TAP CHI NGHIEN ClPU Y HOC

TIEN BO MO'I TRONG DPIEU TRI TANG HUYET AP KHANG TRI

Tran Kim Son*™, Nguyén Thién Thach?

"Truong Pai hoc Y Duoc Can Tho
2Bénh vién Pa khoa Quéc té S.I.S Can Tho

Tang huyét 4p khang tri chiém khodng 10 - 20% téng s6 bénh nhéan tdng huyét &p va la nhém cé
nguy co cao gdp bién cé tim mach, thdn va dét quy, géy ganh ndng Ién cho hé thdng y té toan céu. Du
da &p dung céac phac dé diéu tri phéi hop téi wu, nhiéu bénh nhan van khéng dat duoc huyét 4p muc tiéu,
cho thdy nhu céu cép thiét vé cac phuong phép diéu tri méi. Hai huéng tiép cén tién tién hién nay gém:
triét dét than kinh giao cdm ddéng mach than (RDN) - mét tha thuét can thiép gidp giam huyét ép én dinh
& nhém bénh nhén chon loc; va nhém thubc trc ché aldosterone synthase (ASI) - ndi bat la Baxdrostat,
chéat (rc ché chon loc enzym CYP11B2, d4d ching minh hiéu qué ha huyét &p manh, bén viing, an
toan qua céc nghién ctu pha Ill nhw BaxHTN, BaxAsia, Bax24. Nhiing tién bé nay mé ra trién vong maoi
trong kiém soét tdng huyét &p khéng tri, huéng téi diéu tri cé thé hod va nhdm tring co ché bénh sinh.

Tir khoa: Tang huyét ap khang tri, triét d6t than kinh giao cam dong mach than, thudc trc ché aldosterone

synthase, Baxdrostat.

I. DAT VAN BE

Tang huyét ap da, dang va sé 1a mot ganh
nang bénh tat toan cau méc du trén thé gisi da
c6 nhiéu phac dé chan doan va diéu tri chuan
hoa vé tang huyét ap nhwng theo théng ké cla
Té chirc Y té Thé giti cong bd nam 2025 c6 téi
33% dan sb trwdng thanh méc ting huyét ap
nhwng chi c6 44% bénh nhan dwoc diéu trj va
chi c6 23% dwoc kiém soat va con sb nay vao
nam 2023 1a 42% dwoc diéu tri va 21% duwoc
kiém soat.'2 Ty l&é bénh nhan ting huyét ap
khang tri dao déng tir 10 - 20% trong téng sb
bénh nhan ting huyét 4p. Tang huyét ap khang
tri co mdi lién quan dén sw 140 hoa va lién quan
dén tang huyét ap th(r phat: b&nh nhu mé than,
cwdng aldosteron nguyén phat, cwdng giap,
hoi chirng ngwng thé khi ngu...>s Tang huyét
ap khang tri d&t ra nhiéu thach thie trong diéu
tri va gan day mot sé ky thuat mai, nhém thude
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m&i ra doi da gidp ich rat nhiéu cho viéc tang ty
I& bénh nhan ting huyét ap khang tri duwoc kiém
soat. Bai tdng quan nay sé trinh bay nhirng van
dé c6 lien quan dén tang huyét ap khang tri va
dac biét nhan manh vai trd cua triét dbt than
kinh giao cdm déng mach than va nhém thuéc
m&i - thubc e ché Aldoteron synthase véi dai
dién tiéu biéu la Baxdrostat.

Il. NOI DUNG TONG QUAN
1. Téng quan vé tang huyét ap khang tri
Dinh nghia vé ting huyét dp khang tri
Dinh nghta tang huyét ap khang tri theo Hoi
tim mach Hoa Ky/ Trwdng mén tim mach Hoa
Ky (AHA/ACC) nam 2025 khi c6 mdt trong cac
tiéu chuan sau:®
- Huyét ap tai phong kham = 130/80mmHg
du dang st dung = 3 thubc ha &p. Phédi hop wu
tién: thudc e ché men chuyén ho&c thudc chen
thu thé angiotensin + thudc chen kénh canxi +
loi tiéu nhom thiazide hodc thiazide-like.

- Huyét ap tai phong kham < 130/80mmHg
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nhwng can = 4 thubc ha ap dé dat dwoc muc
tieu. Phdi hop wu tién: thubc (c ché men
chuyén hodc thudc chen thu thé angiotensin +
thuéc chen kénh canxi + lgi tiéu nhém thiazide
hodac thiazide-like.

Dinh nghia tang huyét 4p khang tri theo Hoi
tim mach hoc Chau Au (ESC) 2024 va Phan hoi
Tang huyét ap Viét Nam/ Héi tim mach hoc Viét
Nam ( VSH/VNHA) nam 2022:

Tang huyét ap khang tri khi chién lwoc diéu
tri bao gdbm cac bién phap thay déi 16i séng phu
hop va diéu tri 3 thubc trong dé thube loi tiéu
lidu t6i da hoac liéu c6 thé dung nap duwoc (
thiazide hoac thiazide- like), thubc rc ché hé
RAAS va thubc chen kénh canxi nhung khéng
dat muc tiéu huyét ap tadm thu < 140mmHg va/
ho&c huyét 4p tam trwong < 90mmHg. Céc gia
tri huyét ap do ngoai phong kham.®1°

Ngoai ra, khuyén cédo cta ESC 2024 con
dinh nghfa tdng huyét ap khang tri c6 kiém
soat: khi huyét ap dat muc tiéu < 140/90mmHg
nhwng can diéu tri ttr 4 thubc trd 1én.°

Ganh ndng bénh tat cua ting huyét ap
khang tri

Mac du diéu tri ha huyét ap gitp lam giam
nguy co' xuat hién cac bién cb tim mach song
trén thwc t& nhiéu bénh nhan van khong thé
kiém soat dwoc huyét ap muc tiéu. Dwa trén
muc tiéu huyét ap hién tai cia AHA/ACC la <
130/80mmHg, ty lé tang huyét ap khang tri la
khoang 8,5% dén 20% & nguoi trwdng thanh
tang huyét 4p & Hoa Ky.8"" Néu dwa trén muc
tiéu huyét ap < 140/90mmHg thi ty 1& bénh
nhan tang huyét ap khang tri dao dong tw 10 -
20% tdng sb bénh nhan ting huyét 4p.° Bénh
nhan mac tang huyét ap khang tri dwoc biét a
c6 nguy co méc nhéi mau co tim, dot quy, bénh
than giai doan cudi va t& vong do tim cao hon
it nhat 50% so v&i ngwoi Ién bi ting huyét ap
ma khéng khang thubc diéu tri. Nhiéu nghién
ctru doan hé da xac dinh cac yéu td nguy co

phd bién gay tang huyét ap khang tri bao gédm
tudi gia, béo phi, bénh ly nhu md than va dai
thao dwong... Panh gia tdng huyét ap khang
tri doi hdi phai loai trir gid khang tri, bao goém
do huyét ap khong chinh xac, tdng huyét ap
4o choang tréng (théng qua theo déi huyét ap
ngoai phong kham) va khong tuan tha diéu tri
dung thubc.912-15

2. Diéu tri ting huyét ap khang tri hién tai

Sau khi loai trir cac nguyén nhan khac nhau
cla tang huyét gia khang tri (d&c biét 1a kém
tuan tha diéu tri) va tang huyét ap thi phat.

Loai trlr nguyén nhan gia khang tri:3° bam
bdo do huyét ap tai phong kham chinh xac,
danh gia mirc dd tuan tha diéu tri thube theo
phac d6 dwoc ké, vodi hoa ddng mach canh tay,
tang huyét 4p 4o choang trdng, xem xét liéu
thudc, phdi hop thube diéu tri kiém soat huyét
ap, hoi chirng Munchausen ( hiém gap).

Xac dinh va diéu chinh cac yéu tb 16i séng
goép phan lam tang huyét ap:® giam mudi an,
kiém soat can nang, tdng hoat dong thé Iluc,
han ché ruou, bd thubc 14, cai thién gidc nga.

Ngwng hodc gidm thiéu cac chat/thuéc &nh
hwéng dén huyét ap®: Vi du: NSAIDs, corticoid,
thudc tranh thai cé estrogen, thubc thong mii
(sympathomimetics), cac thudc kich thich...

Tam soat nguyén nhan tang huyét ap thir
phat:8 Bao gdm bénh than man, hep déng mach
than, cwdng aldosterone nguyén phat, ngwng
thé khi ngd, pheochromocytoma, hdi chirng
Cushing... Do huyét ap tai nha hodc béng
Holter huyét ap 24 gi¢» dé loai trlr tang huyét ap
choang tréng.

Diéu tri ha huyét ap phai dwoc téi wu hoa.
Sau khi phéi hop 3 nhém thubée ( Uc ché hé
RAAS + Chen kénh Canxi + Loi tiéu). O nguoi
trwdng thanh bj ting huyét ap khang tri chuwa
kiém soat, du da dwoc diéu tri ti wu véi phac dé
hang dau gom thudc e ché men chuyén (ACEi)
ho&c (rc ché thu thé angiotensin (ARB) két hop
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véi thudc chen kénh canxi (CCB) va thubc
loi tiéu nhom thiazide hodc thiazide-like (nhw
chlorthalidone hoac indapamide) va cé mirc loc
cau than (eGFR) = 45 mL/phat/1,73m?, thi bb
sung thubc déi khang thu thé mineralocorticoid
(MRA) dwoc khuyén céo dé kiém soat huyét ap.
O nguoi trwdng thanh bj tang huyét ap khang
tri chwa kiém soat, nhung khéng dung nap hodc
c6 chdng chi dinh véi MRA, viéc b sung mot
trong cac thubc hodc nhém thube sau day duoc
xem 1a hop ly dé kiém soat huyét ap: amiloride,
thudc chen beta (BBs), thubc chen alpha, thuéc
trc ché giao cam trung wong, thudc ddi khang
thu thé endothelin kép, ho&c thuéc gian mach
truc tiép.8o18

3. Nhirng tién bd méi trong diéu tri tang
huyét ap khang tri

Triét dét than kinh giao cam déng mach
than

Tang huyét ap van la mét trong nhirng
nguyén nhan hang dau gay ra bénh tat va to
vong trén toan thé gi¢i dac biét la & nhém bénh
nhan tang huyét ap khang tri. Diéu nay dat ra
nhiéu thach thire trong diéu tri d&c biét la nghién
ctvu didu tri kiém soat huyét ap bang thudc
m&i v&i nhitng co ché méi. Gan day mot sb
chién lwgc diéu tri méi dang dwoc nghién ciru
manh mé va dan dwoc ap dung trén |adm sang:
dau tién 1a tha thuat can thiép triét dét than
kinh giao cam déng mach than ( RDN - Renal
Denervation) da cho thdy mét s hiéu qua va
an toan tét trong viéc gidm huyét ap, mac du
tac dung ha huyét ap cGia né cé vé khiém tén va
&ng dung cla nd van gidi han & cac trung tam
c6 kinh nghiém, nhirng bénh nhan dwoc lya
chon can than co tang huyét ap tam thu va tam
trwong tai phong kham ( huyét ap tam thu 140 -
180mmHg va huyét ap tam trwong = 90mmHg),
v&i d6 loc cau than wéc tinh (eGFR) = 40 mL/
phat/1,73m?, va cé tang huyét ap khang tri du
da diéu tri téi wu, hodc gép tac dung phu khéng

dung nap duwoc khi thém thudc ha ap, thi triét
dét than kinh giao cdm déng than (RDN) co thé
dwoc xem xét nhuw bién phap diéu tri hé tro bén
canh thuéc ha ap va thay ddi 16i sébng nhdm
giam huyét ap.8°17

Mét nghién clru quan sat da trung tam voi
2237 bénh nhan tang huyét 4p khang tri dang
dung tir 4 dén 5 loai thubc diéu tri ting huyét ap
duwoc diéu tri bang phwong phap triét dbt than
kinh giao cam dong than. Thoi gian theo doi
kéo dai dén 3 nam cho thay hiéu qua cai thién
huyét ap tam thu phong kham trwdc va sau triét
dét gitp gidm -16,5 + 28,6mmHg (p < 0,001) va
gidm huyét ap tam thu lvu dong 24 gio -80 +
20,0mmHg, p < 0,001 so v&i trwéc can thiép.?

Mét nghién clru phan tich gép tir 8 nghién
ctu RCT véi 1363 bénh nhan tang huyét ap so
sanh hiéu qua cai thién huyét ap cua triét dbt
than kinh giao cdm déng mach than véi nhém
chirng diéu trj tich cwe. Sau thoi gian theo doi
trung binh 6 thang, hiéu quéa cai thién huyét ap
trung binh 24 gi& & nhém triét dbt hon nhém
chirng 3,55mmHg va tat ca cac nghién ctru déu
ddng nhét vé két qua.>

Khuyén cao méi ctia Hoi Tim mach Hoa Ky/
Trwdng moén Tim mach Hoa Ky (AHA/ACC)
n&m 2025 va Hoi tim mach Chau Au (ESC) ndm
2024 cla ciing dé cap dén triét abt than kinh
giao cdm dong mach than (RDN) vao hwéng
dan diéu tri tdng huyét ap khang tri v&i mirc
khuyén céo 2B. Bénh nhan dwoc chon |a bénh
nhan d3 tdi wu véi cac thude nodi khoa ( dac biét
la Spironolacton), bénh nhan cé dwdng kinh
dong mach than tr 3 - 8mm, khdéng c6 bénh ly
ddng mach than: xo hoa, hep, phinh, dat stent
trwéc d6. Cac nghién ctru cho thay triét dét
than kinh giao cdm déng mach than gidp giam
thém 5mmHg thi tam thu ( tuy nhién chi khoang
60-70% bénh nhan co cai thién sau thd thuat).8®

Nhém thuéc méi

Chién lwgc th¢ hai nhdm vao cac con
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dwdng phi truyén théng trong hé thdng renin-
angiotensin-aldosterone, aldosterone tang cao
- thwdng dwoc quan sat thdy trong tang huyét
ap khang tri. Mac du cac chét e ché renin
trwc tiép nhu aliskiren va cac chéat dbi khang
thu thé endothelin kép nhw aprocitentan, hién
khong dwoc khuyén cao st dung thuwéng xuyén
trong tang huyét ap &c ché duwoc ly tbng hop
aldosterone da ndi Ién nhuv mot huéng di day
ha hen.'8'® Aldosterone gop phan lam tang
huyét ap théng qua viéc téng cwong lwu gity
natri va co mach.2’ Gan day, cac chét (rc ché
aldosterone synthase (ASlIs- Aldosterone
Synthase Inhibitors), ngan chan cé chon loc
qua trinh sinh tdng hop aldosterone & cap do
enzyme, da duwoc phat trién va dang duoc
nghién cru 1am sang dé diéu tri tdng huyét ap
khang tri." Nhirng loai thubc nay da cho thay
tiém nang day hra hen trong viéc gidm huyét
ap & bénh nhan tang huyét ap khang tri. Bai
tdng quan nay danh gia cac dac tinh dworc dong
hoc clia ASls va kham pha vai trd ciia nhém

thudc nay trong diéu tri ting huyét ap khang
tri.7,19,21
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steroid tuyén thwong than chiu anh hwéng

b&i cac chat (rc ché aldosterone synthase

Cac thubc rc ché ASIs nhu: Baxdrostat,..
ngan chan sy hoat déng clha cytochrome
P450 [CYP]-11B2 Ila enzym chiu ftrach
nhiém chuyén dbi 11-deoxycorticosterone
thanh corticosterone, corticosterone thanh
18-hydroxycorticosterone va cubi cung la
aldosterone. Bang cach &c ché CYP11B2, ASI
lam gidm sinh tbng hop aldosterone va tién
chét ciia n6. 92"

Nghién ciru BaxHTN

Nghién ctru BaxHTN la mot thtr nghiém 1am
sang pha lll, da trung tdm, ngau nhién, mu dai,
déi chirng gid dwoc, dwoc tién hanh trén 796
bénh nhan bi tdng huyét 4p khéng kiém soat
ho&c khang tri (tirc van cao huyét ap du dung
> 2 thubc hodc = 3 thube, bao goém loi tiéu), tai
214 trung tam trén toan cau, nham danh gia hiéu
qua va dé an toan clia Baxdrostat (1 mg hodc
2 mg/ngay) trén nén diéu tri tiéu chuan trong
12 tudn. Két qua cho thay sau 12 tuan, nhém
dung Baxdrostat gidm huyét ap tam thu cé y
nghia théng ké so vé&i gid dwoc, giam 8,7mmHg
v6i liéu 1mg va 9,8mmHg véi liéu 2mg, didu tri
dat hiéu qua twong tw gitva bénh nhan khong
kiém soat va tang huyét ap khang tri. Quan
trong hon, theo theo déi huyét ap trung binh
24 gi¢, nhom dung Baxdrostat 2mg cé murc
gidm an twong hon - khoang -16,9mmHg ban
ngay va -11,7 mmHg vao ban dém so v&i gia
dugc. V& khia canh y nghia |am sang, nghién
ctu cho thdy khodng 40% bénh nhan dung
Baxdrostat 1mg hodc 2mg da dat huyét 4p tam
thu dwéi 130mmHg so véi chi 18,7% & nhéom
gia duoc véi OR = 2,9 va p < 0,0001. Trong
cac giai doan tiép theo cla thir nghiém - giai
doan ngrng thubc ngau nhién, cac bénh nhan
trdi qua giai doan mé& nhan (open-label), huyét
&p tam thu khi ngdi trung binh cta bénh nhan
trong giai doan nay la 133mmHg. Trong 8 tuan
tiép theo (tudn thr 24 dén tuan thir 32), mic
thay ddi huyét ap tam thu khi ngdi & nhém dung
axdrostat 1a -3,7mmHg (KTC95%: t&r -5,5 dén
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-1,9mmHg). O’ nhém duing gia dwoc trong cling
giai doan nay, muc thay dbi huyét ap tam thu
khi ngdi chi la +1,4mmHg (KTC95%: tir -1,2 dén
4,0mmHg). Vé do an toan, ty 1& bién cb nghiém
trong trong 12 tuan dau la thap va twong dwong
gilba cac nhom: 1,9% & nhém 1 mg, 3,4% &
nhém 2 mg va 2,7% & nhom gid dwoc. Ty 1é
tang kali mau nghiém trong dan dén ngirng
thubc 1a rat thap (0,8% v&i 1mg va 1,5% véi
2mg), va chi 1% trong mdi nhom c6 kali huyét >
6 mmol/l. Khdng cé ca suy vd thwong than nao
dwoc ghi nhan.”

Nghién citru BaxAsia

Bén canh sy thanh cdng cla nghién ctru
BaxHTN, nghién cru BaxAsia la nghién ctu
thwe hién trén 300 bénh nhan cha yéu la nguoi
Chau A bwéc dau ciing da mang lai nhiing
hiéu qua cai thién huyét ap tich cwc. Nghién
clru BaxAsia la thir nghiém 1&m sang pha I,
da trung tdm, ngdu nhién, mu déi, dbi chirng
gid dwoc nhdm danh gia hiéu qua va tinh an
toan clia Baxdrostat - chat (rc ché aldosterone
synthase chon loc - & bénh nhan tang huyét
ap khong kiém soat hodc khang tri thuéc quan
thé ngwdi chau A. Nghién ctru tuyén chon cac
bénh nhan = 18 tudi dang diéu tri 6n dinh voi
> 2 thudc ha ap (d6i v&i tang huyét ap khong
kiém soat) hodc = 3 thubc khac nhém cé kém
loi tiéu (ddi v&i tdng huyét ap khang tri) nhung
van chwa dat dich huyét ap. Sau giai doan chay
thtr gid dwgc, bénh nhan dwgc phan nhom
ngau nhién st dung Baxdrostat li&u 1mg, 2mg
hodc gid dwoc trong 12 tuan. Tiéu chi chinh
clia nghién ctru 14 thay déi huyét ap tam thu do
trong phong kham tir luc bat dau dén tuan thi
12. Dang chud y Ia nhém dan sé Chau A trong
dé c6 Viet Nam dwoc biét dén cé nguy co réi
loan diéu hoa aldosterone va cac bién cb tim
mach bét loi lién quan dén tang huyét ap cao
hon do lwgng muébi trong ché d6 an cao va sw
nhay cam vé&i mubi cao hon so vé&i cac nuwéc
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ngoai Chau A.2223 Chinh vi thé, két qua tich cuc
t nghién cru BaxHTN va nghién clru BaxAsia
khong chi khdng dinh tiém nang ctia Baxdrostat
trong diéu tri tang huyét &p khang tri ma con goi
mé& gia tri (’ng dung trong thuc tién véi cong
ddng Chau A néi chung va Viét Nam néi riéng.

Nghién ctru Bax24

Nghién clru Bax24 la thér nghiém lam sang
pha Ill, ngdu nhién, mu ddi, déi ching gia
dwoc nhdam danh gia hiéu qua va tinh an toan
cla Baxdrostat - mot chat trc ché aldosterone
synthase chon loc - & bénh nhan tang huyét
ap khang tri dang diéu tri n dinh véi = 3 thubc
ha ap, trong d6 co loi tidu. Nghién ciru tuyén
chon 212 bénh nhan cé huyét ap tam thu tw
140 - 170mmHg va eGFR = 45 mL/ph/1,73m?2.
Bénh nhan dwgc phan nhém dung Baxdrostat
2 mg/ngay hodc gid dwoc trong 12 tuan, véi
tiéu chi chinh 1a thay ddi huyét ap tam thu trung
binh 24 gi& do bang ABPM. Két qua buwéc dau
cho thay Baxdrostat gitip gidm huyét ap tam thu
24 gi& mot cach c6 y nghia l1am sang va théng
ké, bao gdbm ca huyét 4p ban dém va huyét ap
budi sang - cac thoi diém lién quan nhiéu dén
bién cb tim mach. H6 so an toan nhin chung
thuén lgi, khéng ghi nhan suy thuwong théan va
ti 1& tang kali mau thap. Bax24 gop phan clng
cb vai trd clia viéc trc ché tdng hop aldosterone
nhw mét chién Iwgc diéu tri méi cho bénh nhan
tang huyét ap kho kiém soat, dac biét khi cac
bién phap diéu tri chuan hién nay khoéng dat
dich huyét ap.2

ll. KET LUAN

Tang huyét ap khang tri van 1a mot thach
thre I1&n trong thye hanh 1dm sang hién nay,
khi mét ty 1& khdng nhd bénh nhan van khong
dat dwoc huyét ap muc tiéu du da dwoc diéu
tri t&i wu bang cac phac dé chuan. Viéc kiém
soat khéng day du huyét ap & nhém bénh
nhan nay lam gia tang dang ké nguy co bién
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cb tim mach, than va t& vong sém. Trong béi
canh do, bén canh cac phac dd phéi hop thubc
truyén thdng (&c ché RAAS, chen kénh canxi,
i tiéu thiazide/thiazide-like), ngay nay cac tién
bé md&i trong diéu trj da duwoc nghién clru va
bwéc dau chirng minh hiéu qua. Phwong phap
triét dét than kinh giao cdm déng mach than
(Renal Denervation - RDN) giup giam hoat tinh
giao cdm qua murc, mang lai hiéu qua ha huyét
ap 6n dinh & nhém bénh nhan khang tri chon
loc. Nhém thuéc trc ché aldosterone synthase
(ASI), dién hinh & Baxdrostat, tac ddng truc
tiép vao enzym CYP11B2 - khau cudi trong
tbng hop aldosterone - cho thay hiéu qua ha
huyét 4p manh, bén virng va dung nap tét qua
nhiéu nghién ctu pha lll.
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Summary

RECENT ADVANCES IN THE TREATMENT OF
RESISTANT HYPERTENSION

Resistant hypertension accounts for approximately 10-20% of all hypertensive patients and
represents a population at particularly high risk of cardiovascular, renal, and cerebrovascular
events, imposing a substantial burden on global healthcare systems. Despite the use of optimized
combination therapy, many patients still fail to achieve target blood pressure levels, underscoring
the urgent need for novel therapeutic strategies. Two emerging approaches have recently shown
significant promise: renal sympathetic denervation (RDN) - an interventional procedure that provides
sustained blood pressure reduction in selected patients; and aldosterone synthase inhibitors (ASI)
- particularly Baxdrostat, a selective inhibitor of the CYP11B2 enzyme, which has demonstrated
potent, durable, and well-tolerated antihypertensive effects in several phase lll clinical trials, including
BaxHTN, BaxAsia, and Bax24. These advances offer new perspectives for the management of
resistant hypertension, paving the way toward personalized and mechanism-targeted therapy.

Keywords: Resistant hypertension, renal sympathetic denervation, aldosterone synthase
inhibitor, Baxdrostat.
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