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TOM TAT

Tang huyét ap la mét trong nhitng yéu té gdy ra nguy co tim mach ph(f bién nhdt va ty 1é
luu hanh cua no dang tzep tuc tang. Theo mot nghién ciru gan day, tren thé gidi 6 hO’n ] 3ty
ngueoi mdc bénh tang huyet dp — mét con s6 ddang kinh ngac vd con s6 nay da tang gan gdp doi
trong 40 ndm qua. Néu tinh trang bénh khong dwoc kiém sodt sé dan dén nguy co de doa tinh
mang cao hon nhuw con dau tim, dot quy va bénh than man. Bénh nhdn thuong co thé kiém sodt
huyét ap bang cdch két hop ding thuoc va 16i song lanh manh. Tuy nhién, khodang 15% bénh
nhdn bi tang huyét dp khéang thuoc (Resistant hypertension — RH), huyét dp van ¢ mitc cao
dii dd ding it nhat ba loai thuée ha dp thude cdac nhom diege 1y khdc nhau bao gom cd thude
loi tiéu & liéu t6i wu. Theo nghién ciru thir nghiém lam sang giai doan III (NCT03541174), da
lam sdng t6 tiém ndng cua aprocitentan, mét chdt déi khéng thu thé ET-1 kép (Endothelin-1),
co tac dung ha huyét ap ding ke o nhitng ngu"m mdc bénh RH. Trong bai viét nay, chiing tdi

16m tdt co ché hoat ddng va tiem nang diéu tri cia aprocitentan nhw mot phwong phdp déi
mdéi dé diéu tri RH.

Tir khoa: Aprocitentan, thu nghiém lam sang giai doan 3, nghién ciru precision, tang
huyét ap khang thuoc.

ABSTRACT

Hypertension is one of the most common cardiovascular risk factors and its prevalence
is continuing to increase. According to a recent study, there are more than 1,3 billion people in
the world with high blood pressure - a staggering number that has nearly doubled in the past
40 years. If the condition is not controlled, it leads to higher life-threatening risks such as heart
attack, stroke and chronic kidney disease. Patients can usually control their blood pressure
with a combination of medication and a healthy lifestyle. However, about 15% of patients have
resistant hypertension (RH), where blood pressure remains high despite taking at least three
antihypertensive drugs from different pharmacological groups including diuretics. at optimal
dose. Recent research, particularly a Phase 11l clinical trial (NCT03541174), has shed light on
the potential of aprocitentan, a dual ET-1 (Endothelin-1) receptor antagonist, to lower blood
pressure significantly in people with RH. In this review, we summarize the mechanism of action
and therapeutic potential of aprocitentan as an innovative approach for the treatment of RH.

Keywords: Aprocitentan, phase 3 clinical trials, precision, resistant hypertension.
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1. PAT VAN PE

Tang huyét ap (THA) 12 yéu t6 nguy co
chinh c6 thé thay dbi dugc dbi véi bénh tim
mach. Nghién ctru ganh nang bénh tat toan
cau nam 2019 cho thiy ting huyét ap duoc
xép 1a yéu to nguy co quan trong nhat giy
tir vong ¢6 thé quy cho phu nit va 1a yéu td
nguy co quan trong thr 2 sau thude 14 & nam
gid1, gy ra hon 10 tri¢u ca tr vong hang ndm
(Wang W, 2021). Tai Viét Nam, nam 2000 c6
khoang 16,3% ngudi truéng thanh mac bénh
THA, d&én nam 2009 1a 25,4% va nim 2016
ty 1& nay & mirc bao dong 48%. Cho dén nay,
s6 nguoi mac THA van ngdy cang ting va co
dau hiéu giam dan vé d6 tudi. Voi tinh hinh
sO luong nguoi THA ngay cang nhiéu, Bo Y
té da dua bénh nay vao chuong trinh phong
chéng cac bénh khong lay nhiém (giai doan
2015 — 2025). Theo mét thong ké nam 2017
mang tén May Measure Month — MMM cho
thy c6 28,7% nguoi dugc khao sat mac THA
va 37,7% bénh nhan dung thubc ha huyét ap
(HA) nhung khong kiém soat dugc (Van Minh
H, 2019). Nam 2018 va 2019, chién dich MMM
dugc tiép tuc thyc hién, ty 1é bénh nhan THA
trong s6 nguoi khao sat lan luot 1a 30,3% va
33,8%, va ty 1¢ khong kiém soat duoc huyét
ap & ngudi c6 diéu tri ting 1an luot 46,6% va
48,8% (Minh HV, 2021), (Van Minh H, 2020).
THA c6 lién quan dén mét s6 yéu td nguy co ¢6
thé thay d6i duoc va khong thé thay ddi duoc,
bao gom di truyén, tudi tac, ché d6 an ubng va
ché d6 tap luyén thé thao. Mot 16i song lanh
manh c6 thé ngan ngira va cai thién tinh trang
THA mdt cach hiéu qua (Hall M E, 2018).

Hién c6 mot sb loai thudc hang dau
dé diéu tri THA, bao gém thudc thudc e
ché thy thé angiotensin II (ARB), thudc trc
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ché men chuyén (ACEi), thudc chen kénh
canxi dihydropyridine (CCB) va thudc loi
tiéu thiazide. Ca ARB va ACEI déu kiém soat
huyét ap bang cach tac dong dén hé thong
renin-angiotensin-aldosterone (RAS). Theo
huéng dan, thude bd sung thudc dong thir tu
1a spironolactone - thudc doi khang thu thé
mineralocorticoid, dugc khuyén cdo dé diéu
tri cho bénh nhan méac RH. Tuy nhién, viéc
su dung spironolactone trén 1dm sang cting
con han ché vi no ¢6 lién quan dén mot sb tac
dung phu, bao gom nguy co ting kali mau, suy
than va chiing va to ¢ nam gi¢i. Mac du co
san nhiéu loai thuéc ha HA khac nhau, nhung
khoang 15% bénh nhan THA c6 HA cao trén
mirc muc tiéu mong mudn ngay ca sau khi diéu
tri bang thudc két hop. RH lam ting dang ké
nguy co ton thuong co quan giai doan cudi,
chéng han nhu bénh vong mac, day ndi mac
dong mach canh, phi dai that trai, nhoi méu co
tim, dot quy, suy tim va suy giam chirc nang
than (Xu J, 2023).

Endothelin-1 (ET-1) 1a mot chat co mach
manh déng vai tro then chdt trong qua trinh
diéu hoa HA va chiic nang mach mau. Nghién
ctru gan day, dic biét 1a thir nghiém 1am sang
Giai doan IIT (NCT03541174), da lam sang to
tiém nang cua aprocitentan, mot chat ddi khang
thu thé ET-1 kép, trong viéc 1am giam dang
ké huyét ap & nhitng BN bi RH. Trong bai viét
nay, chung to1 tom tat co ché hoat dong, dac
tinh duoc dong hoc va tiém nang diéu tri cta
aprocitentan nhu mot phuong phap tiép can
méi dé diéu tri RH.

2. NOI DUNG

2.1. Endothelin-1 va ting huyét ap
khang thudc

ET-1 1a mot peptide gdm 21 axit amin



chu yéu duoc san xuét béi cac té bao ndi mod
co mach manh. Sy tang 1én cia ET-1 dé dap
g v6i mot sb kich thich bao gom tinh trang
thiéu oxy, ap luc xé, angiotensin II, glucose va
cac cytokine gay viém. N6 hoat dong theo cach
can tiét, tao ra tac dung co mach manh va thé
hién cac tac dong kéo dai dang ké. ET-1 gy ra
roi loan chirc nang ndi mo va tai cAu trac mach
mau va tim va ciing gép phan vao qua trinh
diéu hoa natri va nudc trong than. O nhiing
bénh nhan bi THA nang, biéu hién ET-1 trong
ndi mo tang va no cling dong vai tro trong qua
trinh sinh bénh cua chiing phi dai mach mau.
Ngoai ra n6 ciing ting ¢ nhimg déi twong THA
nhay cam véi mudi, dai thio duong, béo phi
va bénh than man. Viéc phong toa cac thu thé
ctia ET-1 dd chtrng minh hiéu qua trong nhiéu
mo hinh THA (Schiffrin E L, 1997).

Theo Hiép hdi Tim mach Hoa Ky, RH
duoc dinh nghia khi huyét 4p ctia bénh nhan
(BN) lién tuc vugt qua murc muc tiéu mac du
d3 dung dong thoi ba thude diéu trj ting huyét
ap (thuong bao gdm CCB, ACEi, ARB va ca
thudc loi tiéu), mdi thude phai duoc dung & lidu
t6i da hodc liéu dung nap toi da phu hop voi
tan suat dung thudc duge khuyén cao. Nguyén
nhan ciia RH duoc cho 1 bao gdm khong dung
nap thube, ché do diéu tri y té dudi mirc tbi
vu, THA tht phat chua duoc chan doan trude
do6, thay doi 161 song, twong tac thudc, khong
tuan thu dung thudc va khang thudc tai phong
kham. RH do khéng tuan thu dung thudc va
khang thudc tai phong kham thudng duogc
dinh nghia 1a gia RH. Mic du c6 mot s6 lya
chon diéu trj hiéu qua, nhung van c6 khoang
10 — 20% dan sb toan cau bi ting huyét ap
khang thudc va cac loai thudc hién c6 khong
thé giai quyét duoc tat ca cac con dudng bénh
1y tiém 4n lién quan dén dang ting huyét ap
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nay. Tién lugng cua nhitng BN bi RH nghiém
trong hon rat nhiéu so voi nhimg BN bj THA
khong khang thude, v6i nguy co ton thuong
co quan dich va bénh tat cling nhu tr vong do
tim mach cao hon nhiéu. Piéu nay cho thay
trong nghién ctru Antihypertensive and Lipid-
Lowering Treatment to Prevent Heart Attack
Trial (ALLHAT), nhitng nguoi tham gia bi tang
huyét ap khang thudc c6 nguy co mic bénh
mach vanh, dot quy, bénh dong mach ngoai
bién, suy tim, bénh than giai doan cudi va tir
vong do moi nguyén nhan cao hon lan luot
1a 44%, 57%, 23%, 88%, 95% va 30% so v&i
nhirng nguoi tham gia khong bi ting huyét ap
khang thudc trong sudt thoi gian nghién ciru
gan 5 nam (Muntner P, 2014).

Mot sé nhoém dan sb co nguy co dic
biét cao mic RH ¢ giai doan nira sau cia
cudc doi nhu BN ¢6 chi s khdi co thé cao,
ngudi My gbe Phi, phu nit sau man kinh va
nhirng BN ngung thé khi nga. Diéu ddng chu
¥ 1a nhitng BN ¢6 cac yéu t6 nguy co ndy cd
ET cao. Ngoai ra, cac bénh thuong lién quan
dén chimg tang huyét ap khang thudc, chiang
han nhu bénh tiéu dudong va bénh than man
tinh, ciing lién quan dén viéc ting san xuat
ET-1. Trong nghién cta Parrinello (1996) cho
thay nong d6 ET-1 ting dang ké 6 BN THA
¢ béo phi so v6i BN THA c¢6 thé trang binh
thuong hodc gy, va ET duogc bao cdo 1a co
lién quan tryc tiép véi HA dong mach trung
binh va khéi lugng that trai & BN THA béo
phi. Nhitng dit liéu nay cho thidy THA lién
quan dén béo phi dugc dic trung boi r6i loan
chirc ning ndi mo co thé gbp phan 1am ting
nguy co tim mach & nhitng BN nay (Parrinello
G, 1996). O ngudi My gbc Phi bi THA, ndng
d6 ET-1 trong huyét twong cao hon dang ké
so v6i ngudi My gbe Phi c6 huyét ap binh




thuong, trong khi su khac biét gitta nguoi da
tring c6 huyét ap binh thudng va nguoi da
trang bi THA nho hon nhiéu (Ergul S, 1996).
Nhitng muc tang nay di kém voi sy gia tang
hoat dong cua ET-1 va sy tang diéu hoa thu
thé ET, trong mach ngoai vi cua bénh nhan
THA ngudi My gbc Phi, diéu nay c6 thé gop
phan 1am ting ty 18 THA & nhém bénh nhan
nay. Ttr cdc mo hinh nghién ctru trén dong vat
cho thiy ring nong d6 ET-1 ting cao va roi
loan chtrc ndng nd1 mé ¢é lién quan dén lao
hoa (Barton M, 1992). Va trong nghién ctru
cia Carey (2019) cho thiy yéu té nguy co
ctia RH 14 tudi cao dic biét 1a phu nit (Carey
R M,2019). Vé yéu t6 nguy co ngung thd
khi ngu, nghién ctru ctua Phillips (1992) cho
thay nhitng ddi twong BN khong chi bji THA
ma con lam ting nong do ET-1 trong huyét
tuong (dic biét 1a trong tinh trang thiéu oxy)
(Phillips B G, 1999). Méi lién quan giita ET-1
v6i cac yéu td nguy co da dé cap thong qua
céc nghién ctru cho thy vai trd quan trong
ciia ET-1 trong cac dang THA kho diéu tri.
Viéc chan hé théng ET béng chat dbi khang
thu thé endothelin kép (endothelin receptor
antagonist — ERA) kép trong cac dang THA
nay do do6 no c6 kha nang dai dién cho mdt
phuong thirc hoat dong moi dé giam huyét
ap va c6 thé ngin ngira cic bién chimg cia
THA ¢ nhitng BN THA dang nay.

2.2. Thir nghiém giai doan 3 cua
aprocitentan trong diéu tri ting huyét ap
khang thudc

PRECISION la mot nghién ctru da trung
tAm, mu d6i, ngau nhién, nhém song song, giai
doan 3, duoc thuc hién tai cac bénh vién hoac
trung tdm nghién ctru & Chau Au, Bic My,
Chéau A va Uc. Cuc Quan Iy Thuc pham va
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Dugc pham Hoa Ky di phé duyét aprocitentan
(Tryvio) dé diéu tri THA két hop véi cac thude
diéu tri THA khac, nham muc dich ha ap o
nhitng bénh nhan trudng thanh khong kiém
soat ddy du bang cac loai thue khac. Pugc
cong bo bai Idorsia Ltd. vao ngay 20 thang 3
nim 2024, quyét dinh cua FDA dua trén dit
ligu tir thtr nghiém PRECISION giai doan 3
cho thiy tic nhan nay c6 thé hitu ich trong viéc
kiém soat ting huyét ap khang thudc, nhung
chi ra ty 18 phu né va gitr nu6e dang lo ngai.
Quyét dinh nay dugc dua ra hon mgt nam sau
khi nop don xin cap bang thudc méi lan dau
vao thang 12 ndm 2022 va chi hon 6 thang sau
khi Idorsia mua lai quyén ddi khang thu thé
endothelin kép dang udng trén toan thé gidi tir
don vi Janssen Biotech cua Johnson & Johnson
vao thang 9 nam 2023.

BN du diéu kién duoc phan nhom ngiu
nhién néu huyét ap tdm thu khi ngdi ctia ho
la 140 mm Hg tré 1én mac du da dung liéu
phap ba loai thudc diéu tri THA. Nghién
cru bao gdm ba phan: phan 1 1a phan mu
d6i, ngdu nhién va c6 ddi chung gia duoc
kéo dai 4 tuan, trong d6 bénh nhan dugc
dung aprocitentan 12,5 mg, aprocitentan 25
mg hoic gia duoc theo ty 1¢ 1:1:1; phan 2 1a
phan mu don (BN) kéo dai 32 tuan, trong d6
tat ca BN duoc dung aprocitentan 25 mg; va
phan 3 1a phan cai thudc kéo dai 12 tuan, mu
d6i, ngau nhién va co d6i ching gia dugc,
trong d6 BN dugc phan nhom ngau nhién
lai thanh aprocitentan 25mg hodc gia duoc
theo ty 1¢ 1:1. Nghién ctru dugc dang ky trén
ClinicalTrials.gov, NCT03541174.

Nghién ctru PRECISION dugc thuc hién
tir ngay 18 thang 6 nim 2018 dén ngay 25
thang 4 nam 2022. C6 730 BN véi 704 (96%)
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d3 hoan thanh phan 1 cta nghién ciru; trong
s6 do, ¢6 613 (87%) da hoan thanh phan 2 va
577 (94%) da hoan thanh phan 3 cta nghién
ctru. Su giam huyét ap trung binh trong huyét
ap tAm thu tai phong kham sau 4 tuan 13 -15,3
(SE 0,9) mm Hg d6i véi aprocitentan 12,5 mg,
-15,2 (SE 0,9) mm Hg ddi véi aprocitentan 25
mg va -11,5 (0,9) mm Hg dbi véi gia duoc; sy
khac biét c6 y nghia théng ké gitra gia dugc so
véi aprocitentan 12,5 mg va aprocitentan 25
mg 1an lugt 12 p = 0,0042 p = 0,0046. Sau 4
tuan ngimg thudc, huyét ap tAm thu tai phong
kham ting dang ké khi dung gia dugc so voi
aprocitentan (5,8 mm Hg, 95% CI 3,3-7,9,
p < 0,0001). Tac dung phu thuong gip nhit
1a phu né nhe dén trung binh hoic giit nudc,
xay ra & 9%, 18% va 2% d6i véi nhiing bénh
nhan dung aprocitentan 12,5 mg, 25 mg va gia
duogc trong giai doan mu d6i kéo dai 4 tuan.
Sy kién nay dan dén viéc nging thude ¢ bay
bénh nhan dugc diéu tri bang aprocitentan.
Trong sudt qua trinh thir nghiém, téng cong
c¢6 11 truong hop tir vong lién quan dén diéu
tri, khong truong hop nao dugce cac nha khao
sat coi 13 ¢ lién quan dén phuong phap dicu
tri nghién ctru. Nghién ctru cho thay & nhitng
BN mic RH, aprocitentan duoc dung nap tét
va c6 tac dung ha huyét ap tot hon gia duogc
& tuan thtr 4 va duy tri hiéu qua 6 tuan tha 40
(Schlaich M P, 2022).

3. KET LUAN

Hién tai, approcitentan 1a loai thude duy
nhat trong cac thir nghiém 1am sang giai doan
3 PRECISION (ma sé thtr nghiém 1am sang:
NCT03541174) di vi RH va duoc cho 1a
mg ctr vién day hira hen cho tng dung 1am
sang nham giai quyét nhitng thach thtrc hién
tai trong diéu tri RH. Tuy nhién, thoi gian thir
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nghiém lam sang giai doan 3 hién duoc gioi
han 48 tuan vi vay n6 khién cic phan (mg bat
loi 1au dai tiém 4n & nhirng bénh nhan can st
dung thudc thoi gian dai van chua duoc xéac
dinh. Approcitentan c6 thé ndi 1én nhu mot
phuong phap diéu tri thay thé méi cho RH
trong tuong lai gan.
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