoc la do dya trén nhiing nghién ctu 16n vé dich té hoc cho
thiy cO su gia ting dic biét nguy co tai bién mach méau ndo (TBMMN) &
nguoi 10n khi HA > 140/90 mmHg. Ty 16 TBMMN & ngudi ¢6 chi s6 HA <
140/90 mmHg giam r6 rét [8].

THA 14 khi tri s6 HA do dugc & trén mic binh thuong. THA c6 thé 13
tang ca tam thu va tdm truong hoac chi tang 1 trong 2 dang do [6].

Hién To chic Y té thé gidi da co nhiéu khuyén céo va chi dan vé viéc
phan loai, theo d&i va diéu tri THA. Hoi déng chuyén vién cia WHO nim
1978 chia THA thanh cac giai doan, cin cir vao cac mic do ton thuong cic co
quan dich. Nam 1993 WHO chia THA thanh cdc muc d6 nang vira va nhe.
Tuy nhién céac khuyén cao trén chua that hoan chinh vi khong dé cap.

1.1.2. Phan logi ting huyét ap

C6 nhiéu cach phan loai nhung cho dén nay, cach phan loai cia WHO/ISH

(2003) dugc st dung rong rii do tinh thuc tién va tmg dung cta né.
Bdng 1.1. Phan loai huyét ap theo WHO/ISH (2003) [9] [10]

Xép loa HATT HATTr
(mmHg) (mmHg)
HA Téi uu <120 Va <80
HA Binh thuong <130 Va <85
HA Binh thuong cao 130 - 139 va/ hoic 85 -89
Tang HA Do 1 (nhe) 140 — 159 va/ hoac 90 -99
Tang HA D6 2 (trung binh) 160 - 179 va/ hoac 100 - 109
Tang HA D6 3 (nang) > 180 va/ hoic > 110
Tang HA tam thu don doc <140 Va <90

WHO (2003) hudng dan cu thé hon va dic biét quan tdm dén cac nhom
yéu td nguy co, c6 ton thuong co quan dich hay chua trude khi dua ra phac do

diéu tri.




Trong cach phan loai méi nay di dé cap dén khai niém tién ting huyét ap
chtr khong c6 HA binh thuong cao, vi nhiing nghién ctru da cho thiy trong
mot sb trudng hop véi nhitng nguy co cao (vi du nhu dai thao duong) thi can
c6 thai d6 quyét liét hon trong diéu tri [11].

Tai Viét Nam, theo Khuyén cao cua Ho1 Tim mach hoc quéc gia nam
2008 va trong hudng dan quan 1y va diéu tri ting huyét 4p ctia BO Y té nim
2010 da dé nghi st dung phan do HA theo WHO/ISH 2003 (bang 1.1) cho
nhitng chan doén, diéu tri va nghién ctru lién quan dén THA [12] [13].

1.1.3. Nguyén nhan va co’ ché bénh sinh ting huyét ap
1.1.3.1. Nguyén nhan

Tang huyét 4p 14 mét hién twong do dugc nhung nguyén nhan khong
phai ludn luén dugc tim thay va xac dinh rd rang. Phan 16n ting huyét ap o
nguoi trudng thanh 1a khong rd nguyén nhén (ting huyét 4p nguyén phét), chi
c6 khoang 5-10% cac truong hop 1a c6 nguyén nhan (ting huyét ap tha phat)
[14] [15] [16]. THA tha phét can dwoc chd y tim nguy@n nhan cu thé dé c6
huéng diéu tri hop 1y.

Pai bd phan khoang 95% cac bénh nhan bi THA 1a khong rd nguyén
nhan (con goi la THA nguyén phat). Tuy nhién cac nha khoa hoc da nhéan
thay c6 mot sd yéu td nguy co lién quan va anh hudng truc tiép dén bénh
THA. Theo Lién oy ban qudc gia Hoa Ky [17] gdm cac yéu t6 nguy co sau:

* Nhém yéu t6 san cé (1a yéu to khong thé thay doi)

- Tudi: Tudi c6 mdi lién quan chit ché véi ting huyét ap. Tudi cang cao
thi ty 18 tang huyét 4p cang nhiéu, do thanh dong mach bi l3o hoa va xo vira
lam giam tinh dan hoi va tr& nén cting hon vi thé lam cho huyét ap tam thu
tang cao hon con goi 1a THA tam thu don thuan [18]. Mic du HA tdm truong
giam nhe dan khi vuot qua d6 tudi 65 - 70 nhung HA tam thu lai tiép tuc ting

so v6i tudi doi [19]. Cung véi doi song kinh té duge cai thién, trung binh



ngay mot cao, tong sé ngudi cao tudi trén thé gidi vao nam 2012 1a 810 triéu
cao tudi chiém 11,5% tong dan sé. Dy bao con sb nay s& dat 1 ty nguoi trong
vong chua dén 10 nam t&i va sé ting gip ddi, dat 2 ty nguoi vao nam 2050,
chiém 22% tong dan s6 thé gigi [20].

Theo T6 chuic y té thé gidi, ¢ Ira tudi 35 cir 20 ngudi co6 1 ngudi ting
huyét ap, & tudi 45 cir 7 ngudi c6 mot nguoi ting huyét ap va 1/3 sb nguoi o
d6 tudi 65 bi tang huyét ap [21].

Nghién ctru cua tac gia Jo I & Han qudc ciing dé chi ra rang ty 1é hién
mic ting huyét ap co lién quan chit ché voi tudi, tudi cang cao thi ty 1é ting
huyét ap ciing cang cao [22].

- Gidi tinh: Trude 45 tudi thi nam gidi c6 nguy co ting huyét ap cao hon
nit, nhung tir 65 tudi trd di sé anh hudng dén nir nhiéu hon nam (c6 thé do da
min kinh). Va con 1 diéu nita 13, nam gidi dudi 55 tudi khong kiém soat
huyét ap dugc nhu nit gigi nhung tir 65 tudi trd 1én thi nit gidi lai khong kiém
soat duoc huyét 4p bang nam gidi.

- Chuing toc: Tang huyét ap c6 thé anh huong dén bat ky ai. Tuy nhién
c¢6 nhitng nghién ctru cho thay nhitng nguoi My gbc Phi c6 nguy co ting
huyét ap va ta vong do cac bién chimg cta ting huyét ap cao hon nhiing
ngudi My da trang [23].

- Yéu t6 di truyén: Tién st gia dinh c6 ngudi cuing huyét thong bi THA,
nhét 13 truc hé (bé, me, anh chi, em rudt). Moi nguoi trong gia dinh c6 thé ké
thira gen 1am cho ho nhiéu kha ning dé phat trién tinh trang nay. Piéu tra pha
hé nhimg gia dinh c6 tang huyét ap chiém 50%, c6 nhiéu gen chi phdi qua
trinh diéu hoa huyét ap. Vi du trong gia dinh néu 6ng, ba, cha, me bi bénh
THA thi con cai c6 nguy co mac THA nhiéu hon. Nghién ciru cia Yeon
Hwan Park, Misoon Song (2011) thdy rang, ty 1¢ chénh léch THA 14 2,38 lan
khi c6 bd hodc me THA va tang 1én 6,49 1an khi c6 ca bd va me THA. Nguy



co nay doc lap voi yéu td nguy co khac va yéu td di truyén dong vai trd quan
trong [24].

Nhom yéu t6 nay mic du khong loai bé duoc nhung néu c6 hiéu biét day
da vé bénh THA ngudi dan c6 thé ting cudng thuc hanh cac théi quen, 16i
song co loi dé du phong THA va cac bién chimg cua THA.

* Nhom yéu té nguy co co thé thay doi diege
(Nhém nay bao gom nhitng théi quen, 16i song, trang thdi tinh than, van
dong, Viéc lam... anh hwong dén 1y 1é mdc, mirc dé va bién chimg ciia THA)

- An mian: Nhiéu cong trinh nghién ctru cho thay ché do an nhiéu mubi
thi tan sudt mac bénh THA ting cao rd rét. Nhiéu bénh nhan THA ¢ muc do
nhe chi can an ché d6 giam mubi 14 ¢6 thé kiém soat duoc bénh.

Mudn song duoc, co thé con ngudi ta can ¢6 mudi. Tuy nhién an qua
nhiéu mudi s& 1am @ nudc trong co thé, ting khdi luong tudn hoan khién
huyét ap ciing ting 1én va nguy co mac cac bénh tim mach. Mot s nghién
ctru didu tra khau phan an timg viing, cac nha nghién ctru thay rang ving nio an
nhiéu mudi thi c6 ty 1é ting huyét ap cao hon. Nhu vdy, luong mudi an hang
ngay qua cao la mot nguyén nhan gy tang huyét ap trong cac quan thé. Céc thir
nghiém cho thy rang n nhiéu mubi (trén 14g/ngay) s& giy tang huyét ap; trong
khi an it mudi (dudi 1g/ngay) gy giam huyét 4p dong mach [23].

- Hat thube 14, thube lao: Trong thude 14, thube lao c6 nhiéu chat kich
thich dic biét co chat nicotin kich thich hé than kinh giao cam 1am co mach
va gay tang huyét ap.

Hut thude 14 trén 10 diéu/ngay lién tuc trong 3 nam 1a nguy co gy ting
huyét ap. Hut thudc 1am ton thuong cac mach mau va tang toc do xo cung
dong mach. Hon nita, hiit thudc 14 mot nguy co chinh gay bénh tim va dot
quy. Khoi thude 14 chira hon 4000 loai hoa chat. Trong d6 c6 hon 200 loai
hoa chat c6 hai cho stc khoé. Nicotin 1a chat cé trong thudc 14. Nicotin

dugc hap thu qua da, niém mac miéng, miii hodc hit vao phoéi. Khi hut mot



diéu thudc, ngudi hit dua vao co thé tir 1 dén 2 mg nicotin. Nicotin c6 tac
dung chu yéu lam co mach ngoai bién, lam tang néng dd serotonin,
catecholamin ¢ ndo, tuyén thuong than lam ting huyét ap [25]. HUt mot
diéu thudc 14, huyét ap tdm thu co thé tang 1én téi 11 mmHg, huyét 4p tdm
truong tang 1én dén 9 mmHg, kéo dai 20 - 30 phat. Hut thudc nhiéu c6 thé
c6 con ting huyét ap kich phat [6]. Mot nghién ctru trén cong nhan vién
nha may thudc 14, noi chiu dung bui va khéi thudc 14 nhiéu thay ty 1¢ bénh
tang huyét 4p cao hon rd rét [21].

Monocit carbon (khi CO) c¢6 ndng do cao trong khoi thudc va duge hap
thu vao médu, né gan véi hemoglobin v6i lyc manh hon 20 lan so v&i oxy
[26], do @6 lam giam luong 6 xy chuyén dén cac bo phan trong co thé, giy
thiéu mau va gop phan hinh thanh cac mang vira xo dong mach. Vi vay, hat
thudc 14 1a mot nguy co tiém tang dan dén phat trién bénh xo vira dong mach.
Mic du khong phai 1a mot nguyén nhan ting huyét 4p song ddy ciing 1a mot
yéu t6 de doa quan trong dén bénh ting huyét ap. Nguy co mic bénh mach
vanh ¢ nguoi ting huyét ap c6 hut thude 14 cao hon 50 - 60% so v&i nhiing
nguoi tang huyét ap khong hut thude 14 [25].

- Ubng nhiéu rugu, bia: Hang ngay, mdi ngudi co thé udng khoang 300
ml bia hoic 30 ml rugu manh hay 50 ml ruou vang. Nhung néu udng ruou bia
trén 100ml/ngay lién tuc trong 3 nam s& 1a nguy co gay tang huyét ap. O Viét
Nam ty 1¢ lam dung ruou bia u6c tinh 8% déan sé va 4% la nghién rugu [26].
Ruou bia duoc hip thu nhanh qua duong tiéu hod, chii yéu doan dau rudt non
va dat ham lugng trong méau cao nhat sau khi udng tir 30 dén 90 phut. Pa co
mot sb nghién ctru duogc bao cao vé su lién quan cua uéng rugu nhiéu va tang
huyét ap, nhung co ché cua lién quan nay van con chua rd rang. C6 nhitng ¥
kién chua théng nhét nhung da sd thira nhan udng nhiéu rugu bia lam ting
huyét 4p. Mot s6 nghién ctru cho thay ting huyét ap ¢ 20 - 30% sb nguoi lam

dung rugu bia. Hon nita rugu bia con c6 thé gay réi loan nhip tim, ro1 loan



diéu hoa lipoprotein va triglycerid, 1am ting nguy co nhdi mau co tim va céc
bénh 1y vé mach mau. Cac thyc nghiém cho thdy rang véi khéi luong 16m,
ethanol c6 tac dung co mach truc tiép. Giam tiéu thu ruou xuéng to1 dudi 3
1an udng trong ngay (30ml ruou) lam giam huyét 4p & bénh nhan co diéu tri
[23]. Udng nhiéu rugu bia con 1am mat hiéu quéa cta nhimg thude chira THA.

- [t hoat dong thé lyc (16i séng tinh tai): Theo két qua nghién ctru cua
mot sd tac gia, thoi quen sdng tinh tai rdt nguy hai dbi véi hé tim mach.
Nhung néu ting cudng van dong thé lyc vira st hing ngay déu din mang lai
loi ich o rét trong giam nguy co bénh tim mach néi chung va bénh THA noi1
riéng. Hoat dong thé luc bao gdm cac hoat dong thuong ngay va tap luyén thé
duc thé thao. Theo khuyén cdo cua T chuc Y té Thé gi61, hoat dong déu dan
30 phat/ngay voi cuong do trung binh, it nhat 5 ngay/tuan, tic 150 phat/tudn
hodc véi cuong do cao it nhat 75 phut/tuan. Khong nén ngimg tap 3 ngay lién
tiép trong mot tuan [27].

Hoat dong thé luc dang mirc déu dian duoc coi nhu mét liéu phap hién
dai dé du phong THA, it van dong duoc coi la nguyén nhan cua 5 - 13% cac
treong hop THA hién nay [28].

- Stress (cang thing, lo 4u qua mirc): Nhiéu nghién ctru da chimg minh
rang cang thang than kinh, stress 1am ting nhip tim. Dudi tac dung cta céc
chét trung gian hoa hoc 1a Adrenalin, noradrenalin [am dong mach bi co that
dan dén tang huyét ap [29]. Vi vay, mdi nguoi can rén luyén cho minh tinh tu
lap, kién nhan va ludn ludn biét lam chi ban than trudc moi van dé xay ra
trong cudc séng. Néu thuc hién duoc diéu nay thi c6 thé han ché nhiing cing
thang, lo 4u dong thoi ddy ciing chinh 1a mot bién phap phong ting huyét ap.

Trén day 1a nhom yéu t6 nguy co c6 kha niang thay doi duoc. Vi vy
ting huyét ap giai quyét khong nhitng chi bang thubc diéu tri kiém soat
huyét 4p, ma can hang loat cac bién phap gido duc truyén thong sic khoé

nham vao cac yéu to nay.
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Vi ty 16 THA ting nhanh do vay ty 1é cac bién chting cua THA ciing
ngdy cang gia ting, anh huong x4u dén stc khoe va stc lao dong clia nguoi
dan trong cong dong mot cach rat rd rét. Mot sé bién ching rd rang va thuong
gip d6 1a: tén thuong ¢ tim, ton thuong ¢ ndo, ton thuong & than, tén thuong
& mach mau, ton thuong & mat [6] [5] [30].
1.1.3.2. Co ché bénh sinh ciia tang huyét &p

Huyét ap phu thudc vao hai yéu té chinh 13 cung lwong va sic can ngoai
vi [31] [32]. Cung lugng tim phu thudc vao nhip tim va thé tich nhét bop.
Tang co bop tim hodc ting thé tich mau tinh mach tré vé s& 1am ting thé
tich nhat bop. Thé tich nhat bop phu thudc vao lwgng mau tinh mach d6 vé
tim. Tan s6 tim qua nhanh khong 1am ting cung luong tim vi thoi gian tam
truong ngan, mau do vé tam that giam.

V& ly thuyét, cac yéu té 1am tang cung lwong tim cd thé lam ting huyét
ap nguyén phat. Tang cung luong tim din dén ting huyét ap cd thé do ting
tién ganh hoic tang co bop co tim. Tuy nhién, ngay ca khi ting cung luong
tim gop phan 1am ting huyét 4p thi su gia ting nay thay doi theo thoi gian,
sau mot thoi gian nhat dinh, cung lugng tim s& tré vé binh thuong. Do d6
cung luong tim cao khong duoc xem 1a mot dau hiéu huyét dong cua ting
huyét ap [33].

* Teing huyét dp nguyén phdt

THA nguyén phat chiém 95% téng sé bénh nhan ting huyét ap, co ché
bénh sinh cua ting huyét ap nguyén phat chua rd rang, nguoi ta cho rang mot
s6 yéu t6 sau c6 thé gay tang huyét ap nguyén phat [5]:

- Tang hoat dong than kinh giao cam: Khi hé than kinh giao cam bi ting
hoat dong s€ lam tang hoat dong cua tim, dan dén tang cung luong tim. Mat
khac toan bo hé thong dong mach ngoai vi va dong mach than bi co that, 1am

tang sirc can ngoai vi dan dén hau qua 1a tang huyét 4p dong mach.
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- Vai tro cua hé Renin - Angiotensin - Aldosteron (RAA): Renin la mot
enzyme dugc cac té bao canh cau than va mot sé to chirc khac tiét ra khi co
cac yéu td kich thich. Céc té bao co tron trén thanh mao dong mach dén cua
tiéu cAu than chiu trach nhiém nhan cam ap luc cua dong mach tiéu cau than,
kich thich céc té bao canh tiéu cau than tiét ra renin dé diéu hoa huyét ap, duy
tri 4p luc loc ciia & tiéu cau than.

- Vai trd ctia natri trong co ché bénh sinh ting huyét ap:

+ Theo Tubian (1954): Luong natri va nudc trong vach dong mach cao
hon mét cach rd rét ¢ nhitng nguoi va suc vt cé ting huyét ap.

+ Theo Braunwald (1954): Vai tro cta natri trong co ché bénh sinh cta
THA tién phat thuc hién ¢ hai vi tri:

Stress (tac nhan gay bénh): ¢ nhitng ngudi an nhiéu natri (do théi quen
trong gia dinh) kha nang loc cua than ting ciing ting tai hap thu nudc, 1am
tang thé tich mau.

Mang té bao ¢o su ting tham thau di truyén ddi véi natri, canxi vao trong
té bao cua co tron mach mau, din dén tdng tinh co mach, tang strc can ngoai
vi gay tang huyét ap.

- Giam chét diéu hoa huyét ap: Prostaglandin E2 va Kallikrein & than co
chtic ning sinh 1y diéu hoa huyét ap, ha canxi mau, ting canxi niéu. Khi cac
chét nay thiéu hoic bi rc ché giy nén ting huyét ap.

* Téang huyét ap thir phat:

Khoang 5% bénh nhan THA cé nguyén nhan r6 rang [34] [35] [36] [37]:

- THA do Bénh than va di dang mach mau than

- Cuong aldosterone va hoi chimg Cushing: Bénh nhéan bai tiét qua muc
aldosterone, t6n thuong thudng thay 14 u tuyén thugng than.

- U tly thuong than: Chiém 1-2% tong s6 bénh nhan ting huyét ap thir
phat.
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- Hep eo dong mach chu: Tang huyét 4p & phan trude chd hep va giam &
phan sau chd hep.

- THA ¢ phu nit mang thai: Bénh ting huyét ap xuat hién hoic nang lén
khi cé thai la mot trong nhitng nguyén nhan gay tir vong clia ngudi me cling
nhu thai nhi.

- Str dung oestrogen: St dung kéo dai thudc tranh thai s& gay tang huyét
ap vi oestrogen giy ting tong hop tién chét renin [38].

1.1.4. Chan dodn va diéu tri tang huyét ap
1.1.4.1. Chdn dodn

Chén doan THA chu yéu dya vao tri s6 do huyét ap.

Mot nguoi bénh duoc chan doan xac dinh THA khi do huyét ap dong
mach thady: HATT > 140 mmHg va/ hoic HATTr > 90 mmHg.

Viéc do HA chinh x4c dé gilp chan doan x4c dinh duoc thyc hién tdi
thiéu 2 l1an trong 1 lan kham. Can luu y mot s6 yéu té anh huong téi két qua
do huyét ap nhu: Hiéu ung THA 4o choang trang; THA gia tao; Ha HA tu thé
dang va khoang tréng huyét ap ... [13] [4].
1.1.4.2. Piéu trj tang huyét ap

Tang huyét &p la bénh man tinh nén can theo d@i déu, diéu tri dang va du
hang ngay, diéu tri 1au dai. Myc tiéu diéu tri 1a dat “huyét 4p muc tiéu” va
giam t6i da “nguy co tim mach”, két hop str dung thudc voi ché do sinh hoat
hop 1y va diéu tri cac yéu td nguy co va bénh mac kém (néu c6). “Huyét ap
muc tiéu” can dat 14 < 140/90 mmHg va thap hon nira néu ngudi bénh van
dung nap duoc. Néu nguy co tim mach tir cao dén rat cao thi huyét 4p muc
tiéu can dat 14 <130/80 mmHg.

Khi diéu tri da dat huyét &p muc tiéu, can tiép tuc duy tri phac do diéu
tri 1au dai kém theo viéc theo ddi chit chg, dinh ky dé diéu chinh kip thoi.
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Diéu tri can hét stc tich cuc & bénh nhan di c6 ton thuong co quan dich.
Khong nén ha huyét 4p qua nhanh dé tranh bién chang thiéu mau & cac co
quan dich, trir tinh huéng cap cuu.

* Bién phdp diéu tri khong ding thuéc [13] [39] [40]

- Ché d¢ an hop 1y, dam bado di kali va cdc yéu té vi lwong: Giam an
min (< 6 gam mudi hay 1 thia ca phé mubi mdi ngay); ting cuong rau xanh,
hoa qua tuoi; han ché thirc 3n c6 nhiéu cholesterol va acid béo no; han ché
udng ruou, bia.

- Tich cuc giam can (néu qué can), duy tri can ning 1y tudng véi chi sb
khéi co thé tir 18,5 dén 22,9 kg/m%; ¢ ging duy tri vong bung dudi 90 cm &
nam va dudi 80 cm & nit.

- Ngtmg hoan toan viéc hit thude 14 hodc str dung cac loai chat kich thich.

- Tang cuong hoat dong thé luc & muc thich hop: tap thé duc, di bd hodc
van dong & mirc do vura phai, déu din khoang 30 - 60 phut mdi ngay.

- Tranh lo 4u, cing thiang than kinh; can chu ¥ dén viéc thu gidn, nghi
ngoi hop 1y.

* Bién phdp sir dung thuoc

Chi dung thudc khi ap dung cac bién phap khong ding thude khong co két
quéa hodc khi muc huyét ap ting ddng ké. Cac nhom thude dugce sir dung trong
diéu tri ting huyét ap bao gébm: Thudc loi tiéu, thude chen kénh Ca®*, thude uc
ché men chuyén, thudc chen thy thé angiotensin, thudc chen B-adrenergic, thudc
gidn mach truc tiép, thudc kich thich o-adrenergic trung wong, thudc chen o-
adrenergic ... C6 thé sir dung don trj liéu hodc phéi hop [31].

- Thuée loi tiéu: Loi tiéu duoc chon 13 thudc dau tién cho diéu tri tang
huyét ap vi 1am giam bénh suét va tir suat. Nén phdi hop liéu nho loi tiéu voi
cac thude ha huyét ap khac [39] [41] [42].

+ Thudc loi tiéu thiazid: nhu hydrochlorothiazid, methylchlorothiazid,

chlorothiazid... trc ché qué trinh ddng van chuyén Na+/Cl- & doan pha lodng
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cua 6ng lugn xa, tang thai trir Na+, kéo theo thai trir nude vao long 6ng than,
tang lugng nudc tiéu. Cac thude loi tiéu thiazid c6 tac dung loi tiéu trung binh
(1am ting thai 5- 10% luong Na® loc qua cau than). Tac dung ca & moi trudng
acid va base, it lam r6i loan thanh phﬁn dich ngoai bao hon cac thudc 1oi tiéu
khac. Ngoai tac dung thai mudi, nhém thude loi tiéu thiazid con trc ché tai chd
tac dung co mach clia vasopressin va noradrenalin do d6 1am ha huyét ap trén
nhimg bénh nhan ting huyét ap. Pay 1a nhom thude duoc sir dung nhiéu nhat
va hiéu qua nhit trong céc thudc loi tiéu dé diéu tri ting huyét 4p nhe va trung
binh khi tinh trang tim, than binh thuong. Tuy nhién cac thudc loi tiéu thiazid
lam giam Na*, giam K", giam Mg®* va ting Ca** mau din dén mét moi, nhirc
dau, budn non, chudt rat. Cac thude trong nhoém e ché giai phong insulin va
tang bai xuat catecholamin lam ting glucose mau, ting cholesterol mau; ting
acid uric mau tao diéu kién thuén loi cho phat sinh bénh gout va lam cho bénh
gout nang thém [32] [33].

+ Thuéc loi tiéu quai: Cac thudc 1oi tiéu quai nhu furosemid, bumetanid,
acid ethacrynic. .. phong toa co ché dong van chuyén Na'/K*/CI" & nhanh 1én
quai Henle, 1am ting thai trir Na'/K*/CI" kéo theo nudc vao long 6ng than dan
dén ting luong nude tieu. Thube co tac dung loi tiéu nhanh, manh, thoi gian
tac dung ngan. Trong diéu tri THA, thudc khong c6 vai trd nhiéu trir truong
hop THA kém suy than va/hodc suy tim. Thubc gy rdi loan dién giai do tac
dung nhanh, manh, gady mét méi, chudt rut, tién hon mé gan, co thé ha huyét
thé dung. Thudc 1am ting acid uric mau, ting glucose méu, ting cholesterol
mau, lam giam sb lugng tiéu cau va bach cau, doc d6i véi day than kinh s6
VIII: chong mat, u tai [32] [33].

+ Thuoc loi tiéu giir Kali: Amilorid va triamteren tc ché tai hap thu Na”*

do 1am giam tinh thdm ciia ong luon xa va ong gop. Do dé, ting dao thai Na”
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kéo theo nudc gy loi tiéu. Spironolacton lién két canh tranh trén receptor
cia aldosteron & Ong luon xa va éng gop nén e ché tic dung cua
aldosteron, ting dao thai Na* kéo theo nuéc giy loi tiéu. Cac thude loi tiéu
gitr K* tac dung loi tiéu yéu va gay ting K* mau nén thudng phdi hop véi
thubc loi tiéu giam K mau, dé ting tac dung cua thudc va khic phuc tac
dung phu ting K méau [32] [33].

- Thuéc chen p-adrenergic gdm atenolol, nadolol, metopralol... thudng
duoc chon 1a thude tht hai sau loi tiéu trong diéu tri tang huyét ap, thude con
c6 tac dung trong trudng hop thiéu mau cuc bd co tim, chdng loan nhip tim va
giam dot tir sau nhdi mau co tim [42]. Cac thudc chen p-adrenergic cé tac
dung ha huyét ap [32] [41] do giam luu lugng tim, gidm tiét renin (rat c6 hiéu
qua v&i nhitng nguoi co6 hoat tinh renin cao ¢ huyét twong) nén giam
angiotensin II hoat hoa va giam aldosteron, giam truong luc giao cam ¢ trung
wong do d6i khang véi B-adrenergic ¢ trung wong. Mot sd thube chen B-
adrenergic c6 tac dung cuong giao cam noi tai cia co tim nhu alprenolol,
pinolol, metopralol nén ngan bét duge sy gidm nhip tim. Pac tinh nay c6 thé
¢6 loi cho nhitng bénh nhan r6i loan vé chtrc ning nit xoang, vé dan truyén
nhi thit va co bop co tim. Thude gay mot sé tac dung khong mong mudn nhu:
lam cham nhip tim, suy tim, r6i loan dan truyén nhi that; gay dau nira dau,
tram cam, hay kich thich gdy co giat, mat ngii hodc nga lim. Thubc 1am ting
LDL, giam HDL, giam glucose mau.

- Thuéc chen kénh Ca®*: Cho toi nay thubc chen kénh Ca®* nhu
amlodipin, nifedipin, felodipin... duogc coi la thudc diéu tri ting huyét ap kha
an toan va hiéu qua. Thudc con c6 vu diém 1a khong co tac dung khong mong
mudn & than va khong giy rdi loan chuyén hoa [32]. Cac thube chen kénh
Ca®* ¢6 tac dung gidn mach: Gidn mach ngoai vi, chu yéu gidn dong mach,

lam gidm surc cdn ngoai vi nén ha huyét &p; Gian mach vanh, tang cung lugng



16

mach vanh, ting cung cp oxy cho co tim; Gidn mach nfo, ting cung cip oxy
cho té bao than kinh. Trén tim, thudc lam giam hinh thanh xung dong lam
giam din truyén, va giam co bop co tim, giam nhu cau oxy c6 loi cho bénh
nhan co thit mach vanh. Tac dung bat loi ctia nhém dihydropyridin gdm phu
ngoai vi tuy thudc lidu dung do gidn tiéu dong mach tién mao mach 1am ting
dich tham tir khoang mach vao mé lién quan. Nhoém non-dihydropyridin it
gay phu ngoai vi ma thuong lam gidm co bop tim, giam nhip tim, vi vay phai
than trong khi phdi hop véi thude chen B-adrenergic.

- Thubc ché enzym chuyén angiotensine: Cac thudc trong nhom géom
captopril, enalapril, lisinopril... Enzym chuyén dang angiotensin xuc tac cho
qua trinh tao angiotensin II 1 chit c6 tac dung co mach, ting gitr Na* va lam
giang hoa bradykinin nén gay ting huyét ap. Khi dung cac thudc (rc ché men
chuyén, angiotensin II khong dugc hinh thanh va bradykinin bi ngin can
giang hoa dan dén gidn mach, ting thai Na* va ha huyét ap. Céac thudc tc ché
men chuyén gay mot sb tac dung khong mong muén nhu: ho khan, ting K*
mau, suy than cip hay gip ¢ bénh nhan hep dong mach than mot bén hoic hai
bén, di img, phu mach than kinh do thoat nudc qua mao mach, thay doi vi
giac hay gap khi dung captopril.

- Thuéc vrc ché thu thé angiotensin II. bao gén losartan, valsartan,
irbesartan, telnisartan... Pay 1a thudc kha méi trong diéu tri ting huyét ap va
suy tim [39]. Cac thudc trong nhom tc ché thu thé AT1- noi tiép nhan tac
dung angiotensin II gy co mach- do d6 1am hen ché tac dung cua angiotensin
IT, lam ha huyét ap. Tac dung khéng mong mudn cta cac thudc chen thy
thé Angiotensin II trong ty thudc e ché men chuyén, song wu diém hon 13
thudc it gy ho do khong lam bat hoat bradykinin, tac dong khéng mong
mudn 18n than va kali mau it hon khi dung tc ché men chuyén.

- Thuéc trc ché truc tiép renin: 1a thube méi trong diéu tri ting huyét ap.

Ngoai viéc co tdc dung urc ché truc ti€p renin, thude e ché ca angiotensin I va
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IT do d6 tranh duoc tac dung phan hdi (feedback) nén hoat tinh renin khong
tang. Do d6 vira ha dugc huyét ap ma lai khong gy ting hoat tinh cta renin.
Nam trong nhom nay bao gém cac thudc: aliskiren, tekturna, rasilez. Aliskiren
lam giam huyét ap khi st dung mot minh hodc khi két hop véi thude ha ap
khac nhung chua dugc chirng minh c6 tdc dung bdo v¢é & nhiing bénh nhan
c6 bénh tim mach, bao gdm ca & nhimng bénh nhan suy tim. Khuyén céo
chung hién nay 1a tranh sir dung aliskiren két hop vi mot thude e ché RAA
khac [42].

- Thudc chen thu thé a-adrenergic: Prazosin, terazosin (¢ ché chon loc
receptor ay- adrenergic, con bufeniod tac dung trén ca receptor a; va op-
adrenergic nén 1am gian mach, giam sirc can ngoai vi, ha huyét ap.

No6i chung, céc thudc chen thu thé o - adrenergic dugc coi la thudc lua
chon hang hai duoc thém vao hau hét cac thudc khac khi ting huyét &p
khong kiém soat. Tuy nhién, thudc c6 thé gay chong mit, ngit, danh tréng
nguc sau lidu dau tién va ha huyét ap thé dung véi viée str dung kéo dai. Vai
tro cua doxazosin, terazosin va prazosin trong viéc quan ly bénh nhan tang
huyét ap con han ché.

- Thuéc kich thich a-adrenergic trung wong bao gom Methyldopa: Trong
cac thé THA khi dung cac thudc khac it hodc khoéng cé hiéu qua thi
methyldopa dung liéu nho van c6 tac dung, twong ddi an toan, dung nap tot,
c6 thé dung duoc cho ngudi suy than, suy tim trai, phu nit ¢6 thai. Clonidin:
tac dung kha nhanh sau 30 phit nén cé thé dung dé ha cac con THA. Dang
bao ché dan trén da phong thich thudc lién tuc va giam tac dung phu.

- Cac thuoc gian mach khdc: Hydralazin 1a thudc gidn mach ngin va
khéng chon loc duge dung nap tét hon va hiéu qua hon nén duoc dung thay
thé cho minoxidil 1a thudc gian mach manh, chi dung trong THA khang tri.
Thudc truyén tinh mach nhu nitrat, nitroprussid, fenoldopam chi ding trong
THA cép ctru.
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Du bdo trong nhitng nam tdi s6 ngudi mic bénh ting huyét ap s& con
taing do cac yéu t6 lién quan nhu: hat thude 14, lam dung ruou - bia, dinh
dudng bat hop 1y, it van dong van con phd bién. Theo To chic Y té thé gidi
(WHO), khéng ché duoc nhimg yéu té nguy co nay co thé 1am giam dugc
80% bénh ting huyét ap. Nam 2009, WHO d& xuat mot bo chi sd ¢t 161 tir
STEPS dé theo dbi cac yéu td nguy co 1y nhiém trén toan qudc va trén toan
cau. Cac chi sb cdt 161 dd duoc coi 1a thiét thuc va dé dang co thé dat duoc &
cac quoc gia [43].

- Cadi thién ché dg an.

+ Giam chat béo bdo hoa va ting chat xo trong ché do an udng, co thé
lam giam nguy co cua tim mach bang cach gitp giam LDL-C (Low Density
Lipoprotein-Cholesterol) khong c6 loi, taing HDL-C (High Density Lipoprotein -
Cholesterol) co loi [19] [44].

+ Tréi cdy va rau qua c6 nhiéu chat dinh dudng va chat xo va tuong d6i
it calo. Mot ché d6 an nhiéu trai cdy va rau qua c6 thé giam nguy co mac ting
huyét ap. San pham ngii cdc cung cip carbohydrate phtic tap, vitamin, khoang
chat va chat xo. Mot ché do an trong cac san pham ngii coc co thé giup giam
bt ham Iwgng cholesterol va nguy co bénh tim mach [45].

+ Han ché sir dung mubi: Theo trung tam kiém soét va phong ngira dich
bénh Hoa Ky (CDC), nén giam lugng natri it hon 2,300 milligrams (mg) moi
ngay. Pac biét nén giam luong mubi dén muc 1500 mg mdi ngiy véi cac
truong hop: trén 51 tudi, ngudi co ting huyét ap, dai thao duong, bénh than
man tinh [18].

- Thay d6i hanh vi, 16i song:

+ Khong hat thude 1a: Hut thude 1am ton thuong cic mach mau va tang
tbc do xo cung dong mach. Hon nita, hut thudc 1a mot nguy co chinh gay

bénh tim mach va d6t quy [45].
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+ Han ché udng ruou bia: Ubng quéa nhiéu ruou bia lam ting nguy co
tang huyét ap.

+ Theo CDC néu uéng ruou thi khong nén qua 1 ly d6i v6i phu nir va 2
ly d6i véi nam giéi.

+ Tang cuong hoat dong thé luc: Hoat dong thé luc mbi ngay tdi thiéu
30 phut, sé giam nguy co mic cac bénh tim mach va ngan chan su xuét hién
ctia tang huyét ap.

- Kiém tra huyét ap thuong xuyén: CDC khuyén riang ban c6 thé sir dung
mot may do huyét ap tu dong ban tai nhiéu nha thudc dé kiém tra huyét ap
ctia minh boi huyét 4p nhiéu khi khong co triéu chtng béao trude [17].

- Ngin chin va quan 1y tot bénh dai thao duong.

- Theo chuong trinh muc tiéu quoc gia Y té dé phong chéng tang huyét ap
can thuc hién [46]:

+ Nang cao nhan thirc ctia nhan dan vé du phong va kiém soat bénh ting
huyét ap. Phan dau dat chi tiéu 50% nguoi dan hiéu dang vé bénh ting huyét
4p va céac bién phap phong, chéng bénh ting huyét ap.

+ Pao tao va phat trién ngudn nhan lyc lam cong tac du phong va quan
ly bénh ting huyét 4p tai tuyén co s6. Phan déu dat chi tiéu 80% can bo y té
hoat dong trong pham vi du an dugc dao tao vé bién phap du phong, phat hién
som, diéu tri va quan 1y bénh ting huyét ap.

+ Xay dyng, trién khai va duy tri bén vitng mé hinh quan 1y bénh ting
huyét ap tai tuyén co so.

+ Phén d4u dat chi tiéu 50% sé bénh nhan ting huyét ap nguy co cao
duogc phat hién s& dugc diéu tri ding theo phac do do B Y té quy dinh.

+ Tang huyét ap 1a hau qua cia thay d6i thanh mach nhu mat sy dan hoi
va kha nang gidn cua thanh mach, 1am han ché luu luong tuan hoan dan dén

ton thuong cac co quan dich nhu tim, than, mét, ndo. THA dugc coi nhu mot
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yéu td nguy co quan trong caa bénh dét quy va nhdi mau co tim. Do d6 sang
loc phat hién sém THA ¢0 vai tro quan trong trong viéc phong ngtra cac bénh
noi trén.

1.2. Theo y hoc ¢ truyén vé ting huyét ap

1.2.1. B¢nh danh

Tang huyét ap 12 mot ching bénh thuéc pham vi ching huyén vung, dau
théng, can duong, ... [16].

Huyén 1a hoa mat, vung 1a chong mat. Muc huyén chi mat hoa nhu nay
dom dém, nhin dd vat nhu c6 man che. Pau vyng 1a cam giac co thé hay db
vat bén ngoai chao dao, xoay chuyén, chd ding chong chanh. Dan gian
thuong goi chung la hoa mat chéng mat. Nhe thi hét ngay khi nham mat, ning
thi kém thém budn nén, ndn, toat mo hoi, ngd lin ra. Hai triéu chang nay
thuong hay két hop véi nhau nén goi 1a huyén vung [47] [48].

1.2.2. Nguyén nhdn va co ché bénh sinh cia ching huyén veng

V& nguy@n nhan bénh nay, thay thubc cac thoi dai co phan biét ra nhiéu
y kién khac nhau nhung déu xuat phat tir thuc té bénh tat va co quan hé trén
lam sang.

Sach Noi kinh cho ring chiing lao dao, xay xam thudc can.

Sach Linh Khu néi: "Thanh khi khong dua 1én day du, ndo 1a bé tuy
khong day du sinh huyén vung" [49]

Sach Huyén co nguyén bénh thic noi: "Bénh ndy phat sinh do phong
hoa, phong hoa déu thudc duong, kiém hoa 1an nhau, hai cai dong gap nhau
gay ra hién tugng quay vong.

Theo sach Chu Dan Khé noi: "Khong c¢6 dam khong thanh huyén vung
va dé ra cach chira, phai chita dam"; “vo dam bat tc huyén” [49], nghia 1a
khong c6 dam thi khong thé tao thanh chang huyén. Trong ching than duong

hu, chan hoa hu thiéu, khong di stc sudi 4m co thé, khdng chuyén hoa dugc
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thay giup thuy phat huy tac dung. Thay o tré khong sinh hoéa dugc ma thanh
dam am. Pam thap lan at, ngan tr& cac khiéu, lam thanh duong khong thing
ma gay huyén vung.

Theo Canh Nhac toan thu viét: "Chtng khéng c6 hu khong thanh huyén,
cho nén trong 10 truong hop thi 8-9 truong hop 1a hu con kiém hoa; kiém
dom chi c6 1-2 ma thdi, nén diéu tri huyén vung chd trong hu", nghia 1a
khong hu thi khong hoa mat, khéng c6 hoa thi khéng gay chong mit vay
huyén vung 1a do hu hop véi hoa gay nén, phép chita bé hu giang hoa, c6
nhiéu nguyén nhan gay chang huyén vyng nhu: 1am viéc qua vat va, no doi
that thuong, ndn mira 1am tén thuong bén trén, tiét ta gay ton thuong bén
dudi, ra md hodi nhiéu gay vong duong, cu muc kinh tdm (séc), nghi ngoi
nhiéu, bi danh, bi ai, dau don, kéu la tham thiét déu gay ton thuong phan
duong trong duong; lai c6 nguyén nhan do ndn ra mau, chay mau cam, dai ra
mau, hozc c6 khdi mu, vét loét to, hoic do chan thwong mat mau nhiéu ma
gay ching huyén vung; hoic do nam giéi ham mé qua muc, nit giéi bing
lau, mat mau sau dé déu gay tén thwong phan am trong dwong; hoic do sau
khi udng ruou qua say, thap nhiét boc 1én ma gay thuong dén phan am; hoic
do sau khi cau gian qua mac ma ton thuong phan khi; hoic do dam am luu
lai trung tiéu 1am anh hudng dén chic ning tri tiét, ty hu nhuoc ma gay
huyén vung. Ciing c¢6 trudng hop nguoi cao tudi phan tinh hu suy, lao luc
quéa d6 ma khong ngu dugc ciing gay huyén vung [50].

T6 van chi chan yéu dai luan viét: "chu phong tac huyén giai vu thuoc
can" y noi cac loai phong gay huyén vung déu do can phong noi dong sinh ra,
chira can la chinh.

Ha gian luc thu ghi: "phong hoa giai duong, duong da kiém hoa, duong

cha hé dong, ludng duong twong béac tac vi tuyén chuyén” y néi phong va hoa
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déu thudc duong, duong thuong kiém hoa, dwong chu vé& dong, hai duong
(phong va hoa) tuong bac véi nhau tat gay ra huyén vung, chita hoa la chinh.

Hai Thuong Lan Ong trong Y trung quan kién viét: "Bénh chong mat
trong phuong thu déu chia ra phong, han, thir, thap, khi, huyét, dom dé chita,
dai y khéng ngoai chir hoa. Am huyét hau thién hu thi hoa dong Ién, chan
thuy tién thién suy thi hoa bdc 1&n, bénh nhe thi chita hau thién, bénh nang thi
chira tién thién" [51].

Nhin chung, nhitng Iy luan trén déu c6 ¥ nghia chi dao vé nguyén nhan
va co ché bénh. Bénh nay phat sinh thuoc vé hu nhiéu hon nhu am hu dé lam
can phong dong; huyét kém thi no mat nuéi dudng; tinh suy thi bé tuy khéng
day du, déu dé gay ra huyén vung; mat khac co dom troc tng tic, che lap
hoac hoé hoa bdc 1én che mo & trén ma gay huyén vung.

Huyén vung 12 mot ching bénh thuong thay trén 1am sang, bénh tinh ¢é
nang c6 nhe, bénh co tuy rat phic tap, nhung quy nap lai khdng ra ngoai bon
phuong dién phong, hoa, dam, hu. Cac thé bénh huyén vung co thé xuat hién
don ddc, cling co thé xuat hién xen 1an vao nhau nhu nhitng chimg can dwong
cang thinh, can than 4m hu hoac huyét hu kiém can duong cang vugng hoic can
dwong hiép véi dam thap. Trén 1am sang can xét xem chang ban, ching tiéu,
chimg hu, chig thuc cho 13 rang rdi dinh phap diéu tri cho thich hop [16].

Bénh cap phan nhiéu thién vé thuc, c6 thé st dung nhiing phép tic
phong, tiém duong, thanh hoa, hoa dam dé diéu tri nguyén nhan (cap tri tiéu).
Bénh hoan thién vé hu nén str dung phép bo dudng khi huyét, ich than dudng
can, kién ty dé diéu tri vao géc. Nhimg nguoi ¢ do tudi trung nién tro 1én bj
huyén vung do can duong thinh nghich Ién hoa thanh can phong Iam cho lic
bénh phét nang, c6 thé tré thanh nhu ching tring phong cho nén khi diéu tri
phai ch y phong bénh, dng thoi tranh udng ruou, kiéng an béo, cay nong,

tranh gian di, cham thé thao thé duc, luyén tap khi cong.
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1.2.3. Cac thé ldm sang va diéu tri

Véi cac biéu hién hoa mat, chéng mat, xay sam... cia chang Huyén vung
trong Y hoc ¢6 truyén d6i chiéu véi Y hoc hién dai thi c6 nhiéu bénh c6 biéu
hién céc triéu chimg trén nhu thiéu mau, ting huyét ap, ha huyét ap, thoéi hoa
cot sdng ¢o, cam mao... Ching huyén vung theo mot sb tai liéu dugc phan
loai c&c thé bénh va phuong phap diéu tri sau [52] [49].
1.2.3.1. Thé dm hw dwong cang

Thé nay hay gip cao huyét 4p ¢ nguoi tré, rdi loan tién man kinh. Céc
triéu chiing thién vé hung phan nhiéu va wc ché giam. Néu thién vé uc ché
giam thi biéu hién 1am sang thién vé 4m hu. Néu thién vé hung phan nhiéu,
biéu hién 1am sang thién vé duong xung hay can hoa thinh.

* Triéu chung

Hoa mat, chong mit, tai 0, hay cau gat, miéng dang, hong khé, it ngu
hay mé, réu ludi trang hoic hoi vang, mach huyén hoat sac.

- Néu thién vé &m hu thi chong mat, hoa mat, hdi hop, mat nga hay quén,
10ng ban tay ban chan nong, ludi do it réu, mach huyén té sac.

- Néu thién vé duong xung hay can hoa thinh thi dau dau dir doi, mat do,
t4o bon, hong kho, dau ludi do, réu ludi vang khd, mach huyén sac co luc.

* Phuong phdp diéu tri: tu am, tiém duong

- Néu am hu nhiéu thi nang vé tu dudng can than am. Néu duong xung
nhiéu (hay can hoa thinh) thi binh can tiém duong hay thanh can ta hoa.

- Ch&m ctu: cham céc huyét thai xung, thai khé, tam am giao, duong
lang tuyén, phong tri, ndi quan, than mdn. Néu nhirc dau thi cham céc huyét
thai duwong, bach hoi, dau duy.

- Cham loa tai: diém ha huyét ap, can, than.
1.2.3.2. Thé can than hu

Thé nay hay gap ¢ nguoi gia, xo cing dong mach.
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* Trigu chung

Nhire dau, chong mat, hoa mat, U tai, hoang hét, dé so, ngu it, hay mé,
lung gbi yéu, miéng khd, mat do, chat ludi do, mach huyén té sac (thién vé
am hu).

- Néu thién vé duong hu thi sic mit tring, chan goi mém yéu, di tiéu
nhiéu, liét dwong, di tinh, mach tram té.

* Phuwrong phdp diéu tri: tu dudng, can than

- Néu thién vé am hu thi bd can than am, néu thién vé duong hu thi 6n
dudng can than.

- Cham cru: cham bo céc huyét thai khé, tam am giao, than du, can du,
huyét hai. Néu duong hu c6 thé ciu thém quan nguyén, khi hai, ménh mén.
1.2.3.3. Thé tam ty hur

Thé nay hay gip ¢ ngudi gia c6 kém theo bénh loét da day ta trang va
viém dai trang man, ...

* Triéu chung

Sic mat trang, da khd, mét moi, ngu it, an kém, hay di phan long, dau
choéng, hoa mat, réu ludi nhat, mach huyén té.

* Phuwrong phdp diéu tri: Kién ty, b huyét, an than

- Cham ctru: cham bo cac huyét tam &m giao, tdc tam ly, huyét hai, noi
quan, than man.
1.2.3.4. Thé dam thap

Thé bénh nay hay gap & ngudi béo, cd cao huyét ap va cholesterol méau cao.

* Triéu chung

Nguoi béo map, nguc sudn day tic, hay lom giong, budn nén, an it, ngu
kém, réu ludi trang dinh, mém nhat, mach huyén hoat. Néu d¢am thap hoa troc
thi ngu it, hay giat minh, dau c6 cam giéc tirc cang, mach huyén hoat.

* Phuong phdp diéu tri: Trir thap, hoa dam
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- Cham ctu: cham cac huyét thai xung, tic 1am khép, tic tam ly, phong
long, duong lang tuyén, can du, dom du.
1.3. Gi6i thiéu vé bai thudc nghién ciru
Nguon goc - xuat xir bai thude “Thanh can thang”
“Thanh can thang” 1a bai thudc nghiém phuong thuong duoc st dung
trén 1am sang tai khoa YHCT - Bénh vién Bach Mai va Bénh vién Tué Tinh.
Thanh phan Bai thuée “Thanh can thang”’
Cong thize bai thuée “Thanh can thang”

Cau ding 129 Tuc doan 129
Hoang cam 129 Trach ta : 109
Cuc hoa : 069 Xuyén khung : 08¢
Tang ky sinh 1 12g Long cot : 10g
Nguu tat : 10g Pai tao 1 12¢
Cong dung

Thanh can tiém duong, bd than

Chu tr§

Bai thudc c6 tic dung Thanh can tiém duong, dung trong diéu tri tang
huyét ap do nguyén nhan Can duong thuong cang gy ra chimg Huyén vung,
biéu hién co ban 1a dau dau, hoa mat, chéng mat, con bdc hoa, ...

Phan tich bai thuéc (Phu luc 1 - Phy luc 2)

Cau dang co tac dung binh can tirc phong giir vai trd 1a quan. Céc vi
hoang cam, ctic hoa cing phdi hop véi cau dang dé thanh can @c duong dong
vai tro 1a than. Tang ky sinh va tuc doan dé binh can bo thin, nguu tit dan
hoa di xudng. Trach ta dung dé loi niéu tiéu huyén. Xuyén khung hoat huyét
trir phong. Long cbt c6 tac dung trong tran an than, cac vi nay co vai tro 1a ta.

Dai tao di€u hoa cac vi thuoc 1a su.
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Nghién cizu thyc nghiém cia bai thuoc

Theo nghién curu cua tac gia Ngoé Quy Duong, qua khao sat doc tinh
cap x4c dinh dwgc LDsy cua bai thudc trén chudt theo duong udng Ia:
367,68+14,14 (gr/kg). Chuot ubng liéu tir 260gr/kg twong ung gap khoang

125 lan liéu dung trén 1am sang khong c6 biéu hién doc tinh cap [71].

Hinh 1. 1. Céc vi thuéc trong bai thuéc Thanh can thang

1.4. Mt s6 mé hinh nghién ciru trén ddng vat thue nghiém

Tang huyét ap 1a bénh c6 su biéu hién phuc tap, da yéu to dudi sy kiem
soat ctia nhiéu gen. Bé hiéu duoc co ché bénh sinh, nghién ctu thude diéu tri
va phong ngtra bénh, viéc phat trién cac mo hinh nghién ciu dong vat 13 rat
can thiét. Vi vay nhiéu mé hinh thir nghiém gay ting huyét ap khac nhau da
duogc phat trién [54].

Thudc ha huyét ap, dic biét cac thude dong y, thubc nguon goc tir duoc
lidu, ngoai tac dung chinh 1am ha chi sé huyét 4p ti da va toi thiéu, thuong

kém theo tac dung loi niéu (thai mudi, thai nudc) véi vai trdo nhu mot trong
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nhitng co ché ha huyét ap. Vi vay, cac mo hinh nghién ctu tac dung ha huyét
ap, ngoai nhitng mé hinh gay tang huyét ap dé danh gia tac dung truc tiép cua
thudc trén huyét ap, cac tac gia thuong khao sat thém tac dung loi niéu trén
md hinh thuc nghiém.

Truéc kia, cac nghién cau tha nghiém vé ting huyét 4p thuong duoc
thuc hién trén chd. Ngoai ra c6 thé thir nghiém trén tho, khi, lon... Hién nay
cac mo hinh thar nghiém danh gia tac dung diéu tri ting huyét 4p chu yéu
duogc thyuc hién trén chudt. Rat nhiéu mé hinh gay ting huyét 4p & dong vat da
duogc sur dung nhu: ting huyét ap lién quan dén than va mach méu, tang huyét
ap do ché do an, ting huyét ap do noi tiét, ting huyét 4p do than kinh, ting
huyét ap do tim 1y, ting huyét ap do di truyén va cac mé hinh khéc.

* Ting huyét dp lién quan dén thgn va mach mdu (ting huyét ap thgn-
mach)

Pay 1a mo hinh dugc st dung khé pho bién. Trong ting huyét 4p than-
mach, hé théng renin-angiotensin-aldosterol (RAA) dong vai trd quan trong
[55]. Theo thuc nghiém, co thiat dong mach than gay kich hoat RAA va hé¢
théng than kinh giao cam, l1am tang huyét ap. Mot s6 yéu to nhu giam thé
tich mau tuan hoan c6 thé dan dén kich thich giao cam trong mé hinh nay.
Renin dugc tiét ra tir phac hop canh cau than khi hoat dong giao cam tiang
Ién. Renin hoat hoda angiotensinogen thanh angiotensin I. Angiotensin |
duoc tach ra nho enzym chuyén dang tro thanh angiotensin 11 ¢6 kha ning
co mach va kich thich san xuat aldosteron. Aldosteron dugc san xuat & vé
thuong than, c6 vai trd gitt mudi, gitr nude va ting huyét ap [56].

- Phuong phép Goldblatt: Két qua nghién cau cua Goldblatt va cong sy
cho thay ring co that mot phan dong mach than & cho s& gy THA. THA loai
nay ciing da dugc gy ra ¢ tho, chudt va khi. Trén thé va chudt dung mot
thanh kep biang bac hinh chit U dé gay co that cia dong mach than. Cu thé voi
chudt cdng cé trong lugng tir 120 - 200g dugc gay mé bang hexobarbital natri
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(40 mg/kg cén nang chuot) va dua mot kep bac duong kinh 0,2 mm kep vao
dong mach than trai gan dong mach chu. Ciing c6 thé that dong mach than &
chudt bang chi khau sb 4, that ¢ong mach than sao cho tiét dién dong mach
sau khi thét it hon 50% so v&i ban dau.

- C6 3 hinh thire gdy tang huyét ap theo phuong phap cua Goldblatt: md
hinh 2K1C (two kidney one clip); m6 hinh 1K1C (one kidney one clip); md
hinh 2K2C (two kidney tow clip).

- Tang huyét 4p gay ra bang cach ting stc ép bén ngodi nhu mé than:
Pay 1a phuong phap gay ting huyét 4p & chd, tho va chudt. Co thé sir dung
cac phuong phap sau dé giy ting huyét 4p: ting huyét ap bang gidy (Page
hypertension)

* Tang huyét ap do ché dg dn

Gay tang huyét 4p bang cach ting lwong mudi trong ché do an: Trong
diéu kién sinh 1y binh thuong, than c6 kha niang bai tiét d& dang lugng mudi
thira hang ngay do vay ma khong lam ting thé tich dich ngoai bao. Tuy nhién,
dir liéu dich té hoc di chi ra rang & cong dong dan cu c6 ché do an nhiéu mudi
hay an man sé& co ty ¢ tang huyét ap 16n [57]. Thuc nghiém cho thay luong
mudi du thira mot thoi gian dai gdy ting huyét 4p & chudt, tho va ga con,
trong d6 cac tac gia gdy THA cho dong vat thuc nghiém bang cach thay thé
nuéc uéng hang ngay bang dung dich natri clorid 1-2% dung trong 9-12
thang. Ciing c6 thé gay tang nhanh huyét &p trén chudt bang céch that vong so
8 quanh maot bén than va cat bo than con lai dong thdi thay nude udng bang
dung dich NaCl 1 d¢én 2% trong vong 3 tuan.

* Tang huyét ap do ngi tiét

Gay tang huyét ap bang corticoid: Céc glucocorticoid va mineralcorticoid
thuong duoc st dung dé giy ting huyét ap. Céc corticoid gay giir natri va
nuéc trong co thé do d6 néu sir dung lidu cao hoic kéo dai sé gay THA.



29

Selys va cac cong sy 1a ngudi dau tién chung minh rang deoxy
corticosteron acetat (DOCA) gay tang huyét 4p & chudt. DOCA gay gitt mudi
va nudc dan dén tang thé tich mau va giy tang huyét 4p. DOCA con 1am ting
tiét vasopressin dan dén giir nudc va co mach. Ngoai ra, hoat dong cua hé
théng RAA thay d6i dan dén 1am tang hoat dong giao cam [58]. Phuong phap
giy ting THA nay c6 thé sir dung trén chuot, chd va lon. Cac mineralo
corticoid nhu aldosteron va gluco corticoid nhu cortison acetat ciing ¢ thé
gay THA loai nay.

Pé gay tang huyét ap, chudt trong luong khoang 100g cho an voi ché do
an nhiéu mudi va ubng dung dich natri clorid 2% tu do thay cho uéng nuéc.
Sau khi dat trong luong khoang 250g, chudt dugc usng DOCA hoa tan trong
dau hat me ¢ liéu 10 mg/kg, hai lan/tuan trong 43 ngay.

Trong mdt md hinh khéc, chudt duoc cit mot bén than trudce khi ding
DOCA moét tuan. Sau d6 tiém dudi da DOCA liéu 25 mg/kg/tuan trong
vong 5 tuan va theo ddi huyét ap. Ngoai ra ciing c6 thé thay tiém dudi da
DOCA bing cdy DOCA duéi da dong vat thi nghiém theo phuong phéap cay
ghép silicon vai liéu 200 mg/chudt [43].

Abbie I. Knowlton va cong sy tién hanh danh gia tic dung giy ting
huyét 4p trén chudt caa mot gluco corticoid, cu thé Ia cortison acetat liéu
2,5mg/kg/ngay, so sanh véi tac dung gay ting huyét a4p cua DOCA licu
2,5mg/kg/ngay, trén nén ché do an han ché mudi va ché d6 an véi ham luong
mudi cao trén dong vat di cat bo tuyén thuwong than va trén dong vat binh
thuong. Két qua thu duoc cho thay mirc huyét ap ting nhanh twong tu giita
hai nhém dung cortison acetat va DOCA khi cho ddng vat an ché d6 an
nhiéu muéi.

* Ting huyét dp do than kinh

Mot trong nhitng phan hdi quan trong nhét trong kiém soat ap luc mau
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bt ngudn tir receptor cam bién (baroreceptor) nim trong xoang dong mach
canh va cung dong mach cha. Din truyén cta receptor di doc theo ddy than
kinh thr 9 va thr 10. Cac sinap than kinh dau tién c6 mat trong enucleus
tractus solitarius (NTS-b6é don ddc hanh ndo). NTS khong chi 1a mdt trung
tam chuyén tiép, né ciing lién két voi sinap than kinh phirc tap, lién quan dén
su phan bd than kinh tir nhidu viing ndo bd va nhan thong tin tir ngoai vi. Kich
thich baroreceptor gy trc ché trung tim van mach dan dén gidn mach, cham
nhip tim va giam huyét ap. Hay bo baroreceptor gdy ting ap luc mau & cho,
meo, tho, do d6 gy ting huyét ap.
* Tang huyét dp do tim 1y

Tac gia Hatton D. C. va cong su da nghién ctru anh hudng cuia tinh trang
cing thang 1én ting huyét ap, két qua cho thiy gy cing thang kéo dai c6 thé
dan dén tinh trang THA. Trong mé hinh chudt ting huyét ap gidi han (BHR —
Borderline hypertensive rats), chudt dugc chia lam 2 nhom, hang ngay duogc
tiép xuc voi cac yéu to gay stress trong thoi gian ngan (20 phit) hodc dai (120
phut). Sau 2 tuan két qua thu dugc cho thay chudt tiép xtic véi cac yéu to gay
stress trong 120 phut ¢6 ti 18 THA cao hon dang ké so voi nhom chudt tiép
xtc vOi cac yéu td gy stress trong 20 phut.

V&i nhiéu tic nhan gay stress nhu kich thich cam xtc, kich thich dién,
cing thang tam 1y... ciing cho két qua ting huyét ap twong tu. Pay 1a mo hinh
tang huyét 4p khong phu thudc renin vi khi ting huyét ap hoat tinh renin
huyét thanh van & mirc binh thuong.

1.5. Mot s6 nghién ciru vé thudc y hoc co truyén trén thé giéi va tai Viét
Nam diéu trj ting huyét ap
1.5.1. Trén thé gidi

Y hoc ¢b truyén (YHCT) Trung Québc thdng nhat quy dinh bénh THA
thudc vao chang Huyén vyng. Tri phap co ban van 1a Binh can tiém duong;
B than tu am; Hoa dam trir huyén va ich khi b6 hu. Vi cac bai thudc cd
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phuong hay dung diéu tri THA 1a “Thién ma cdu dang 4m”; “Tam hoang ta
tam thang”; “Ban ha bach truat thién ma thang”; “Long dom ta can thang”;
“Ky ctc dia hoang hoan”, ... [59].

Song song Vvéi viéc tng dung c¢6 phuong, cac nha YHCT Trung Qubc
con nghién cau tao 1ap nhiéu nghiém phuong trén 1am sang. Cac bai thudc
nay duoc nghién ctu trén co sé ly luan chat ché, két hop y hoc hién dai
(YHHD) véi YHCT.

Bai thudc “Hoat huyét binh can” do tac gia Tran Binh (1996), hiéu qua
diéu tri 1am sang dat 87,62% trén tong sé bénh nhan 105 ca.

Bai thudc “ich linh giang 4p thang” cua tac gia Poan Hoc Trung va
Triéu Han Lam, diéu tri THA va Vita xo dong mach.

Mit khéc, cdng trinh nghién ctu vé thao moc doc vi c6 tac dung ha
huyét ap nhu cdy Giéng am c6 tac dung ha ap, an than va lam cham nhip tim.
Vi thudc Dam duong hodc ¢6 tac dung lam gidn mach ngoai vi hoac tc ché
trung khu than kinh van dong huyét quan nén cé tac dung ha ép.

1.5.2. O'Vigt Nam

Tai Viét Nam, van dé vé tang huyét ap luén duoc quan tdm va chi trong.
Khong nhitng sir dung YHHD ma con tng dung ca YHCT rong rai vao diéu
tri. Bén canh d6 c¢6 nhiéu tac gia da nghién ciu vé cac vi thudc va bai thube
c6 tac dung ha huyét ap nhu:

Nghién ctu cua tac gia Nguyén Dinh Pao nim 2001 cho thay Ché tan
Carosan c6 hiéu qua ha ap & 85% bénh nhan nghién ctu, st dung an toan,
thuan loi [59].

Tran Thi Hong Thay (2006) danh gia tac dung vi thuc Dia long diéu tri
THA nguyén phét cho thay ddi véi bénh THA nhe va vira thuoc 3 thé bénh
cua YHCT. Két qua nghién ctu cho thiy: Dia long dat hiéu qua tét ddi voi
thé can than am hu 13 86,9%, thé dam thap 12 95,5% va thé can duong vuong
la 85,7% [60].
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Nguyén Huy Gia (2009) danh gia tac dung ha HA cia Nam hong chi ddi
véi THA thé can than 4m hu va dam thap dat hiéu qua cao [61]

Nam 2010, Nguyén Thi Huong Giang danh gia tac dung ha &p cta ché
pham Angiohibin (protein chiét xuét tir dau xanh bang phuong phép thuy
phan enzym) trén bénh nhan THA nguyén phat d6 I thu dugc két qua ha ap
dat t6i 96,7% [72].

Lé Thi Mo va cong su (2015) sir dung 01 vién Amlodipine 5mg két hop
véi vién Hobi xuan hoan trén 31 bénh nhan tang huyét ap do I, 1l cho két qua
87.10% tro vé muc huyét ap binh thuong [73].

Nam 2015, Nguyén Truong Nam danh gia tac dung hd tro diéu tri coa
“Bo than giang ap thang” trén bénh nhan tang huyét 4p thé can than hu, két
qua ha ap dat 89,47% [74].

Lé Thi Kim Oanh (2017) Panh gia tac dung cua bai thudc “Tu am giang
hoa phuong” trong diéu tri ting huyét 4p nguyén phat d6 | dat 70% [75].

Nhin chung, cac nghién ctu vé diéu tri THA trong nudc con chua ¢ hé
théng, dong thoi viéc tim ra phuong thubc gidp binh 6n HA 1au dai ciing chua
c¢6 duoc nhimg thanh céng nhu mong doi. Vi vay can phai thyc hién nhiéu
nghién ctru dé tim ra phuong phap chita tri va phong ngira THA mét cach co
hiéu qua nhat cho stc khoé nhan dan, ca cong dong.
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CHUONG 2
CHAT LIEU, POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong, vat liéu nghién ciru
2.1.1. Ché phidm nghién ciru: bai thuéc Thanh can thang
Bdng 2.1. Thanh phdn cia bai thuéc Thanh can thang

SOTT Vi thuéc Tén khoa hoc Liéu lwong
1 Cau dang Ramulus Uncariae Cum Unis 12 gram
2 Hoang cam Radix Scutellariae 12 gram
3 Culc hoa Flos Chrysanthemi indici 06 gram
4 Tang ky sinh Herba Loranthi Gracifilolii 12 gram
5 Nguu tat Radix Achyranthis bidentatae 10 gram
6 Tuc doan Radix Dipsaci 12 gram
7 Trach ta Rhizoma Alismatis 10 gram
8 Xuyén khung Rhizoma Ligustici wallichii 08 gram
9 Long cot Os Draconis 10 gram
10 Dai tdo Fructus Ziziphi jujubae 12 gram

Cac duoc liéu trong bai thudc dugc dung dudi dang duoc liéu kho va
dat tiéu chuan trong Dugc dién Viét Nam V.

Tu cac dugc lieu kho cua bai thuéc Thanh Can Thang, tién hanh
nghién cau chiét xuat va bao ché bai thuoc Thanh Can Thang, xay dung
tidu chuan co s va kiém dinh tiéu chuan cho bai thuéc Thanh Can Thang.
Bai thuéc Thanh Can Thang dat tiéu chuan co sé duoc st dung la ché
pham nghién ctu dé danh gia tac dung trén thuc nghiém.

Dich chiét nuéc chiét xuat bai thuéc Thanh Can thang gom 10 vi duoc

licu: Cau dang, Hoang cam, Cuc hoa, Tang ky sinh, Nguu tat, Tuc doan,
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Trach ta, Xuyén khung, Long cét, Pai tdo, tong 104g. Cao nuéc 1:1 tir bai
thudc (1g duogc lieu/Iml cao) chiét xuat bang may chiét tu dong tai khoa
Duoc, bénh vién Tué Tinh, sau d6 dugc co quay chan khong dén ty 1é thich
hop dung cho nghién cuau.

Liéu dung duoc tinh theo gdi duoc liéu khd/kg/ngay hoic goi bai
thudc/kg/ngay. Liéu dy kién st dung trén ngudi 1a 104g/ngudi/ngdy. Tinh
quan binh mot nguoi 50kg thi lidu ding du kién trén nguoi s& la
2,08g/kg/ngay. Quy d6i theo hé sé quy d6i tir ngudi sang dong vat thuc
nghiém [62]. Quy d6i ra liéu tuong dwong trén chudt cong véi hé sé quy doi
1a 07 thi liéu du Kién cd tac dung trén chudt cong 1a 14,569/kg/ngay. Tir c4c
muc liéu dung tinh theo g duoc liéu kho/kg/ngay va ty 1é diéu ché (tir bao
nhiéu g dugc kho kho dé tao ra 1 goi bai thuéc Thanh can thang), ta tinh duoc
muc liéu ding tinh theo goi bai thuéc/kg/ngay.

2.1.2. Dong vat nghién ciru
Chudt cong trang chung Wistar véi s6 luong dugc trinh bay & bang 2.2

Bdng 2.2. Sé lwong dpng vdt thec nghiém

Pong vit n Tiéu chuan Nghién ciru

khoe manh, trong | Panh gia tac dung ha

A A < 50 ,
Chuot cong tréng, luong 200 - 2209 huyét ap

gidng duc, ching
khée manh, trong Danh gia tac dung

Wistar 32 7
luong 200 - 2209 loi ticu

Tiéu chuan danh gia chudt khoe manh, du diéu kién gom: 16ng muot,
mat trong, hau mon khd, hoat dong, van dong binh thuong, dn udng binh
thuong, chét thai binh thuong. Viéc lwa chon chudt nghién ctu dugc tién
hanh boi 2 k§ thuat vién c6 nhiéu kinh nghiém. Sau khi lya chon xong, truc

tiép can bo nghién cau kiém tra, danh gia lai.
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Pong vat thi nghiém do Ban chin nudi - Hoc vién Quan y cung cap, nudi
dudng trong phong nudi dong vat thi nghiém it nhat mét tuan trudc khi tién
hanh thi nghiém. Dong vat an thirc an theo tiéu chuan thic an cho dong vat
nghién ciru, nude sach dun soi dé ngudi udng tu do. Hang ngay theo ddi ghi
chép dién bién két qua thi nghiém.
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Hinh 2. 1. Chugt cong tring, giéng duc, chiing Wistar ding cho nghién ciu

2.1.3. Héa chdt nghién cizu

- Cortison acetat va hydroclorothiazid (chat chuan do Vién Kiém nghiém
thudc Trung wong cung cap).

- Dau oliu Extra Virgin Oil 100% dau oliu (dung mi pha cortison acetat).

- Natri carboxymethyl cellulose 0,5% (dung méi pha hydroclorothiazid).

- Dung dich NaCl 1%.
2.1.4. Dung cu, may moc, thiét bi

- Hé thdng do huyét ap dudi chudt khong xam lan cia hing ADInstrument
(New Zealand)

- Budng lam am dong vat thuc nghiém ctia hang Ugo — Basile (ltaly)

- B dung cu md dong vat ¢& nho, kim cho chuét uéng thudc va cac dung
cu thi nghiém khéc.

- Chudng nudi danh gia chuyén hoa.
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2.2. Phuwong phap nghién ciru
2.2.1. Trién khai mé hinh gdy ting huyét 4p cho chugt céng bang cortison
acetat va ky thudt do huyét duéi chuét khdng xam ldn

* Nguyén tic gy ting huyét ap:

Chuét duoc gy ting huyét 4p bang cortison acetat. Cortison acetat 1a
mét glucocorticoid, c6 tac dung gitr mudi, giit nuwéc dan dén tang thé tich mau
va gdy tang huyét ap.

Chuot cbng trang gidng duc, dat tiéu chuan thi nghiém, dugc gay
ting huyét 4p bang cach tiém dudi da cortison acetat va cho udng nudc
mudi NaCl 1% lién tuc trong 28 ngay.

* C4ch tién hanh:

Mo hinh gay ting huyét ap trén chuot céng trang bang cortison acetat
va udng dung dich natriclorid 1% duoc tién hanh theo phuong phéap cua
Abbie I.Knowlton [63].

Chuot cdng trang giéng duc chia thanh 2 16, mdi 16 10 con:

- L6 1 (16 chung): Udng nudc cat hang ngay.

- L6 2 (md hinh): Tiém dudi da cortison acetat liéu 2,5 mg/kg/ngay va
uéng dung dich natriclorid 1% lién tuc trong 28 ngay.

Tién hanh do huyét ap tdm thu, huyét ap tdm truong, va nhip tim chudt &
ca 2 16 bang hé thong do huyét ap dudi chudt khéng xam lan tai cac thoi
diém: trudc tiém cortison acetat lan dau, ngay thir 21 (ké tir khi bat dau tiém
cortison acetat) va sau 24 gid tiém cortison acetat 1an cudi cing. Tinh huyét
ap trung binh caa chudt theo cong thtc:

Huyét ap trung binh = 2/3 huyét 4p tam thu + 1/3 huyét 4p tim truong.
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Hinh 2. 2. Chugt dwge dit trong budng lam am va dwoc do huyét ap,

nhip tim bang hé thong do huyét Ap dudi chudt khong xam lan ciia hiang

ADInstrument

2.2.2. Nghién civu tic dung ha huyét dp trén chuét cong tring

Danh gia tac dung ha huyét &4p caa bai thudc “Thanh can thang” trén mo
hinh gay ting huyét ap.

Chuét cdng trang gidng duc chia thanh 5 16, mdi 16 10 con:

- L6 1(16 chimg): Khong gay ting huyét &p + ubng nudce cat

- L6 2 (md hinh): Gay tang huyét &p + ubng nudc cat.

- L6 3 (tham chiéu): Gay ting huyét 4p + udng hydro clorothiazid
25mg/kg/ ngay

- L6 4 (tri 1): Gay tang huyét &p + udng Thanh can thang 14,56g/kg/ngay

- Lo 5 (tri 2): Gay tang huyét 4p + udng Thanh can thang 43,68 g/kg

Chudt dugc gay tang huyét ap bang céch tiém dudi da cortison acetat
liu 2,5 mg/kg/ngay va udng dung dich natriclorid 1% thay nuéc udng hang
ngay lién tuc trong 28 ngay theo phuong phap cua Abbie I.Knowlton [63].

Chuét duoc ubng nudc cat, thudc tham chiéu hoic thude thir (ubng cudng
birc bang kim cong dau ti chuyén dung) lién tuc trong 7 ngdy, bat dau tir ngay

thir 21 ké tir khi bat dau tiém cortison acetat. Trong thoi gian udng, chuét ¢ 16 2
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dén 16 5 van tiép tuc duoc tiém cortison acetat lidu 2,5mg/kg/ngay va uéng dung

dich natri clorid 1%.

il b
Hinh 2. 3. Cho chudt uéng thuéc bang kim cong diu t0 chuyén dung

Tién hanh do huyét ap tdm thu, huyét ap tam truong, va nhip tim chuot &
ca 2 16 bang hé thdng do huyét ap dudi chudt khéng xam lan tai cac thoi
diém: trudc tiém cortison acetat lan dau, truéc udng thudc (ngay thr 21 ké tir
khi bat dau tiém cortison acetat) va sau 24 gio tiém cortison acetat lan cudi
cung. Tinh huyét &p trung binh cta chuét theo cdng thuc:

Huyét ap trung binh = 2/3 huyét 4p tam thu + 1/3 huyét 4p tim truong.
2.2.3. Nghién civu tic dung lgi tiéu trén chudt cong tring

Tac dung loi tiéu ctia ché pham dugc danh gia trén chudt cong tring duc
theo phuong phap nghién ctru dugc mo ta bodi M.S. Pallie va cong su (2016).

Chuot céng tréng duc ching Wistar khoe manh, can nang 200 — 220g,
dugc nudi dudng trong diéu kién thi nghiém 7 ngdy trude khi tién hanh thi
nghiém. Trudc khi thi nghiém chudt dugc cho nhin an trong 18 gio. Nudc tiéu
trong bang quang duoc 1am rdng bang cach kéo dudi chudt va ép nhe ving
bang quang. Mot gio trude khi diéu tri, tat ca cac chudt duge cho udng nuéc
mudi sinh ly liéu 5mL/ 100g thé trong, nham ap dat tai lugng mudi va nude
déng déu & cac chuét. Sau do 1 gio, cac chudt dugce chia ngﬁu nhién thanh 4

16, mdi 16 8 chudt, va duge cho uong nhu sau:
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- L6 1 (16 ching): udng nudc cat.

- L6 2 (16 tham chiéu): uéng Furocemid liéu 13mg/kg.

- L6 3 (16 tri 1): udng Thanh can thang 14,56g/kg/ngay.

- L6 4 (16 tri 2): udng Thanh can thang 43,68 g/kg.

Ngay sau khi uéng thudc, mdi chudt duoce dit vao mot Chuéng nuoi danh
gia chuyén hoa va luong nudc tiéu thai ra dugc xac dinh hang gio trong thoi
gian 5 gid. Mau sic ctia nudc tiéu ciing duoc ghi lai. Xét nghiém danh gia pH
nuéc tiéu, ndng do Na* va K* trong nudce tiéu, ty trong nudc tiéu.

2.3. Bién s, chi s6 trong nghién ctru

* Trién khai mé hinh gdy tang huyét dp bang cortison acetat trén chudt
cong trang thuc nghiém va kj thudt do huyét dp bang dudi chudt khéng
xdm ldn

- Huyét 4p tam thu ctia chudt trong mé hinh

- Huyét ap tdm truong cta chudt trong mé hinh

- Huyét 4p trung binh cta chudt trong mé hinh

- Nhip tim cua chudt trong mo6 hinh

* Nghién ciru tic dung diéu tri tang huyét dp bang bdi thuéc Thanh can
thang

- Huyét ap tdm thu ctia chudt

- Huyét ap tdm truong cta chudt

- Huyét ap trung binh cua chuot

- Nhip tim cta chudt

* Nghién ciru tdc dung loi tiéu

- Luong nudc tiéu thai ra hang gid

- Tong s6 lugng nude tiéu thai ra trong 5 gio udng thude

- Ham lwong Na *

- Ham luong K*
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- Ty trong nudc tiéu

- Do pH ciia nudc tiéu
2.4. Xir 1y s6 liéu

Cac sd liéu thu thap dugc xtr 1y theo phuong phap thong ké Y sinh hoc,
st dung phan mém SPSS 20.0 trong d6 c¢o sir dung cac thuat toan: tinh gia tri
trung binh, ty & phan trim; so sanh su khac biét vé& gia trj trung binh bang
ANOVA test khi phan bé s liéu chuan, Man-Whitney test khi sé liéu phan bd
khong chuan; su khéc biét co ¥ nghia thdng ké véi p < 0,05.
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CHUONG 3
KET QUA NGHIEN CUU

3.1. Két qua danh gia trién khai mé hinh gy ting huyét ap trén chudt

cong

Két qua duoc trinh bay ¢ cac bang 3.1, 3.2, 3.3, va 3.4

Bdang 3.1. Két qud huyét ap tam thu cia chudt danh gid trién khai mo hinh

(n=10, Mean = SD)

Huyét ap tam thu cia chudt (mmHg) danh gia két qua trién khai mé hinh

Ngay thir 21 (ké tir khi bat

24h sau tiém cortison

i dau tiém cortison acetat) L
Lo Truéc tiem o) acetat lan cuoi (c)
chudt | cortison acetat Pso véi truse
. . [0) 3 (0} 3
lan diu (2) Y0 ting Y0 ting
Mean+SD | sovéi | Mean=SD | so voi
(a) (a)
L6 1:16
121,52 £11,96 | 120,98 + 9,65 - 121,99+10,91 - > 0,05
ching
Pe.a< 0,001
L6 2: 16 Tang Téang
R 121,15+14,71 | 140,15+12,94 144,24+15,43 Pp-a< 0,01
mo hinh 15,59 % 18,96%
pc.b> 0,05
% tang
S0 vOi - Tang 15,93% - Tang 18,24% - -
chung
Pso vei

chung

> 0,05

<0,01

<0,01
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Nhan xét:

- So s&nh 2 16 chudt tai thoi diém ban dau (trudc tiém cortison acetat 1an
dau), cling nhu so sanh & 16 ching gitta cac thoi diém do, huyét ap tam thu
cua chudt khong cé su thay ddi cé y nghia théng ké (p > 0,05).

- Tai cé4c thoi diém ngay 21 va sau 28 ngay tiém cortison acetat, huyét ap
tAm thu cua chudt & 16 m hinh ting cao ¢ ¥ nghia thong ké so vai 16 ching (ting
15,93%, p < 0,01 va tang 18,24%, p < 0,01, twong ung), cling nhu so vai thoi
diém ban dau (ting 15,59%, p < 0,01 va ting 19,06%, p < 0,001, twong &ng).

- So véi thoi diém ngay 21, huyét ap tam thu caa chudt ¢ 16 mé hinh do

tai thoi diém sau 28 ngay tiém cortison acetat cao hon, tuy nhién khong c6 ¥

nghia thong ké (p > 0,05).

Bdng 3.2.Két qud huyét dp tam trwong ciia chugt danh gid trién khai mo
hinh (n= 10, Mean + SD)

Huyét 4p tdm trwong ciia chuét (mmHg) danh gia két qua
trién khai mé hinh
Ngay thir 21 (ké tir khi . :
N i 9 y‘A u’.A (ke . 24h sau tiém cortison
Lo Truwoc tiém bat dau tiém cortison N £
" i acetat lan cuoi (c)
chugt cortison acetat) (b) _
acetat lan % % tang | DeOvéi e
dau (a) Mean + SD | tingso | Mean+SD | S0 Vi
Véi (a) (a)
L6 1:16
, 102,51+12,63| 101,56%6,95 - 102,69 + 10,99 - > 0,05
ching
. R . 5 Pc< 0,001
L6 2:10 Tang Tang
102,12+13,13| 125,00 £16,40 129,81 + 13,98 .2< 0,001
mohinh | ’ | 24400 | O 71106 | P
pC'b> 0,05
% tang
SO voi - Tang 23,08% - Tang 26,41% - -
ching
Pso v >0,05 < 0,001 : < 0,001 : :
chung




Nhan xét:
- So s&nh 2 16 chudt tai thoi diém ban dau (trudc tiém cortison acetat 1an
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dau), cling nhu so sanh & 16 ching giita cac thoi diém do, huyét &p tam truong

cua chudt khong c6 su thay doi cé ¥ nghia théng ké (p > 0,05).

- Tai c4c thoi diém ngay 21 va sau 28 ngay tiém cortison acetat, huyét ap tam

treong cua chudt & 16 mo hinh ting cao c6 ¥ nghia thong ké so véi 16 ching (ting
23,08%, p < 0,001 va tang 26,41%, p < 0,001, twong ng), cling nhu so voi thoi
diém ban dau (ting 24,40%, p < 0,001 va ting 27,11%, p < 0,001, tuong tmng).

- So voi thoi diém ngay 21, huyét ap tim truong ctia chudt ¢ 16 md hinh

do tai thoi diém sau 28 ngay tiém cortison acetat cao hon, tuy nhién khong co
¥ nghia théng ké (p > 0,05).

Bdng 3.3. Két qud huyét ap trung binh ciia chugt danh gid trién khai md
hinh (n= 10, Mean + SD)

Huyét ap trung binh cia chudt (mmHg) danh gia két qua

trién khai mo hinh

Ngay thir 21 (ké tir khi . _
R R . ) 24h sau tiém cortison
Lo Truwoc tiém bat dau tiém cortison s ..
] acetat lan cuoi (C)
chugt cortison acetat) (b)
acetat Ian % tang % tang Pso vt trute
dau (a) Mean +SD | sovéi | Mean £ SD S0 Vo
(a) (a)
LO1:16
115,18+12,09(114,45+6,80 - 115,56 + 10,87 - > 0,05
chung
A Pc-a< 0,001
L6 2:10 Tang Tang
. 114,87+£13,96| 135,10+11,74 139,43 + 13,73 Ppo< 0,001
mo hinh 17,61 % 21,37%
Pc-b > 0,05
% tang so
) - Tang 18,05% - Tang 20,66% - -
v6i chung
Pso vsi

chting

> 0,05

<0,001

< 0,001
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Nhan xét:

- So s&nh 2 16 chudt tai thoi diém ban dau (trudc tiém cortison acetat 1an
dau), cling nhu so sanh ¢ 16 chuang gitra cac thoi diém do, huyét 4p trung binh
cua chudt khong cé su thay ddi cé ¥ nghia théng ké (p > 0,05).

- Tai cé4c thoi diém ngay 21 va sau 28 ngay tiém cortison acetat, huyét ap
trung binh ciia chudt ¢ 16 mo hinh tang cao cé y nghia thong ké so voi 16
chung (tang 18,05%, p < 0,001 va tang 20,66%, p < 0,001, twong Gng), ciling
nhu so voi thoi diém ban dau (ting 13,73%, p < 0,001 va tang 21,37%, p <
0,001, trong rng).

- So véi thoi diém ngay 21, huyét ap trung binh cuaa chudt ¢ 16 mé hinh
do tai thoi diém sau 28 ngay tiém cortison acetat cao hon, tuy nhién khong co
¥ nghia thong ké (p > 0,05).
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Bdng 3.4. Két qud nhip tim cia chugt danh gid trién khai mé hinh

(n= 10, Mean £ SD)

Nhip tim caa chudt (Ian/phat)
danh gia két qua trién khai md hinh

L6 chudgt | Truéctiém | Ngaythiw2l (kétie | 24h sau tiém
: s A <A . pso Véi
cortison acetat | khibatdautiém | cortison acetat
landau (@) | cortison acetat) (b) | 14n cudi (c) e
Lo 1:16
305,71 +23,57 | 302,16 +37,62 | 302,79 +24,45 | >0,05
chiing
L6 2: 16
o 306,29 + 24,44 | 305,02 +24,61 | 303,23+21,09 | >0,05
mo hinh
Pso vei ching >0,05 > 0,05 > 0,05 -
Nhan xet:

- So sanh giira cac 16 tai cing mét thoi diém, cling nhu so sanh trong
ting 16 gitra cac thoi diém do, nhip tim cua chudt khéng c6 sy thay d6i co y
nghia thong ké (p > 0,05).

Tir két qua & cac bang 3.1, 3.2, 3.3, va 3.4 cho thay, tai thoi diém ngay
thir 21 ké tir khi bat dau tiém cortison acetat va udéng dung dich natri clorid
1%, huyét ap tdm thu, huyét ap tAm trurong va huyét ap trung binh cta chudt &
16 md hinh déu ting cao c6 y nghia thong ké so véi 16 chimg cling nhu so vai
thoi diém ban dau (trudc tiém cortison acetat 1an dau). Huyét ap tdm thu, huyét
ap tAm truong va huyét ap trung binh tiép tuc ting cao tai thoi diém sau 28 ngay
tiém cortison acetat va udng dung dich natri clorid 1%, tuy nhién khong c6 ¥
nghia thong ké so véi thoi diém ngay thi 21. Nhip tim chudt khong cé sy thay
d6i c6 ¥ nghia thong ké (p > 0,05).
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3.2. Két qua nghién ciru tac dung diéu tri ting huyét ap

Két qua duoc trinh by & cac bang 3.5, 3.6, 3.7, va 3.8

Bdng 3.5. Két qud huyét ap tam thu ciia chugt dinh gid tic dung ciia bai
thuac Thanh Can Thang (n= 10, Mean + SD)

Huyét 4p tdm thu caa chudt (mmHg) danh gia tac dung caa
bai thuéc Thanh Can Thang

i B Ngay thir 21 (ké B
L6 chuot Truwéc tiém L, 24h sau tiém
_ tr khi bat dau )
cortison acetat . _ cortison acetat | Pso véi truse
. . tiem cortison . .
lan dau (a) lan cuoi (c)
acetat) (b)
L6 1: 106
121,52 +11,96 | 120,98 £9,65 | 121,99 + 10,91 -
chung (1)
L6 2: mo
. 121,15+ 14,71 | 140,15+ 12,94 | 144,24 + 15,43 -
hinh (2)
L6 3: tham Pev< 0,001
B 121,39 £ 10,23 | 139,54 + 14,74 | 127,22 + 13,32
chi¢u (3) Pe.a> 0,05
Lo 4:tri 1 Pcb< 0,001
121,81 £10,20 | 139,05+ 12,44 | 129,02 £ 11,71
(4) Pca> 0,05
Lo 5:tri2 Pcb< 0,001
121,56 £ 14,27 | 138,93 £ 14,16 | 122,74 £ 12,02
(5) Pca> 0,05
P23451<0,01 | psgas51>0,05
P345-2> 0,05 P152< 0,01
pgifra cac 16 > 0,05 -
Poitia cic1634,5 > P342< 0,05
0,05 Pgitiacicto 345> 0,09
Nhan xet:

- O céc thoi diém trude khi udng thude (trude tiém cortison acetat lan dau
va ngay thir 21 ké tir khi bat dau tiém cortison acetat), huyét ap tam thu cua
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chudt & cac 16 mé hinh, 16 tham chiéu, 16 tri 1 va 16 tri 2 khong c6 sy khac
biét co nghia thong ké (p > 0,05).

- Tai thoi diém sau 7 ngay udng thudc (24h sau tiém cortison acetat 1an cudi),
huyét ap tdm thu ctia chudt & 16 tham chiéu (ung hydroclorothiazid), 16 tri 1 va 16
tri 2 (ubng Thanh Can Thang) thap hon so v6i ¢ 16 md hinh ciing nhu so véi tai
thoi diém ngay 21 (ngay trude khi udng thudc) véi p < 0,05 va p < 0,01, vé muc
twrong duong so vai 16 chimg cling nhu so véi thoi diém ban dau (p > 0,05).

- L& tri 2 (dung Thanh can thang lidu cao) c6 mirc d6 giam huyét &p tam
thu nhiéu hon so 16 tham chiéu va 16 tri 1, tuy nhién khéng c6 su khac biét co

¥ nghia thong ké giita cac 16 nay (p > 0,05).
Bdang 3.6. Két qud huyét dp tam trwong cia chugt dinh gid tdc dung cia

bai thuéc Thanh Can Thang (n= 10, Mean + SD)

Huyét ap tim trwong cia chudt (mmHg) danh gia tac dung
ciia bai thudéc Thanh Can Thang
L6 chuot Trwoc tiém l\tlgaghﬁh;;j;éﬁe 24h sau tiém
cortison acetat o ) cortison acetat | Pso vei trusc
Andiu(a) | CemCOTUSON L Ui (©)
acetat) (b)
LOL0 1 0o 5141263 | 101,56+ 695 | 102,60 + 10.99 ]
chimg (1)
LO2:MO |05 1541313 | 125.00 + 16,40 | 12981 + 13,98 ;
hinh (2)
L6 3: tham Peb< 0,001
. + + +
i (3) 102,04 + 18,94 | 125,05 + 20,88 | 110,15 + 16,68 008
Lot 1| 0 3341320 | 125,11 +17.79 | 111,23 + 15.4g | Pev< 0001
(4) Dee> 0,05
LOS: 2 |05 90 4+ 1562 | 124.96+17.01 | 103,29 + 16,25 | Per %001
(5) Pca> 0,05
P345.1> 0,05
P23451< 0,01 P152< 0,01
Pyitra cac 16 > 0,05 P3452> 0,05 P342< 0,05 -
Poitacicio345> 0,05 | Pitacicio 345>
0,05
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Nhan xet:

- O céc thoi diém trude khi ubng thude (trudc tiém cortison acetat lan dau
va ngay tht 21 ké tir khi bat dau tiém cortison acetat), huyét ap tdm truong
cua chudt & cac 16 md hinh, 16 tham chiéu, 16 tri 1 va 16 tri 2 khong c6 su khéc
biét co nghia thong ké (p > 0,05).

- Tai thoi diém sau 7 ngay udng thudc (24h sau tiém cortison acetat 1an cudi),
huyét ap tam truong ctia chudt ¢ 16 tham chiéu (ubng hydroclorothiazid), 16 tri 1
va 16 tri 2 (udng Thanh Can Thang) thap hon so v&i & 16 md hinh ciing nhur so v6i
tai thoi diém ngay 21 (ngay trude khi udng thudc) véi p < 0,05 va p < 0,01, vé
mtc tuong duong so vai 16 ching cling nhu so véi thoi diém ban dau (p > 0,05).

- L6 tri 2 (dung Thanh can thang liéu cao) c6 mac do giam huyét ap tam
trwrong nhiéu hon so 16 tham chiéu va 16 tri 1, tuy nhién khéng cé sy khac biét
c6 ¥ nghia théng ké giira cac 16 nay (p > 0,05).

Bdng 3.7. Két qud huyét ap trung binh ciia chudt dinh gid tac dung ciia bai
thuoc Thanh Can Thang (n= 10, Mean + SD)

Huyét &p trung binh cia chugt (mmHg) danh gia tac dung cia
bai thuoc Thanh Can Thang
L6 chuét Trud6c tiém Ngay thir21 (ketir | 24h sau tiém
cor:tisorj acetat khi bat dau tiém cor"tison'acetat Pso véi truéc
lan dau (a) cortison acetat) (b) lan cuoi (c)
L6 1:16
115,18+ 12,09 114,45 + 6,80 115,56 + 10,87 -
chung (1)
L6 2: mb
. 114,87 +£ 13,96 135,10 £ 11,74 139,43 +£ 13,73 -
hinh (2)
L6 3: tham Pev< 0,001
y 114,94 + 8,42 134,71 £ 10,59 121,53 +£ 10,88
chiéu (3) Pc-a< 0,05
Lo 4: tri 1 Pev< 0,001
115,32 £ 6,61 134,40 + 8,56 123,09 + 7,66
4) Pca< 0,05
Lo5:tr12 Pcp< 0,001
115,35 + 8,28 134,27 £ 9,00 116,26 + 7,23
®) Pca> 0,05
1>0,05
Pra4si< 0,001 | 34
P152< 0,001
pgifxa cac 16 > 0,05 P3,4,5-2 > 0,05 -
P34.2< 0,01
Paitiaciclo 345> 0,05
Paitiaciclo 345> 0,05
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Nhan xet:

- O céc thoi diém trude khi udng thude (trude tiém cortison acetat lan dau
va ngay tha 21 ké tir khi bat dau tiém cortison acetat), huyét ap trung binh cua
chudt & cac 16 mé hinh, 16 tham chiéu, 16 tri 1 va 16 tri 2 khdng cd su khéc
biét co nghia thong ké (p > 0,05).

- Tai thoi diém sau 7 ngay udng thudc (24h sau tiém cortison acetat 1an cudi),
huyét ap trung binh cua chuét & 16 tham chiéu (ubng hydroclorothiazid), 16 tri 1 va
16 tri 2 (udng Thanh Can Thang) thip hon so v6i & 16 md hinh ciing nhu so vdi tai
thoi diém ngay 21 (ngay truéc khi udng thudc) véi p < 0,01 va p < 0,001, vé& muic
twong duong so vai 16 chung (p > 0,05). Huyét ap trung binh & 16 tham chiéu va 16
tri 1 sau 7 ngay uéng thudc van con cao hon so véi thoi diém ban dau (p < 0,05),
con ¢ 16 tri 2 (ubng Thanh can thang liéu cao) da trd vé twong duong (p > 0,05).

- L6 tri 2 (dung Thanh can thang liéu cao) cd mic d6 giam huyét ap trung
binh nhiéu hon so 16 tham chiéu va 16 tri 1, tuy nhién khdng c6 su khac biét
c6 ¥ nghia théng ké giira cac 16 nay (p > 0,05).

Bdng 3.8. Két qud nhip tim cia chugt danh gid tic dung cia bai thuéc
Thanh Can Thang (n= 10, Mean + SD)

Nhip tim cia chudt (IAn/phdat) danh gia tac dung caa bai thudc
Thanh Can Thang
Lo chudt | Truéctiém | Ngaythiw2l (kétir | 24h sau tiém
cm:tisorj acetat khi bat dau tiém cor“tison'acetat Pso véi truéc
lan dau (a) cortison acetat) (b) lan cuoi (c)
L6 1:16
] 115,18 + 12,09 114,45 + 6,80 115,56 + 10,87 -
chung (1)
L6 2: mb
. 114,87 + 13,96 129,45 + 12,29 139,43 + 13,73 -
hinh (2)
53 —
LoS:tham | 11 oa+842 | 12903+1050 | 12049941 | Pev< 00
chiéu (3) Pc.a> 0,05
Lo4:tril < 0,01
O ML) 11503+684 | 12874+817 | 11098+838 | PP
4) Pc-2> 0,05
Lo 5:tr12 < 0,01
052 | 11516+715 | 12858+917 | 116324797 | Per= 90
5) Pc2> 0,05
P2345-1< 0,01 P345.1> 0,05
Pyitta cac 16 > 0,05 P345-2> 0,05 P1,3452<0,01 .
Poitacicio345> 0,09 | Paitmciciozas> 0,05
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Nhan xét:

- So séanh giita cac 16 tai cing maot thoi diém, ciing nhu so sanh trong
ting 16 gitra cac thoi diém do, nhip tim ctua chudt khdng co6 sy thay d6i co y
nghia thong ké (p > 0,05).

Tur két qua & céc bang 3.5, 3.6, 3.7, va 3.8 cho thay, bai thuéc Thanh can
thang cho chudt udng lidu 14,56 g/kg/ngay va 43,68 g/kg/ngay trong 7 ngay
lien tyc 1am giam huyét ap tam thu, huyét ap tdm truong va huyét ap trung
binh trén chudt gay ting huyét 4p do tiém cortison acetat va udng dung dich
natri clorid 1%, khac biét c6 ¥ nghia thong ké so véi trude udng thude ciing
nhu so vé6i 16 md hinh chi udng nudc cat (p < 0,01), va dua huyét 4p vé mic
tuong duong so vai ¢ 16 chiung (p > 0,05). Lo dung liéu cao gay ha huyét &p
manh hon nhung chua dat y nghia thong ké so vai 16 dung liéu thap. Céc tac
dung cua Thanh can thang twong duong so va&i hydroclorothiazid
25mg/kg/ngay. Thanh can thang khong gay anh huong lén nhip tim binh
thuong cua chuot (p > 0,05).



o1

3.3. Két qua nghién ciru tac dung loi tiéu

3.3.1. Anh hwéng ciia “Thanh can thang” lén 56 lwong nwéc tiéu

Két qua dugc trinh bay & bang 3.9, bang 3.10

Bdng 3.9. S4 luwgng nuréc tiéu thdi ra hang gio trong théi gian 5 gio sau
uong thuoc

Thé tich nwéc tidu (ML) (n=8, X +SD)

L6 chugt
) , Gio thwr _ _ _
Gio thir nhat ha Giothirba | Gio thir tw | Giothir nam
al
L6 chang | 048+£0,04 | 049+0,05 | 0,36 0,03 | 0,23+0,02 | 0,25+0,02
(1)
Thamchiéu | 1,37+0,05 | 1,28+0,14 | 0,52+0,04 | 041+0,08 | 0,24 +0,04
2
Tri 1 (3) 1,09+0,15 | 0,97+0,09 | 0,49+0,06 | 0,46+0,03 | 0,29+0,03
Tri 2 (4) 1,25+0,14 | 1,09+0,13 | 051+0,07 | 0,48+0,05| 0,30+0,05
04<000L; <001, | ps<000L;psy>005; | pay>0,05;
p
Pa2 < 0,05; Pa3<0,05 Pa2>0,05; Ps3>0,05 | Psaz312<0,05
Nhan xét:

- Trong 4 gio dau, & cac 16 dung Thanh can thang ciing nhu 16 ding

Furocemid déu c6 lugng nudc tiéu nhiéu hon ¢ ¥ nghia thong ké so vai 16 ching,
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V6i p < 0,001. Trong gio ther 5, lwong nudce tiéu ¢ 2 16 ding Thanh can thang
nhiéu hon ¢6 ¥ nghia théng ké so veéi 16 ching va 16 dung Furocemid (p < 0,05),
con luong nudc tiéu & 16 ding Furocemid khéng nhiéu hon so vai 16 ching (p >
0,05). Nhu vay, Thanh can thang cd tac dung loi niéu manh nhat ¢ 2 gio dau, 2
gior tiép sau van con tac dung rd (p < 0,001) va kéo dai dén gi¢r th ndm van con
tac dung (p < 0,05). Tac dung lgi niéu caa Thanh can thang kéo dai 5 gid, dai hon
so voi Furocemid (4 gio).

- Trong 2 gid dau, lugng nudce tiéu ¢ 16 dung furocemid nhiéu hon so véi & 2
16 diing Thanh can thang (p < 0,01 va p < 0,05), ching to ¢ 2 gio dau tac dung loi
niéu cua furocemid liéu 13 mg/kg manh hon so v&i Thanh can thang liéu 14,56
g/kg va 43,68 g/kg. So sanh giira 2 16 dung Thanh can thang, trong 2 gio dau
luong nudc tiéu ¢ 16 dung liéu cao 16n hon so véi ¢ 16 ding liéu thap (p <
0,05), ching to thudc co tac dung ting theo mac lieu. O 2 gio sau (gio tha ba
va gio thtr 4), lwong nudce tiéu ¢ 16 ding Furocemid so véi hai 16 ding thanh
can thang 13 twong dwong (p > 0,05). Luong nudc tiéu & 16 dung Thanh can
thang liéu cao trong 2 gid sau van cao hon so voi & 16 dung liéu thap, tuy nhién
su khac biét khong c6 ¥ nghia théng ké.

Bdng 3.10. Tong sé lweng nuéc tiéu thdi ra trong 5 gio sau uang thuac

Tong s6 lugng nudéc tiéu (ML)
L0 chugt _ % tang so v6i chimg
(n=8, x +SD)
L6 ching (1) 1,81+£0,08 -
Tham chiéu (2) 3,83+0,14 111,38 %
Tril(3) 331+0,25 82,60 %
Tri2 (4) 3,63+0,19 100,70 %
p.1<0,001; p3, <0,01;
P Pa2 <0,05; Ps3< 0,05
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Nhan xét:

- Tong lugng nuéc tieu & cac 16 dung Thanh can thang ciing nhu 16 dung
Furocemid déu c6 nhiéu hon c6 y nghia théng ké so véi 16 chimg, véi p < 0,001.
Thanh can thang liéu 14,56 g/kg va 43,68 g/kg, ciing nhu Furocemid lidu 13
mg/kg c6 tac dung loi tiéu manh khi danh gia trén chudt céng trang.

- Tong lwong nudc tiéu & 16 dung furocemid nhiéu hon so véi & 2 16 ding
Thanh can thang (p < 0,01 va p < 0,05), chting toé furocemid liéu 13 mg/kg c6 tac
dung loi niéu manh hon so v&i Thanh can thang liéu 14,56 g/kg va 43,68 g/kg.

So sanh gitra 2 16 ding Thanh can thang, luong nudc tiéu & 16 dung liéu cao 1on
hon so véi & 16 ding liéu thap (p < 0,05), ching té thudc c6 tac dung ting theo
muc liéu.

Két hop voi két qua ¢ bang 3.9 cho ta thay dich chiét bai thuéc Thanh can
thang liéu 14,56 g/kg va 43,68 g/kg co tac dung lam ting s luong nuéc tiéu
véi tac dung tiang theo muc liéu, mic do loi niéu kém hon nhung thoi gian tac

dung dai hon so voi Furocemid liéu 13mg/kg.

3.3.2. Anh huéng ciia “Thanh can thang” lén ham lwong Na* va K* trong
nuwdc tiéu
Bdng 3.11. Anh hwong ciia “Thanh can thang” lén ham lwgng Na+ va K+
trong nwoc tiéu (n = 8, Mean = SD)

L6 chudt Ham luong Na* (ppm) Ham luong K (ppm)
L6 chimg (1) 1554,89 + 218,25 2462,24 + 452,99
Tham chiéu (2) 4467,69 x 258,87 5316,68 £ 209,51
TH1Qd) 4402,49 + 217,93 5191,81 + 323,00
Tri2 (4) 442285 + 199,61 5279,15+ 183,48
p P.1<0,001; p342 > 0,05; pss > 0,05
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Nhan xét:

- So v6i 16 chimg, ham luong Na* va K* trong nudc tiéu & cac 16 dung thude
tang cao rd rét (p < 0,001). Thanh can thang liéu 14,56 g/kg va 43,68 g/kg va
Furrocemid lidu 13 mg/kg déu cd tac dung manh Iam thai Na* va K* qua nuéc
tiéu. Tac dung thai Na* va K" ¢6 vai tro rat quan trong trong co ché 1am ha huyét
ap cua thude.

- So sanh ham lugng Na* va K* trong nuéc tiéu ¢ hai 16 dung Thanh can
thang voi 16 dung Furocemid, cling nhu so sanh gitta 2 16 dung Thanh can
thang, khong thay c6 sy khac biét (p > 0,05). Nhu vdy, véi cing mot thé tich
nuéc tiéu thai ra thi luong Na* va K* thai ra qua nudc tiéu ¢ cac 16 nay 1a nhu
nhau. Su khac nhau 1a & s6 luong nudc tiéu thai ra (xem bang 1 va bang 2),
nén néu tinh tong luong thi ¢ 16 ndo chudt cang thai nhiéu nudc tiéu s& cang
thai nhiéu Na" va K",

3.3.3. Anh huong ciia “Thanh can thang” Ién pH va ty trong nuwéc tiéu

Bdng 3.12. Anh hwéng Cia “Thanh can thang” lén pH va ty trong nwoC
tieu (n = 8, Mean = SD)

L0 chugt pH Tytrong
L6 ching 6,22 +0,80 10,034 + 0,384
Tham chiéu 6,12+0,21 10,097 + 0,349
Tril 6,36 £ 0,85 10,095 £ 0,704
Tri2 6,57 +0,76 10,098 + 0,532
D >0,05 >0,05

Nhan xet:

- B pH nudc tiéu va ty trong nudc tiéu ¢ cac 16 khong co su khac biét co ¥
nghia thong ké (p > 0,05). Thanh can thang liéu 14,56 g/kg va 43,68 g/kg, ciing
nhu Furocemid lidu 13 mg/kg dung mét 1an trén chudt cong tring khong thay

lam thay d6i pH ciing nhu ty trong nudc tiéu.
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CHUONG 4
BAN LUAN

4.1. Vé md hinh gay ting huyét &p trén chudt cong

Tang huyét 4p 14 mot trong nhiing bénh 1y phd bién & cac nude phat
trién, c6 xu hudng ngay cang ting va la mot van dé 1on voi stirc khoe cong
ddng. Pé nghién ctru tac dung cua céc thube trong diéu tri ting huyét ap,
c6 nhiéu mé hinh gay ting huyét ap nhu ting huyét ap lién quan dén than
va mach mau, ting huyét ap do ché do an, ting huyét ap do ndi tiét, ting
huyét ap do than kinh, ting huyét ap do tdm 1y, ting huyét ap do di truyén
va cadc md hinh khac [6]. Vi thude nghién ciru ¢ tac dung loi niéu, céc
mo hinh phu hop c6 thé sir dung dé danh gia tac dung lam giam huyét ap
1a: mo hinh gay ting huyét ap do ché do dn nhiéu mudi, mé hinh giy ting
huyét 4p do kep dong mach than cua Goldblatt, mé hinh gay ting huyét ap
do noi tiét.

Mo hinh phau thuat kep dong mach than phai phau thuat phirc tap, tinh
6n dinh cia mo hinh phy thudc vao trinh d6 phau thuat ctia ngudi nghién ctu.
Mo hinh giy ting huyét ap do ché do an nhiéu mudi duoc trién khai bang
cach thay nudc udng hang ngay bang nude udng chia 1% - 2% NaCl. Huyét
ap chudt trong mo hinh nay sé tang trong vong 9 — 12 thang [57]. Do thoi gian
thuc nghiém rat dai nén it duoc lya chon.

Mo hinh gay tang huyét ap do ndi tiét, dung corticoit gy giit mudi va
nuédc. Cac corticoid thuong duoc sir dung dé gay ting huyét 4p trén chudt
cong thuc nghiém 13 cortison acetat va deoxy corticosteron acetat (DOCA).
Abbie |. Knowlton va cong su tién hanh danh gia tac dung giy tang huyét ap
trén chudt ctia cortison acetat liéu 2,5 mg/ngay trén nén ché do an véi ham

luong mudi cao & chudt cong trang [43]. Theo két qua cua tac gia Abbie
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[.LKnowlton va cong su, sau khi tiém cortison acetat 2,5 mg/kg hang ngay cho
nhimg chudt an ché d6 an c6 bd sung NaCl, huyét ap tang nhanh trong khoang
thoi gian 3 tuan. Ngoai ra, nghién ctru cling chi ra rang cortison acetat khong
lam ton thwong mé than va khong lam thay doi ndng do cac chit dién giai
trong huyét thanh. Nhiéu nghién ctru cta céc tic gia trong nudc ap dung mod
hinh nay trong nghién ctru cho thdy phuwong phap tién hanh don gian, co tinh
6n dinh va phu hop dé danh gia tac dung ha huyét ap cua cac ché pham
nghién ctru. Do vay, day 1a mé hinh phu hop dugc Iya chon cho nghién ctru.

Pong vat st dung cho nghién cru hién nay cha yéu thyc hién trén chudt
céng, ngoai ra co thé thuc hién trén chudt nhit, chd, meo, tho, khi, lon [54].
Chuot duogc st dung nhiéu trong nghién ctru do chi phi mua chudt ré hon, dé
tim ngudn cung cip chudt nghién ctru dat chuan, viéc chin nudi, chim soc
chudt nhe nhang hon so véi cac loai dong vat 16n. Ngoai ra, khi nghién ctru
trén chudt, chi phi danh cho thudc giy ting huyét ap va lugng hoa chat, mau
thir déu can it hon. V&i diéu kién trang thiét bi hién co cho phép do huyét ap
trén chudt céng thuan tién, chinh xac, nhom nghién ctru quyét dinh str dung
chudt cong tring dé 1am d6i twong nghién ctru thuc nghiém.

Trong nghién ctru danh gia tic dung ha huyét ap cua thudc thir, ky
thuat do huyét ap dong vai tro quan trong. C6 2 phuong phap dé do huyét
ap ctia dong vat thuc nghiém: do huyét ap truc tiép va do huyét ap gian
tiép. Dé do huyét ap, can dit catheter vao dong mach canh hoic dong mach
dui ctia dong vat, viéc can thiép nhu vay c6 thé gay anh huong dén dong
vat, hién chi tién hanh khi nghién ctiru ddng thoi cac tac dung trén tim (nhu
danh gia trén mo hinh gay thiéu mau co tim, gay suy tim).

Véi muc tiéu nghién ctru tac dung 1én huyét ap, hién nay thuong st dung
phuong phap do huyét ap gian tiép bang cach st dung mot vong bit hoi & dudi
chudt. Phuong phéap ndy c6 co ché do huyét ap twong tu nhu do huyét ap o tay
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ngudi. Voi hé théng do huyét ap dudi chudt khong xam lan cia hing
ADInstrument (New Zealand), k¥ thuat do duoc tién hanh thuan tién véi do
chinh x4c cao. Trudc khi do can lam 4m dudi chudt. Trong nghién ctru nay,
chung t6i 1am 4m dudi chudt bang budng 1am am dong vat thuc nghiém cua
héng Ugo — Basile (Italy).

Két qua nghién ctru cho thdy, sau 21 ngay gy ting huyét 4p bang cortison
acetat 2,5 mg/kg va udng nudc mudi 1%, huyét ap toi da, huyét ap toi thiéu va
huyét ap trung binh cta 16 md hinh ting c6 nghia théng ké so véi 16 ching
cling nhu so véi thoi diém ban dau (p < 0,01 va p < 0,001). Tiép tuc tiém
cortison acetat 2,5 mg/kg va ubng nudc mudi 1% trong 7 ngy tiép theo, huyét
ap t6i da, huyét ap toi thiéu va huyét 4p trung binh tiép tuc ting, tuy nhién mirc
do tang it hon. So sanh giita thoi diém do sau 28 ngay tiém cortison acetat 2,5
mg/kg va ubng nuéc mudi 1% voi thoi diém do ngay thir 21, huyét ap téi da,
huyét ap toi thiéu va huyét ap trung binh tiép tuc ting nhung chua dat y nghia
thdng ké (p > 0,05). Md hinh nghién ciru khong thdy gy anh huéng 1én nhip
tim cta chudt. Két qua nay twong dong véi két qua nghién ctru cia céc tac gia
trude day [63] [64] [65].

Tai bénh vién 103 thuc hi¢n nghién ctru danh gia hi¢u qua ha HA cua
thudc HA-02 trén mo hinh chudt giy ting HA nam 2015. Tién hanh v&i mo
hinh thuc nghiém trén 68 con chudt nhat trang dong swiss chia 1am 2 16 gdm
16 chimg va 16 giy tang huyét ap bang cach udng nudc Nacl 2% thay cho
nudc thong thudng; tiém bap thude K-cort véi lidu 50mg/kg/lan x 2 1an/tuan.
Sau 8 tuan, tién hanh cin do trong luong va do HA & 2 nhom bang phuong
phap do gian tiép & dudi chudt thong qua dau do ap luc cua hé thong
Powerlab: trudc khi do, chudt bi bé déi trong 18 gid, gy mé bang Nembuthai
50mg/kg; ¢ dinh duéi chuét trong sensor nhan cam ap luc. Chuot duoc chan

doan ting huyét ap khi HATT > 140mmHg v&/ hoic HATTr > 90mmg. Két
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qua, sau 8 tuan thuc hién md hinh THA, chudt & nhom mé hinh ¢6 biéu hién
tang HA 10 rét so voi nhom chiung véi HATT trung binh dat trén 149 mmHg
[66]. M& hinh nghién ctru dat duge muc tiéu yéu cau ctia nghién ctru, két qua
thu duoc gidng véi két qua nghién ciru cta chung toi.

4.2. Ban luan vé tac dung diéu tri ting huyét 4p

Tang huyét &p 1a bénh man tinh nén can theo dai déu, diéu tri dung va du
hang ngay, diéu tri 1au dai. Muyc tiéu diéu tri 1a dat “huyét 4p muc tiéu” va
giam téi da “nguy co tim mach”, két hop str dung thudc voi ché do sinh hoat
hop 1y va diéu tri cac yéu to nguy co va bénh mac kém (néu c6). “Huyét ap
muc tiéu” can dat 14 <140/90 mmHg va thap hon nira néu nguoi bénh van
dung nap duoc. Néu nguy co tim mach tir cao dén rat cao thi huyét 4p muc
tiéu can dat 1a < 130/80 mmHg.

Khi diéu tri da dat huyét 4p muc tiéu, can tiép tuc duy tri phac d6 diéu tri
lau dai kém theo viéc theo dBi chit ché, dinh ky dé diéu chinh kip thoi. Diéu
tri can hét sac tich cuc ¢ bénh nhan d c6 tén thuong co quan dich. Khong
nén ha huyét ap qua nhanh dé tranh bién chiing thiéu mau & cac co quan dich,
trir tinh hudng cap ctu.

Kiém soat tot huyét ap 13 bién phap duy nhat dé phong ngira cac bién
chtng ctia nd. Pé kiém soat huyét ap, bénh nhan phai sir dung thudc hang
ngay va sudt doi. Viéc chon lua loai thudce thich hop cho timg ngudi bénh 1a
diéu rat quan trong, gop phan quyét dinh cho su thanh cong cua viée diéu tri
bénh ting huyét 4p. Nhiéu nhom thude tin duoc véi cac dang hoat chat don
doc hodc phdi hop c6 tac dung tdt trong diéu tri ting huyét 4p nhu nhom tc
ché men chuyén, nhom chen receptor AT1 cia angiotensin II, nhom loi tiéu,
nhém chen kénh Ca®*, nhom gian mach tryc tiép...Tuy nhién, sy khang thudc
cling nhu céac tac dung phu do thudc gay ra khi dung kéo dai 1am giam hiéu

quad diéu tri, tr d6 gdy ra céc tai bién cua tang huyét ap. Cac thudc cd nguén
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gbc tir thao duoc dang duge quan tdm nghién ctru nhim hd tro cho viée kiém
soat huyét ap & bénh nhan nho tac dung co thé diéu chinh huyét ap vé mic an
toan trong thoi gian dai ma it gay tac dung khéng mong mudn.

Tac dung ha huyét ap caa bai thuéc Thanh can thang dugc danh gia trén
chudt cong trang tiém cortison acetat 2,5 mg/kg va uéng nudc mudi NaCl 1%
dé gay ting huyét ap. Sau 3 tuan, huyét ap cua chudt ting 1én mic 6n dinh
(sau d6 huyét ap tiép tuc ting nhung chi tang it khong khac biét so véi thoi
diém sau 3 tuén). Vi vdy, nghién cuu lga chon thoi diém sau 3 tudn 13 thoi
diém bt dau cho chudt ubng thude. Sau 7 ngay cho chudt udng bai thube
Thanh can thang, huyét ap tdm thu, huyét ap tdm truong va huyét ap trung
binh ctia chudt déu giam so véi 16 md hinh ciing nhu so véi trude udng thude
(p < 0,01). Mirc huyét ap & cac 16 dung Thanh can thang tré vé mirc tuong
duong so v4i 16 ching khong gay ting huyét ap (p > 0,05). Khi so sanh tu
chtng (trong cing 16 chudt), huyét ap tam thu va huyét ap tdm truong cta 2 16
ding bai thuéc Thanh can thang déu vé mirc twong duong so véi ban dau khi
chua gay tang huyét ap. O mirc liéu cao (43,68 g/kg/ngay), huyét ap cua chudt
giam t6t hon so v6i & mic lidu thap (14,56 g/kg/ngay), tuy nhién su khac biét
nay chua dat y nghia thong ké (p > 0,05). Diéu nay cho thay & mac liéu 14,56
g/kg/ngay, bai thuéc Thanh can thang da thé hién tac dung ha huyét ap tt.
Pong thoi két qua nay ciing cho thay viéc sir dung bai thuéc Thanh can thang
kh& an toan, vai mac lidu cao (gap 3 lan mac liéu thap) nhung khong gay tut
huyét 4p ma chi dua huyét 4p vé muc sinh ly.

Tac dung ha huyét 4p cua bai thudc Thanh can thang 13 két qua cta 10 vi
thudc duoc phdi hop voi nhau dya trén co sd 1y luan ciia y hoc ¢6 truyén
trong diéu tri ching huyén vung. P4 cé nhiing nghién ctru cong bd vé tac
dung 1am ha huyét ap cua cac vi thudc trong bai thudc Thanh can thang.
David D. Kima va cong su (2008) da bao cdo tac dung ha huyét ap ctua Cau
dang (Ramulus cum Uncis Uncariae) trén chudét Hamster giy ting huyét ap
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[67]. Fujiko SANAE va cong su (2001) bao cdo tac dung ha huyét 4p cua
Hoang cam (Radix Scutellariae) trén chudt cong tring giy ting huyét ap bang
Theophylline [62]. Dai M va cong su (2001) trong tap chi dugc li€u Trung
Qudc (Zong Yao Cai) bao cio vé tac dung ha ap cua Cuc hoa (Flos
Chrysanthemi) [68]. Dich chiét cia qua tdo tau (dai tao) ciing duoc chung
minh c6 tac dung ha huyét ap trén chudt cong tring gy ting huyét ap boi L-
NAME [69]. Ngoai ra, nhiéu vi thudc trong bai thudc Thanh can thang c6 tac
dung loi niéu nhu Hoang cam, Nguu tit, Trach ta [53] [70] 1a mot trong
nhimg co ché gay ra tac dung ha ap ctia bai thudc. Ngoai co ché ha huyét ap
do loi niéu thai mudi va thai nudc, cac co ché gay ha huyét ap khac cia bai
thudc Thanh can than can duoc nghién ctru thém.

Tai bénh vién 103 thuc hi¢n nghién ctru danh gia hi¢u qua ha HA cua
thudc HA-02 trén md hinh chudt gy ting HA nam 2015 [66]. Tién hanh voi
mo hinh thyc nghiém trén 68 con chudt nhit tring dong swiss chia lam 2 16
gdm 16 chimg va 16 gy tang huyét 4p bang cach udng nudc Nacl 2% thay cho
nudc thong thudng; tiém bap thude K-cort véi lidu 50mg/kg/lan x 2 lan/tuan.
Két qua nghién ciru chi ra thuéc HA-02 véi lidu 54g/kg/ngay cho chudt udng
lién tuc trong 30 ngay c6 tac dung ha huyét trén mo hinh chudt giy ting HA
dat 62,7% tuong duong voi két qua nghién cru cia chiing t6i.

Nghién ctru cia tic gia Ngd Qué Duong (2012) vé tac dung cua bai
thudc "Thanh can thang" trén bénh nhan dugc chian doan 13 ting huyét ap
nguyén phat va danh gia trén 2 nhém chimg va nghién ctru dong thoi nghién
ctru thuc nghiém trén Chudt nhét trang chung Swiss dé danh gida mirc d6 doc
tinh cap [71]. Két qua cho thiy rang cac chudt uéng “Thanh can thang” liéu tir
260gr/kg trd xudng (twong Gmg gip khoang 125 1an liéu dung trén 1am sang)
khong c6 biéu hién doc tinh cép. Trén bénh nhan muac d6 ha cua HATT,

HATTr va HATB dién ra tir tir trong sudt qua trinh diéu tri nhung khong co
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bénh nhan nao ha HA dudi mic binh thuong. Mic do ha cuia HATT (nhom
nghién ctru gidm 11,07%, nhom chung giam 10,93%) va HATTr (nhém
nghién ctru giam 10,66%, nhém ching giam 10,31%) 1a twuong duong nhau.
Hiéu qua ha huyét 4p & ca 2 nhom nghién ciru va nhom ching dién ra dan
dan, on dinh theo thoi gian diéu tri. Két qua nay khong co su khac biét véi
nghién ctru cta chung t61, mac du céd su khac biét vé doi tuong nghién ciu
nhung trén 1am sang cho thay hiéu qua rd rét va tac dung ha 4p & giai doan
sém va murc do nhe cua bai thude "Thanh can thang".

Bai thubc ¢ tac dung rat tt trén 1am sang & giai doan 1 va 2, sd di ¢o
tac dung vuot troi nhu vay vi tinh an toan cho ngudi bénh. Thudc Dong y
thuong thi da tac dung va c6 nhiéu dich trong qua trinh diéu tri, khong chi
giam huyét 4p ma con cai thién duoc vita xo dong mach. Khi st dung, huyét
ap ngudi bénh 6n dinh, khong bi tut qua va tac dung phu rét it. Trong khi do,
diéu tri ting huyét ap bang thuéc Tay y ¢ giai doan 1 va 2 thi nguoi bénh dé
cam thdy mét moi vi huyét ap dao dong nhiéu trong qua trinh str dung thude.
Tinh trang khang thudc va tac dung phu xay ra nhiéu trong qua trinh diéu trj.
4.3. Ban luan vé tac dung lei tiéu

Mot trong nhimg co ché gay ra tac dung ha huyét ap chinh 13 tac dung
loi tiéu 1am thai mudi va thai nuéc. Nghién ciu danh gia tac dung loi niéu cua
bai thuéc Thanh can thang trén chudt céng trang, st dung chudng do chuyén
hoa dé danh gia chinh xac luong nuéc tiéu thai ra sau mdi gio. Thudc tham
chiéu Furocemid 1a thuéc loi tiéu thai mudi c6 tac dung nhanh, manh.

"Thanh can thang" 1a bai thudc chiét tir cac thao duoc, két qua nghién
ctru cho thay ché pham cé tac dung loi tiéu yéu hon, tic dung cham hon
nhung kéo dai hon. Pay 1a kiéu tac dung loi tiéu ndi chung cuia cac thao duoc.
Téc dung loi niéu cua bai thuéc "Thanh can thang" duoc cho 1a do tac dung

loi tiéu cua cac vi thudc trong bai thudc nhu Hoang cam, Nguu tat, Trach ta
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[53] [69]. Tac dung loi tiéu cta cac vi thude nay déu tac dung theo kiéu lam
tang thai mudi va thai nudc, phi hop véi tac dung loi tiéu chung cua ca bai
thudc. Tuy nhién, véi mot bai thude dong y, d6 1a tac dung tong hop cua ca
bai thudc véi cac vi dugc lidu duge phdi két hop véi nhau hop Iy theo 1y luan
cua y hoc ¢o truyén nham diéu trj ting huyét ap.

S6 luong nudc tiéu thai ra trong 4 gio dau ¢ cac 16 ding Thanh can thang
ciing nhu 16 dung Furocemid déu c6 lwong nudc tiéu nhiéu hon, tuy nhién trong
gio thir 5 wong nudc tiéu ¢ 2 16 dung Thanh can thang nhiéu hon ¢ ¥ nghia
thong ké so véi 16 chuing va 16 ding Furocemid. Tir d6 co thé thay rang “Thanh
can thang" c6 tac dung loi niéu manh nhat ¢ 2 gio dau, 2 gio tiép sau van con tac
dung 13 va kéo dai dén gio thir 5 van con tac dung; thém vao d6 tac dung loi niéu
caa Thanh can thang kéo dai 5 giod, dai hon so véi Furocemid. O 2 gio dau tac
dung loi niéu caa furocemid liéu 13 mg/kg manh hon so véi Thanh can thang
lidu 14,56 g/kg va 43,68 g/kg. So sanh gitra 2 16 dung Thanh can thang, trong 2
gio dau lwong nudc tieu o 16 dung liéu cao 16n hon so véi & 16 dung liéu thap
(p < 0,05), chiing t6 thudc ¢ tac dung ting theo muc licu. O 2 gid sau (gio thix
ba va gio thir 4), luong nudc tieu ¢ 16 dung Furocemid so vai hai 16 dung thanh
can thang 1 twong dwong (p > 0,05). Luong nudc tiéu & 16 dung Thanh can
thang liéu cao trong 2 gio sau van cao hon so véi & 16 ding liéu thap, tuy nhién
su khac biét khong c6 y nghia thong ké (p > 0,05).

Bai thudc "Thanh can thang" c6 tac dung thai Na* va K* trén 1am sang.
Két qua nghién ctru chi ra ham luong Na* va K trong nuée tiéu & cac 16 ding
thudc tiang cao 16 rét (p < 0,001). Thanh can thang liéu 14,56 g/kg va 43,68 g/kg
va Furrocemid liéu 13 mg/kg déu c6 tac dung manh lam thai Na* va K qua
nudc tiéu va tong luong nudc tiéu & 16 nao chudt cang thai nhiéu thi s& cang
thai nhiéu Na* va K*. Trong diéu kién binh thuong cac hormon va than ciing
phdi hop dé gitt can bang natri théng qua thai trir va hap thu natri tir ché do an

Va tai hap thu ¢ than. Khi luong natri dwa vao co thé vuot kha nang dao thai
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1a nguyén nhan 1am ting thé tich tién tai cua tuan hoan, dan dén ting cung
lugng tim. lon natri & dong nhiéu trong c4c sgi co tron thanh cac tiéu dong
mach va 1am tang tinh thAm cua calci qua mang cac té bao, gay co mach va
lam tang strc can ngoai vi gady THA.

Trong diéu tri, nhiéu trudng hop thay thude phai dung thude loi tiéu dé
giai quyét tinh trang qua tai nudc va mudi hozc 1am giam mudi nhu trong diéu
tri ting huyét ap. Hoat dong loi tiéu xay ra theo hai co ché bao gom ting rong
vé khéi lugng nuée tidu va ting bai tiét cac chat dién giai trong nudc tiéu; qua
trinh tao va bai xuat nudc tiéu cua than dugc thuc hién théng qua 3 co ché
chinh: loc moc ¢ cau than, tai hap thu va bai tiét cac chat ¢ dng than. Trong
qua trinh hinh thanh nuéc tiéu luu lwong loc cau than 14 130 ml/phat nhung
luong nuéc tiéu chi bai xuat 1a 1 ml/phat. Nhu vay c6 khoang 99% nudc tiéu
loc qua cau than duoc tai hap thu tré lai, cho nén muén co tac dung loi tiéu
nhanh khdng phai 1a tang sirc loc cau than ma can Gc ché tai hip thu nudc va
dién giai tir hau hét cac vi tri caa dng than vao mau. Hau hét cac thuéc loi tiéu
hién nay 1am ting khéi luong nudc tiéu cha yéu bang cach tang thai trir Na*
va nudc o dich ngoai bao gay loi tiéu. Trong do, cac thudc loi tiéu thiazid gay
trc ché hé ddng van chuyén Na'/Cl” ¢ doan pha lodng cua dng luon xa, cac
thudc loi tiéu quai nhu furosemid lai phong toéa co ché dong van chuyén &
nhanh 1én quai Henle 1am ting thai trir Na, K*, CI kéo theo nudc nén co tac
dung loi tiéu [32]. Nhom thiazid dugc chon dung dau tién dé diéu tri tang
huyét ap nhe, thudc 1am giam néng do Na'thanh mach, 1am giam nhay cam
ctia thanh mach véi cathecolamin, do d6 lam giam stc can caa hé tuan hoan.

Két qua nghién ctru cua tac gia Wubshet va cong sy nam 2014, thuc hién
nghién ctu tac dung loi tiéu bang 14 cdy Ajuga remota B, mot phuong thudc
ctia ngudi Ethiopia. Nghién ctu thuc hién trén chudt, két qua nghién ctu cho
thay chiét xuat metanol 80% c6 tac dung loi tiéu dang ké (p<0,01). Khi bai
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tiét chat dién giai, liéu lén hon ¢ ca hai chat chiét xuat déu 1am tang Na*. Két
qua nay tuwong dwong véi nghién ctu caa ching toi [76].

Vi vay, tac dung thai Na* va K* ¢ vai tro rat quan trong trong co ché 1am
ha huyét ap ctia thudc.

Nhu vay dua vao két qua nghién ciu thu thap duoc tir thé tich nudc tiéu
thai ra c thé nhan xét so bo vé bai thudc Thanh can thang liéu 14,56g/kg co
tac dung loi tiéu va mot trong s6 nhitng 1y do khién bai thuéc Thanh can
thang c6 tac dung loi tiéu 13 do duoc liéu c6 kha ning 1am ting thai Na*. Do
d6 mirc liéu 14,56g/kg duoc lua chon dé 4p dung cho nghién ciru tiép theo

trén chudt thuc nghiém.
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KET LUAN

T cac két qua thir nghiém tac dung trén thuc nghiém, ching toi két luan:

1. Vé tac dung diéu tri ting huyét 4p cia bai thudéc Thanh can thang

Bai thudc Thanh can thang cho chudt udng lidu 14,56 g/kg/ngay va
43,68 g/kg/ngay trong 7 ngay lién tuc lam giam huyét ap tdm thu, huyét ap
tam truong va huyét &p trung binh trén chudt gay ting huyét ap do tiém
cortison acetat va uong dung dich natri clorid 1%, khac biét c6 y nghia thong
ké so véi trudc udng thude cling nhu so véi 16 md hinh chi udng nuéc ct (p <
0,01), va dua huyét 4p vé muc twong duong so vai & 16 ching (p > 0,05).

L6 ding liéu cao gay ha huyét 40 manh hon nhung chua dat y nghia
théng ké so véi 16 ding liéu thap. CAc tac dung ctia Thanh can thang tuong
duong so véi hydroclorothiazid 25mg/kg/ngay. Thanh can thang khéng gay
anh huong 1én nhip tim binh thuong caa chudt (p > 0,05).

2. Vé tac dung lgi tiéu caa bai thudc Thanh can thang

Dich chiét bai thudc Thanh can thang liéu 14,56 g/kg va 43,68 g/kg ding
mét 1an trén chudt cdng tring co tac dung 1am ting sé luong nudce tiéu va ting
dao thai Na+ va K+ (p < 0,001 so véi ching), khéng anh huéng dén pH va ty
trong nudc tiéu. Tac dung loi tiéu caa bai thube ting theo muc lieu, mic do
lgi tiéu kém hon nhung thoi gian tac dung dai hon so véi Furocemid lidu
13mg/kg.
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KIEN NGHI

1. Tiép tuc danh gia siu hon vé tac dung va co ché tac dung ha huyét ap
cua bai thuéc Thanh can thang.
2. Tién hanh nghién ctu tinh an toan va hiéu qua caa bai thudc Thanh can

thang trén 1dm sang.
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PHU LUC 1

HINH ANH CAC VI THUOC CUA BAI THUOC THANH CAN
THANG

Cau dang:

Hoang Cam:

Cuc hoa:

Tang ky sinh:

Nguu tat:




Tuc doan:

Trach ta:

Xuyén khung:

Long cét:

Dai tao:




PHU LUC 2
THANH PHAN VA TAC DUNG CUA TUNG VI THUOC

* Cau dang

- Tén khoa hoc: Ramulus cum Unco Uncariae (Uncaria sp.)

- Bo phan dung: doan than hay canh c6 gai hinh méc cdu dé phoi (sdy)
khd cua cay Cau dang

- Thanh phan hod hoc: ¢é chat Rhynchophylin, Isorynchophyllin, ...

- Tac dung dugc ly: Tac dung ha huyét ap (do céng ning tim giam dong
thoi gidn mach mau ngoai vi). Tac dung chong loan nhip tim, an than.

- Tinh vi quy kinh: Vi ngot, tinh hoi han. Quy kinh Can, Tam va Tam bao.

- Cong dung: Binh can tiém duong; Chan kinh, an than; Ha huyét &p

- Liéu dung: Ngay ding 12 - 16gr dang thudc sac.

- Kiéng ky: Khéng c6 phong nhiét va thuc hoa thi khong nén dung.

* Hoang cam

- Tén khoa hoc: Radix Scutellariae, thugc ho Bac ha (Lamiaceae).

- B6 phan dung: Ré di phoi (sdy) khd, cao vo cua cdy Hoang cam.

- Thanh phan hoé& hoc: tinh dau flavonoid (Scutelarin, Woogonin);
Baicalin

- Tac dung duoc ly: Tac dung ha huyét &p. Tac dung khang sinh; giam sét;
loi tiéu.

- Tinh vi quy kinh: Vi ding, tinh han. Quy vao kinh Tam, Phé, Pai
truong, Tiéu trudng, Can va Bom.

- Cong dung: Ha huyét ap; Thanh nhiét to thap; Thanh phé chi khai;
Hoa giai thiéu duong; Giai doc, lwong huyét, an thai

- Liéu dung: Ngay dung 6 - 129, c6 thé dén 30 - 50g.

- Kiéng ky: Ty Vi hu han va khéng co thap nhiét, thuc hoa thi khéng
dung



* Cuc hoa
- Tén khoa hoc: Flos Chrysanthemi indici.
- Bo phéan diing: Hoa, ¢6 2 loai: Kim clic (ctc vang), Bach clc (cuc trang)
- Thanh phan hoa hoc: Borneol, Camphor, sic t& Chrysanthenone,
Cosmoiin, Lutein-7-Rhamnoglucoside, Apigenin-7-O-Glucoside, vitamin A.
- Tac dung duoc ly: Tac dung ha huyét 4p; Khang khuan
- Tinh vi quy kinh: Vi ngot, dang, tinh hoi han. Quy kinh Phé, Can, Than.
- Codng dung: Binh can, ha huyét ap; Thanh nhiét giang hoa; Dudng can
minh muc; Phat tan phong nhiét; Giai doc, tiéu viém.
- Liéu dung: Dung 6 - 129/ ngay.
- Kiéng ky: kiéng lta, Bach truat va ré Cau ky tu.
* Tang ky sinh
- Tén khoa hoc: Herba Loranthi Gracifilolii. Thuoc ho Tam Gui
(Loranthaceae).
- B6 phan dung: than canh 14 13y tir cay tam gui trén cay Dau tam.
- Thanh phan hoé hoc: glucosid
- Tinh vi quy kinh: Vi dang, tinh binh. Quy vao kinh Can va Than.
- Cong dung: Ha huyét ap; B6 can than, manh gan cét; Trir phong thap;
An thai; Loi stra
- Liéu dung: 12 - 209/ ngay
* Ngwu tat
- Tén khoa hoc: Ré&: Radix Achyranthis bidentatac. Ciy Nguu tat:
Achyranthes bidentata Blume. Thuoc ho Rau Dén (Amaranthaceae).
- Bo phan dung: Than ré da phoi (sdy) kho cua cay Nguu tat.
- Thanh phan hoé hoc: saponin; B-Sitosterol, acid succinic, allantoin,
ecdysteron, inokosteron...
- Tac dung duoc ly: Tac dung ha huyét 4p; Ha Cholesterol trong mau
- Tinh vi quy kinh: Vi dang, chua, tinh binh. Quy vao kinh Can va Than.



- Cong dung: Tu 4m giang hoa; Ha huyét ap; Chi huyét; Hoat huyét
thong kinh (ding séng); B6 Can Than, thu can, manh gan cbt (ché voi ruou);
Giai doc tiéu viém; Lgi niéu trir Soi.

- Liéu dung: Dung 6 - 129/ ngay.

- Kiéng ky: Nguoi khi hu, ¢6 thai khong nén dung.

* Tuc doan

- Tén khoa hoc: Ré&: Radix Dipsaci.

Cay Tuc doan: Dipsacus japonicus Mig.Thudc ho Tuc Poan (Dipsacaceae).

- Bo phan ding: Ré khd, mém, bé khong gy, gion, it xo, da den xam,
rudt xanh thdm, dai, vi dang khong den rudt, khdng mot, khong vun nét 12 tét.

- Thanh phan hoé hoc: alcaloid, tinh dau, chat mau, chat chét, saponin, ...

- Tinh vi quy Kinh: Vi dang, cay, tinh hoi 6n. Quy vao kinh Can va Than.

- Cong dung: Bo can than, manh gan cét; Noi lién gan xuong; Thong
huyét mach; Cam mau; An thai; Giai doc

- Liéu dung: Dung 8 - 169/ ngay.

- Kiéng ky: am hu hoa thinh thi kiéng dung.

* Trach ta

- Tén khoa hoc: Than ré: Rhizoma Alismatis. Cay Trach ta: Alisma
orientalis (Sam.) Juzep. Thudc ho Trach Ta (Alismataceae).

- B6 phan dung: than cu kho da cao sach vo ngoai cua cay Trach ta.

- Thanh phan hoé hoc: albumin, tinh bét, tinh dau, chat nhya.

- Tac dung duoc ly: Tac dung loi tiéu; ha huyét &p; can bang chuyén hoa
lipid trong mau.

- Tinh vi quy kinh: Vi ngot nhat, tinh han. Quy kinh Bang quang, Than,

- Cong dung: Loi thuy tham thap; Thanh thap nhiét, tiét hoa ta.

- Liéu dung: Dung 8 - 169/ ngay

- Kiéng ky: Can Than hu khong thap nhiét thi khéng nén dung.



* Xuyén khung

- Tén khoa hoc: Than ré: Rhizoma Ligustici wallichii. Cay Xuyén khung
(Ligusticum wallichii Franch.) Thuoc ho Hoa Tan (Apiaceae).

- B6 phan dung: than ré phoi (say) kho caa cay Xuyén khung.

- Thanh phan ho4 hoc: tinh dau 1-2%, alcaloid, phenol, acid Ferulic

- Téc dung duogc ly: Tac dung ha huyét ap rd rét va kéo dai (gidn mach
MAu ngoai vi va tac dong Ién trung khu than kinh)

- Tinh vi quy Kinh: Vi cay, tinh 6n. Quy vao kinh Can, Dom va Tam bao.

- Cong dung: Hoat huyét diéu kinh; Hanh khi giai uat; Khu phong chi
théng, trir phong thap; Tiéu viém; B6 huyét (chi huyét).

- Liéu dung: Dung 6 - 129/ ngay.

- Kiéng ky: Am hu hoa vuong, dé cudng duong, d6 mo hoi nhiéu.

* |_ong cot

- Tén khoa hoc: Os Draconis, (Fossilia Ossis Mastodi)

- B6 phan dung: khéi xwong da hoa da (nhu da voi).

- Thanh phan ho4 hoc: ion calci, mot luong nho cac ion Fe, Al, Mg, ...

- Tinh vi quy kinh: Vi ngot, chat, tinh binh. Quy vao cac kinh Can, Bém,
Tam, Than.

- Cong dung: Tran kinh, ¢ sap, thu liém, sinh co (Ién da non); Chén
kinh an than (ding song, thoi gian dung ngan); Binh can tiém duong, an than;
C6 sap, thu lidm (liém han), sinh co (rtra sach chd dau, rac bot min).

- Liéu dung: Dung 8 - 9g/ ngay.

- Kiéng ky: cac chting trén do thap nhiét gy ra thi khong dung uéng trong.

* Pai tao

- Tén khoa hoc: Qua: Fructus Ziziphi jujubae. Cay Dai tdo: Zizyphus

jujuba Mill. var. inermis (Bge.) Rehd. Thudc ho Téo ta (Rhamnaceae).

- B6 phan dung: qua chin phoi kho hozc siy mém rdi lai phoi kho.



- Thanh phan hod hoc: Trong T4o cd Stepharine, N-Nornuciferine,
Asmilobine, Vitamin A, B2, C, Calcium, Phosphor, Sit, ...

- Téc dung duogc ly: Tac dung bao vé gan, ting luc co va thé trong.
Chéng di ung.

- Tinh vi quy kinh: Vi ngot, tinh am. Quy vao kinh Ty va Vi.

- Cong dung: Bb Ty Vi, diéu hoa dinh vé. B6 huyét, chi huyét; Diéu hoa
tinh ning cac vi thuéc; Hoa hodn giam dau; Nhuan Tam Phé, sinh tan chi khét

- Liéu dung: Dung 3 - 30g/ ngay.

- Kiéng ky: khong dung trong cac truong hop thap ning, diy chudng

bung, kho tiéu, ky sinh trung duong rudt, dau rang sau va ho do dam - nhiét.



