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Abstract:

Endothelin is a group of endogenous peptides that play important roles in regulating vascular tone.
High expression of endothelin is associated with pathogenesis of various diseases, including
pulmonary arterial hypertension (PAH) and several types of cancer. In recent years, clinical use of
endothelin receptor antagonists (ERAs) has been gradually increased, with bosentan, ambrisentan
and macitentan being approved by FDA for the treatment of PAH. The aim of this review is to
summarize the pharmacological properties of ERAs, as well as update novel perspectives on these
medications regarding the treatment of endothelin-related disorders. The collated findings suggest
that ERAs are key players in the battle against PAH, and emerged as potential candidates for
numerous diseases, namely resistant hypertension (RH), systemic scleroderma and cancers.
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1. Giéi thi¢u (hyperglycemia), ting  cholesterol = mau

1.1. Téng quan vé sinh Iy hé endothelin
Endothelin 1a mot ho céc peptid gom 21 acid
amin c6 tac dung co mach manh va kéo dai, dugc
phan 1ap lan dau tr té bao dong mach chu cua lgn
nam 1988 (Yanagisawa et al., 1988). Trong ba
dang isoform cua endothelin (ET-1, ET-2 va ET-
3), ET-1 thé hién hoat tinh manh nhat trén hé tuan
hoan va ciing 1a dang duoc nghién ctru nhidu nhét
(Davenport et al., 2016). Phan 16n ET-1 dugc
téng hop va bai tiét & té bao ndéi mé mach méau
dudi tic dung cia enzym chuyén endothelin
(ECE) (Kohan et al., 2011). ECE c6 vai tro xtic
tac cho phan Ung phan cit proendothelin (dang
khong c6 hoat tinh) thanh endothelin (dang c6
hoat tinh) tai vi tri s6 22 ctia proendothelin (Xu et
al., 1994). Cac yéu t6 kich thich tong hop ET-1
bao gdm tinh trang ting glucose mau

Volume 3, Issue 2

(hypercholesterolemia), tang ap luc long mach,
angiotensin I va mot s yéu t6 khac (Houde et al.,
2016; Stow et al., 2011).

Céc endothelin gan vao hai loai thy thé tuong
(g trén mang té bao 1a thu thé loai A (ETa) (Arai
et al., 1990) va thu thé loai B (ETg) (Sakamoto et
al., 1991). ET-1 va ET-2 thé hién i lyc manh hon
ET-3 trén thu thé ETa, trong khi d6 4i lyc cta ba
endothelin trén thy thé ETg 1a twong dwong nhau
(Davenport et al., 2016). Ca ETa va ETg déu
thudc nhém thy thé két cip protein G, tac dong
thong qua con duong
phospholipase C — inositol triphosphat (IP3) — ion
calci (Houde et al., 2016). Su khac biét vé vi tri
phan bd, té bao biéu hién va tic dung sinh hoc ciia
hai loai thu thé endothelin dugc trinh bay tom tat
trong bang dudi day.

truyén tin  hiéu
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Bang 1. Mot s6 dic diém khac biét giira hai loai thu thé endothelin

Endothelin receptor A (ETx)

Endothelin receptor B (ETg)

Vi tri phan bd
phan nhé & nio

C6 nhiéu nhat & phdi va tim, mot

C6 nhiéu ¢ ndo va cac mao mach nho

Té bao biéu hién

mau

Chu yéu trén té bao co tron mach

Té bao co tron mach mau va t€ bao ngi md

Tac dung sinh | Co mach
hoc khi duwgc

hoat héa

Tang sinh té bao

Trén té bao co tron mach mau: gy co mach
Trén t& bao ndi mo: gay gidn mach?

Tang thai trir ET-1 & gan, than va phoi

Nguon: Marie-Camille Chaumais, Christophe Guignabert, Laurent Savale, Xavier Jais, Athénais
Boucly, et al. Clinical Pharmacology of Endothelin Receptor Antagonists Used in the Treatment of

Pulmonary Arterial Hypertension. American Journal of Cardiovascular Drugs, 2015, 15 (1), pp.13-

26.

Do pham vi phan bd rong, endothelin va thu
thé ctia n6 dong vai trd quan trong trong nhiéu qua
trinh sinh 1y va bénh 1y cua co thé. Tang
endothelin mau kéo dai c6 lién quan chat ch€ voi
bénh tim mach, ung thu va r6i loan chuyén hoa
(Aubert & Juillerat-Jeanneret, 2016; Barton &
Yanagisawa, 2019). Gan day, nhiéu nghién ctru
ciing chi ra vai trd cua endothelin trong co ché
bénh sinh cia xo vita dong mach, suy tim va tinh
trang khang insulin ¢ bénh nhan déi thao dudng
(Shemyakin et al., 2010). Diéu nay cho thay
endothelin va receptor twong ing la cac muc tiéu
phan tr tiém ning trong nghién ctru va phat trién
thubc moéi.

1.2. Tong quan vé bénh ting dp dong mach phéi

Tang ap dong mach phdi (Pulmonary arterial
hypertension — PAH) 1a mot tinh trang bénh ly
man tinh dac trung boi sy co mach va tai cAu trac
16p ndi mac & cac tiéu dong mach phéi, dan dén
tang sirc can va 4p lyc mach mau phdi (Montani
et al., 2013; Voelkel et al., 2012). Néu khong
dugc can thiép kip thoi, bénh c6 thé giy bién
ching day thét phai, cudi cing din dén suy that
phai va tir vong (Maclver et al., 2016). PAH thudc
nhoém 1 trong phéan loai ting ap luc mach phoi
(Pulmonary hypertension — PH) cua H¢i Tim
mach va Ho hip chau Au nim 2015. Theo phan
loai nay, PAH duogc chia thanh 4 phan nhom dua
trén nguyén nhan gy bénh, bao gom PAH vo cin,
PAH do yéu t6 di truyén, PAH do thudc va doc
chat va PAH lién quan téi mot s6 bénh man tinh

(nhiém HIV, xo cung bi, ting ap luc tinh mach
ctra...) (Galié et al., 2016). Mic du hiém gip (ty
16 méc ude tinh 15 — 50 ca trong 1 tri¢u dan),
nhung PAH la bénh c6 ty 1€ to vong cao va hién
nay chua cé thudc chita khoi (Lau et al., 2015).
Tuy nhién, nhd nhiing hiéu biét méi vé co ché
bénh sinh va phwong phap diéu tri, tién lugng
bénh cling nhu chét luwong cudc séng cua bénh
nhan mic PAH di duoc cai thién dédng ké trong
nhitng nim gan day.

Hién nay, diéu trj ndi khoa bé'mg thube 1a
hudng tiép can chinh nham muc tiéu giam nhe
triéu chiing va lam cham qua trinh tién trién bénh.
Dua vao co ché tac dung, cac thude diéu tri dic
hiéu PAH c6 thé dugc chia thanh 3 nhém: thube
rc ché thy thé endothelin (ERA) (bosentan,
ambrisentan), thudc doi khéang tac dung cua nitric
oxid (sildenafil, riociguat) va thudc chii van thy
thé prostacyclin (epoprostenol, illoprost) (Klinger
et al., 2019). Trong d6, phdi hop ERA va thudc
ddi khéng nitric oxid dugc coi 1a lya chon dau tay
trong diéu tri PAH cho hau hét bénh nhan nguy
co thap va trung binh (Sitbon & Gaine, 2016).
Hién nay, cuing voi nhitng hiéu biét sau hon vé co
ché bénh sinh & mirc do phén tir cia PAH, nhiéu
xu hudng didu tri méi nhu didu hoa hoat dong ty
thé, tac dong dén cac qua trinh mién dich bang
liéu phap sinh hoc da ra doi, véi tiém nang thay
thé cac phuong phép diéu tri truyén thong trong
tuong lai (Badlam & Bull, 2017; Lajoie et al.,
2017).

aTac dung gian mach co duoc do hoat hoa calmodulin kinase, tir do gdy phosphoryl hoa enzym nitric

oxid synthase (NOS), ting tong hop chat gian mach NO.
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2. Téng quan nghién ciru

Céc chat trc ché thu thé endothelin da duogc
chimg minh ¢6 vai tro quan trong trong diéu tri
mot s6 bénh ly lién quan dén rdi loan hoat dong
cta endothelin, trong d6 quan trong nhét 1a bénh
tang ap dong mach phoi (PAH). Mic du co bénh
cin do nhiéu nguyén nhan khac nhau, co ché bénh
sinh ctia PAH déu c¢6 chung nhitng bién doi sinh
1y dac trung boi ba giai doan: (1) dap ung co mach
qua mirc, (2) hinh thanh vi huyét khéi va (3) tai
céu trac thanh dong mach phdi (Huber et al.,
2015). Réi loan con duong endothelin dong vai
trd quan trong trong giai doan co mach sém cua
PAH (Huber et al., 2015). Montani va cong su
(2007) quan sat thiy ndng do endothelin-1 ¢ nhu
mo phdi va trong huyét twong & bénh nhan mic
PAH cao hon so v&i nhom chung. Muc d0 ting
cua endothelin-1 ty 1€ thuén v&i mac d ndng cia
PAH trén 1am sang (Montani et al., 2007). Bén
canh d6, nhiéu thir nghiém 1am sang ciing da
chimg minh hiéu qua cta cac thube wre ché thu thé
endothelin trong cai thién triu chung co nang va
chat luong cudc séng & nhimg bénh nhan mic
PAH do nhiéu nguyén nhan khac nhau (Gali¢ et
al., 2008; Pulido et al., 2013; Rubin et al., 2002).
Céc thudc tac dong vao hé endothelin, dic biét 1a
cac chit e ché chon loc receptor ETa, c6 nhiing
uu diém ndi bat nhu tinh huéng dich va hiéu luc
cao, dong thoi it tac dung khéng mong mudn hon
so voi cac nhom thude diéu tri PAH khac. Tuy
nhién, tai Vi¢t Nam chua cé mot nghién cuiu hé
thong hoa lai nhitng nghién ctru vé nhom thude
nay. Do d6, muc tiéu cta bai bao hudng téi tong
quan nhirng tai liéu cap nhat gan day vé dic tinh
duoc 1y va vai trd ciia cac ERA trong diéu tri ting
ap dong mach phdi, tir d6 dua ra mot hudng tiép
can méi trong cudc chién chdng lai cin bénh nay
noi riéng va cac bénh 1y ting ap phdi ndi chung.
3. Phwong phap nghién ciru

Bai bdo sir dung cac cong cy nhu PubMed
(https://pubmed.ncbi.nlm.nih.gov/), Google
Scholar (https://scholar.google.com/) dé tim kiém
nhitng nghién ctru vé dic tinh dugc 1y (duoc luc
hoc, dugc dong hoc, tac dung phy...) va két qua
cac thir nghiém 1am sang pha III va IV cua céac
chit trc ché thu thé endothelin trong vong 20 nim
tro lai day (2004 — 2024). Cac tu khoa dugce su
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dung dé tim kiém bao gébm: Endothelin receptor
antagonist; Bosentan; Ambrisentan; Macitentan;
Pulmonary arterial hypertension; Clinical trials;
Pharmacology; Pharmacokinetics. Sau do, cac
thong tin thu thap duoc sip xép thanh 2 ndi dung
chinh: téng quan vé ba thudc tc ché thy thé
endothelin da duoc FDA chép thuén trong diéu tri
PAH (bosentan, ambrisentan, macitentan) va téng
quan vé mdt sd chat trc ché receptor endothelin
tiém niang khac dang duoc nghién ctru va thir
nghiém trong giai doan gan day.

4. Két qua nghién ciru

4.1. Céc thuéc irc ché thu thé endothelin (ERA)

Tinh dén thoi diém hién tai, ¢6 3 loai thudc tre
ché thy thé endothelin dugc FDA phé duyét cho
chi dinh diéu tri tang ap dong mach phéi, bao
gdbm:  bosentan  (Tracleer, RO470203),
ambrisentan (Letairis, Volibris, LU-208075) va
macicentan (Opsumit). Bén canh d6, mot sé chét
trc ché khéc ciing da duoc phat trién va budc vao
giai doan thir nghiém ldm sang pha III nhu
clazosentan (RO-61-1790), atrasentan (ABT-627,
Xinlay), zibotentan (ZD4054) va aprocitentan
(ACT-132577, chét chuyén hoa c6 hoat tinh cta
macitentan).

4.1.1. Bosentan

Bosentan 1a mot dan xuét cta pyrimidine co
tac dung dbi khang canh tranh v&i ET-1 trén ca
hai loai receptor ETa va ETg. Pay la thudc diéu
trj ting 4p dong mach phdi nhom ERA dau tién
dugc FDA phé duyét vao nam 2001 (Mathier &
Ishizawar, 2010). Trén mé hinh ddng vat thi
nghiém, bosentan c6 tac dung lam giam ap luc
dong mach phéi, df‘)ng thoi ngan chan phi dai va
xo héa tdm that phai (Chen et al, 1995;
Choudhary et al., 2011). Céc nghién ctru 1am sang
cling da chirng minh hi€u qua cta bosentan trong
viéc cdi thién tinh trang bénh trén 1am sang, cac
thong s6 huyét dong hoc, kha ning hoat dong thé
luc va chat luong cudc séng cua nhirng bénh nhan
tang 4p dong mach phdi (Channick et al., 2001;
Giaid et al., 1993; Rubin et al., 2002).

Bosentan dugc dung theo dwong udng véi sinh
kha dung khoang 50%. Sau khi vao mau,
Bosentan lién két manh véi protein huyét trong
(98%), dugc chuyén héa qua gan nhd enzym
CYP3A4 va CYP2C9 tao thanh dan chit chuyén
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hoa con hoat tinh. Phan 16n thudc duoc thai trir
qua mat voi thoi gian ban thai khoang 5,4 gio
(Dingemanse & van Giersbergen, 2004).

Bosentan gy cdm ung cac enzym CYP3A4,
CYP2C9 va CYP2C19, do d6 c6 thé twong tac véi
cac thudc chuyén héa qua nhirng enzym nay nhu
ketoconazol, warfarin, simvastatin hay cac thude
tranh thai (Oldfield & Lyseng-Williamson,
2006). Ngoai ra, rifampicin c6 thé gay giam thai
trir bosentan do trc ché hé van chuyén anion htru
co (OAT), tir d6 1am ting ndng do trong huyét
twong va tac dung khéng mong mudn cua thude
(Venitz et al., 2012).

Céac tac dung phu cua bosentan noéi riéng va
nhom ERA n6i chung phu thudc vao lidu, v&i mot
s6 triéu chung dién hinh nhu dau dau, budn nén,
d6 mat, phu ngoai bién va ha huyét 4p qua mirc
(Chaumais et al., 2015). Tang men gan c6 thé xay
ra voi cac bénh nhan diéu tri bosentan trong 6
thang dau tién, tuy nhién thuong khong c6 triu
chimg va c6 thé hdi phuc khi giam liéu (Benedict
et al., 2007). Bosentan c6 kha nang gay quai thai
trén dong vat thuc nghiém, do do chéng chi dinh
cho phu nit ¢ thai va than trong khi dung cho phu
nit cho con bu (Chaumais et al., 2015).

Hinh 1. Ciu tric héa hoc ciia bosentan

\) //
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K/OH
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4.1.2. Ambrisentan

Ambrisentan 1a mdt din xudt coa acid
propanoic ¢ kha ning trc ché chon loc receptor
ETa (Peacock et al., 2015), tir d6 lam ting d6i
khéng tac dung co mach va ting sinh té bao ctia
thy thé nay, ddng thoi duy tri dwoc tic dung gidn
mach cua ETg (Wilkins, 2004). Két qua cua cac
thtr nghiém 1am sang pha III ARIES-1, ARIES-2
va ARIES-E cho thdy ambrisentan c6 tac dung ci
thién kha nang van dong (danh gia qua nghiém
phép di b 6 phut), mirc 6 kho thd (danh gia qua
thang diém Borg) va thoi gian xuét hién bién ¢
1am sang trén nhitng bénh nhan mic PAH nguyén

phat, do di truyén hodc do nhidm HIV (Galié et
al., 2008; Oudiz et al., 2009).

Ambrisentan duoc hip thu nhanh qua dudng
tiéu hoa véi sinh kha dung cao (khoang 90%)
(Casserly & Klinger, 2009). Thudc dugc chuyén
hoa tai gan nho lién hop véi acid glucuronic
(13%), oxi hoa boi enzym CYP3A4, CYP3AS va
CYP2C19 (21%). Khac véi bosentan, chat
chuyén hoa 4-hydroxymethyl ctia ambrisentan c6
ai luc rat yéu vé6i thu thé ETa va khong dong gop
vao hoat tinh duogc 1y cia thudc (Chaumais et al.,
2015). Phan 16n (80%) ambrisentan duoc thai trir
qua gan va mot phan nho qua than. Thude dugc
dung 1 1an/ngay do c6 thoi gian ban thai kha dai,
dao dong tir 9 dén 15 gio tity bénh nhan (Vizza et
al., 2012).

Trai ngugc voi bosentan, ambrisentan hau nhu
khong giy cam ung enzym CYP450 tai gan
(Frampton, 2011). Tinh dén thoi diém hién tai,
thudc chi c6 mot twong tac co ¥ nghia 1am sang
dugc ghi nhén, theo d6 cyclosporine A ¢6 thé 1am
ting nong d ambrisentan trong huyét twong 1én
hai lan sau 9 ngay diéu tri két hop (Venitz et al.,
2012).

Ambrisentan chua dugc chiing minh cé kha
ning gy ting nong do enzym gan cé trong diéu
tri ngén han va dai han (McGoon et al., 2009). Do
d6, thude nay c6 thé dugc lwa chon dé diéu trj thay
thé & nhitng bénh nhan ting aminotransferase gan
do dung bosentan (McGoon et al., 2009). Tuy
nhién, ambrisentan khong dugc khuyén dung &
nhitng bénh nhan t6n thuong gan ning do thude
dugc chuyén héa va thai trir chu yéu & gan
(Frampton, 2011).

Hinh 2. CAu tric héa hoc ciia ambrisentan

HO O

L

4.1.3. Macitentan

Tuong tw nhu bosentan, macitentan 1a mot dan
xuit sulfonamid cta pyrimidine c6 kha ning tc
ché kép thu thé ETa va ETs (4i lyc gin voi ETa
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cao hon khoang 50 lan) (Iglarz et al., 2008). So
v{i bosentan va ambrisentan, macitentan ¢ thoi
gian gén voi receptor dai hon va co tinh huéng
dich (tissue targeting) cao hon (Sidharta et al.,
2015). Do d6, vé mit 1y thuyét, macitentan c6
hiéu luc dbi khang ET-1 manh hon cac ERA khac
(Bedan et al., 2018). Thu nghiém in vivo trén
chudt da chimg minh macitentan c6 tac dung ha
ap dong mach phdi, giam phi dai tam thit phai,
tang ty 16 séng sot dong thoi khong anh huong
dang ké dén huyét ap hé théng (Iglarz et al.,
2008).

Két qua thir nghiém 1am sang pha III cua
macitentan (viét tait SERAPHIN) cho thiy
macitentan, & liéu 3 mg va 10 mg mot ngay, co
thé lam giam lan luot 30% va 45% nguy co
miéc/tir vong do PAH ¢ nhém diéu tri so véi nhom
chimg. Cac chi tiéu 1am sang thir cp nhu phan do
suy tim theo NYHA, ty 1€ nhép vién va tir vong
lién quan dén PAH cling dugc cai thién khi diéu
tri voi macitentan (Pulido et al., 2013). Dya trén
nhitng két qua nay, FDA va co quan quan Iy dugc
pham chau Au (EMA) da cap phép luu hanh cho
macitentan vao nam 2013 vdi tén biét duogc
Opsumit®.

Dugc dong hoc cia macitentan phu thudc vao
lidu va dugc dic trung boi pha hap thu cham, véi
ndéng do dinh trong huyét tuong dat duoc 8 gio
sau khi dung 1 lidu (Bedan et al., 2018). Dit liéu
tir cac md hinh duge dong hoc cho thay thude c6
sinh kha dung dudng udng cao, tuy con sé chinh
xac chua duoc biét rd (Sidharta et al., 2015).
Macitentan dugc CYP3A4 oxy hoda tai gan tao
thanh chat chuyén héa con hoat tinh aprocitentan
(ACT-132577), dan chét nay c6 thoi gian ban thai
gap gan 3 1an so v6i macitentan (48 gio va 17,5
gi0) (Bedan et al., 2018; Sidharta et al., 2015). Hé
qua la macitentan c6 thoi gian tac dung kéo dai va
hé sb tich lity cao khi dung da liéu (Chaumais et
al., 2015). Mac du macitentan dugc thai trir chu
yéu qua than (50%) va gan (24%), nghién ciru clia
Sidharta va cong su (2013) khong cho théy su can
thiét phai hi¢u chinh lidu trén bénh nhan suy giam
chirc nang hai co quan nay.

Thir nghiém in vitro cho thiy macitentan c6
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kha ning cam ung va trc ché cic enzym chuyén
hoéa va hé van chuyén thuéc manh hon bosentan.
Tuy nhién, do ndng d¢ trong huyét twong thap va
kha nang tich Iily tai gan khong 16n nén cac tuong
tac thudc clia macitentan it gdp trén thyc té (Weiss
etal., 2013). Phdi hop véi rifampin (chit cam tng
CYP3A4) co thé 1am giam ndng do macitentan
trong huyét tuong tai trang thai can bang nhung
khéng anh huéng c6 ¥ nghia 1am sang dén ndng
d6 chit chuyén hoa c6 hoat tinh ACT-132577
(Bruderer et al., 2012).

N6i chung, macitentan dugc dung nap tét hon
so v6i hai thuéc ERA duoc phat trién trude do 1a
bosentan va ambrisentan. Thu nghiém
SERAPHIN cho thiy céac tic dung phu thuong
gip nhat 1a viém miii hong, dau ddu va thiéu mau
muc do nhe. Thir nghiém cling chimg minh
macitentan khong lam tang nguy co doc véi gan
va phu ngoai vi so v&i nhom ching gid dugc
(Pulido et al.,, 2013). Tuong tu bosentan,
macitentan chdng chi dinh cho phu nit ¢ thai do
kha nang gay quai thai trén dong vat thuc nghiém
(Sidharta et al., 2015).

Hinh 3. CAu tric héa hoc ciia macitentan

Br

Br

1 S
00 N N

4.2. Céc chit tvc ché thu thé endothelin khdc
Aprocitentan, dan xuat chuyén hoa c6 hoat
tinh cua macitentan, 1a mot chat tc ché kép thu
thé ETa va ETg (uu tién hon trén ETA) (Angeli et
al., 2021). Cac nghién ciru dugce Iy cho thiy ngoai
tac dung ha huyét ap kéo dai, aprocitentan con
lam giam strc can dong mach thén va ngan ngtra
phi dai tdm that trai (Trensz et al., 2019). Thu
nghiém 1am sang giai doan III cua aprocitentan
(viét tit PRECISION) dugc tién hanh trong 4 nim
(2018 - 2022) nhdm danh gia hiéu qua ciia thudc
trén bénh nhin mic ting huyét ap khang trj. Két
qué cho thdy, ¢ tuan thir 4 va tuan thir 40 sau khi
ngirng thudc, aprocitentan déu c6 tac dung ha
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huyét ap vuot troi so véi gia duge. Nghién ctru
ciing chi ra tic dung phu thuong gip nhat 1a
nuéec va giam hemoglobin huyét, tuy nhién
thuong nhe va c6 thé hdi phuc (Schlaich et al.,
2022).

Sitaxentan 12 mot chit ac ché manh va chon
loc trén receptor ETa tuong ty ambrisentan
(Barst, 2007). Thudc duoc cap phép tai chau Au,
Canada nam 2006 va Australia ndm 2007 cho chi
dinh ting 4p dong mach phéi (Galie et al., 2011).
Tuy nhién, Pfizer da tu nguyén rat sitaxentan khoi
thi truong vao nam 2010, sau khi c6 bao cao vé2
ca tir vong lién quan dén tac dung phu gy ting
men gan cua thube (Galie et al., 2011; Sandoval
et al., 2012).

Zibotentan va atrasentan ciing 13 hai chét e
ché chon loc trén thu thé ET, ban dau duoc phat
trién nham muc dich diéu tri nhiéu loai ung thu

nhu ung thu phéi khong té bao nhé (Chouaid et
al., 2011) hay ung thu tuyén tién liét khang cat
tinh hoan (Nelson et al., 2008). Tuy nhién, cac thu
nghiém 1am sang pha III cua hai thubc cho thiy
cac chi tiéu 1am sang so cip déu khac biét khong
¢6 y nghia thong ké giita nhém diéu trj va nhom
gia dugc (Carducci et al., 2007; Miller et al.,
2013; Nelson et al., 2008, 2012). Gan day, mot
nghién cuu lam sang trén bénh nhéan dai thao
dudng typ 2 cho thiy atrasentan c6 tic dung béao
vé chitc ning than dong thoi lam giam nguy co
mic bénh than man tinh (Heerspink et al., 2018).
Phéi hop zibotentan v&i dapagliflozin (mdt chét
trc ché SGLT2) ciing dwoc chirmg minh c6 thé lam
giam néng d6 albumin niéu va tri hodn su tién
trién cta bénh than man, v6i kha nang dung nap
va d6 an toan & mirc chap nhan duoc (Heerspink
et al., 2023).

Hinh 4. CAu tric héa hoc ciia mot s6 chét trc ché thu thé endothelin
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H
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Aprocitentan

Zibotentan

5. Ban luin

Tang ap dong mach phéi (PAH) 1a mot bénh
Iy gy ra boi tinh trang co mach va tai cdu trac
mach méau phoi, ddn dén ting bat thuong ap luc
trong cac dong mach phdi (Montani et al., 2013).
Céc chit wrc ché thu thé endothelin (ERA) 1a mot
huéng tiép can moi trong diéu tri PAH, v6i ba dai
dién dién hinh 1a bosentan, ambrisentan va

Atrasentan

macitentan. Cac ERA tc ché endothelin gin vao
receptor twong (mg trén mang té bao, tir d6 gy
gidn mach va giam ting sinh cac té bao ndi mac
mach mau phdi. Vai trd quan trong ciia cac ERA
trong diéu tri tang 4p dong mach phoi da dugc
chimg minh qua nhiéu thir nghiém Iam sang giai
doan I va IV, theo d6 thude lam cai thién tri¢u
chimg bénh, kéo dai thoi gian dan dén tién luong
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xau trén 1am sang va ting ty 1& séng con. Ngoai
trir bosentan, cic ERA déu c6 vu diém la kha ning
dung nap tt, it twong tac thudc, cac tac dung phu
thuong nhe va c6 thé hdi phuc khi giam liéu. Hién
nay, cac nghién ctru dang dwoc tién hanh nham
phat trién cac ERA m&i véi hiéu lyc manh hon va
tac dung chon loc hon trén receptor ETa, tir d6
mé ra nhiing tién bo trong diéu tri ting ap dong
mach phdi noi riéng va cac bénh c6 lién quan dén
thy thé endothelin n6i chung.
6. Két luan

Bai tong quan nay da gidi thiéu vé endothelin
va cac chat (rc ché thu thé endothelin véi tiém

nang trong diéu trj ting ap dong mach phdi. Tuy
nhién, do Ia nhém thuc mai nén cac ERA van
can thém nhirng nghién ciu dai han nhim danh
gia tinh hiéu qua va an toan trén nhidu nhoém bénh
nhan khac nhau. Bén canh d¢, can nghién ctu
viéc phdi hop cac ERA trén 1am sang nham dé
Xuit phac d6 diéu tri phi hop véi ting ca thé
nguoi bénh. Tinh da hiéu (pleiotropic) cua
endothelin ciing 1a mot goi y dé phat trién cac
ERA méi trong diéu tri cac bénh Iy than kinh (sa
st tri tug, bénh Alzheimer) va mot sé bénh tu
mién (thdp khép, lupus ban do hé thdng)
(Enevoldsen et al., 2020).
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Tom tit:

Endothelin la mét nhom cdc peptid ndi sinh c6 vai tro quan trong trong diéu hoa triong hec mach
mdu. Sw tang biéu hién qud mirc cdc endothelin ¢6 lién quan t6i co ché bénh sinh ciia nhiéu bénh Iy,
trong dé ¢ tang dp dong mach phéi (PAH) hay bénh ung thie. Nhitng nam gan ddy, nhém thuoc v
ché thu thé endothelin (ERA) dwoc vmg dung ngay cang nhiéu trén lam sang trong diéu tri PAH, véi
3 logi thubc da dwoc FDA cdp phép lwu hanh bao gom bosentan, ambrisentan va macitentan. Bai tong
quan trinh bay tom tit mot sé dic tinh dwoe Iy ciia cdc ERA, dong thoi cdp nhdt nhitng nghién ciru
méi vé vai tro cia cdc thuéc nay trong diéu tri mét sé6 bénh Iy lién quan dén réi loan chirc nang
endothelin. Céc két qua thu dwoc cho thdy nhém thuéc ERA déng vai tré quan trong trong diéu tri
tang dp dong mach phoi va la nhitng iing cir vién tiém ndng trong diéu tri mot sé6 bénh 1y khdc nhu
tang huyét dp khdng tri, xo ciing bi hé thong va bénh ung th.

Tir khoa: Ambrisentan; Bosentan; Tang ap dong mach phoi; Thu thé endothelin.
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