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Angiotensin-converting enzyme inhibitors
(ACEi) and angiotensin II receptor antagonists
(ARB) use in non-dialysis chronic kidney disease

Le Bao Trung™
115 Nghe An General Hospital

ABSTRACT

Angiotensin-converting enzyme inhibitors (ACEi) and angiotensin II
receptor antagonists (ARBs) are commonly used in patients with CKD. This
is based on large RCT trials and mount of epidermiology data. Even so, their
value for patients with severe CKD (estimated glomerular filtration rate (eGFR)
<30 ml/min/1.73m?) is unknown. Concerns about the decline in renal function
with the use of ACEi/ARBs, especially in patients with severe CKD, lead to
expectations that stop using ACEi/ARBs in this patient population may delay
the event with the resultant delay in progressing to renal replacement therapy
faced with concerns about the risk of flare-ups of cardiovascular events.
In fact, there are no studies evaluating the benefit of ACEi/ARB in reducing
cardiovascular risk in non-dialysis end staged chronic kidney disease. Several
studies, such as the STOP-ACEi trial, have been conducted with the aim of
addressing knowledge gaps as well as examining the balance between the
benefits of delaying dialysis and cardiovascular risk in severe CKD patients.

Thudc trc ché men chuyén (ACEi) va chen
thu thé angiotensin II (ARB) ¢ nguoi bénh
suy than man mirc d6 nang chua loc mau

Lé Bdo Trung™
Bénh vién Da khoa 115 Nghé An
TOM TAT
Nhu vay, cho téi hién tai, chiing ta cé thé noi rang khong cé mot khuyén
cdo chung c6 hay khéng nén ngung ACEi/ARB & tat ca bénh nhan CKD nang.
Cac dit liéu ggi y rdng viéc st dung thudc & déi tugng nay nén di cling vai su
theo déi chat ché Kali mau va Creatinin huyét thanh. Ngung thuéc nén dugc
can nhdc mét cach ca nhan hda & nhimng doi tugng kiém soat kém Kali mau
hay tang creatinin nhanh cing nhu c6 nguy co cao tén thuong than cap.
Hudng dan clia KDIGO cho viéc ngung tam thadi ACEi va ARBs G nhiing
bénh nhan c6 eGFR <60 mL/min/1.73 m? néu c6 cac bénh ly nghiém trong
lién tuc lam tang nguy ca tén thuang than cap. Tuy nhién KDIGO cling nhan
manh rang “khéng khuyén cao ngung ACEi/ARBs thudng quy & bénh nhan
c6 eGFR < 30 mL/min/1.73 m? vi thu6c van c6 tac dung bao vé than”[15].
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Thudc Uc ché men chuyén angiotensin (ACEi) va
thudc déi khang thu thé angiotensin Il (ARB) thudng
dugc stt dung & bénh nhan CKD. Diéu nay dua trén cac
thirnghiém RCT c&16n va vo s6 ditliéu dich té hoc. Mac
du vay, gia tri ca ching trén bénh nhan CKD muic d6
nang (muc loc cau than udc tinh (eGFR) <30ml/phut
/1.73m?) van chua dugc biét. Nhiing lo ngai vé su suy
gidm chuic nang than khi st dung ACEi/ARBs, nhat la &
nhing bénh nhan CKD mdic d6 ndng dan téi nhiing ky
vong Vé viéc ngting sir dung ACEi/ARBs & nhém bénh
nhan nay c6 thé tri hoan su suy gidm chic nang than
vGi két qua la tri hoan viéc tién tdi liéu phap thay thé
than vap phai sy dan do vé nguy co buing phat cac bién
c6 tim mach. Trén thuc t&, khong c6 nghién clu nao
danh gia Igi ich ciia ACEi/ARB trong viéc gidm nguy co
tim mach & bénh than man giai doan mudn chua loc
mau. Mét s6 nghién cliu nhu th nghiém STOP-ACEi
da dugc thuc hién véi mong mudn giai quyét nhiing
16 héng vé kién thiic cling nhu xem xét vé su can bang
gilfa lgi ich tri hoan loc mau va nguy co tim mach &
bénh nhan CKD giai doan muén.

VAN DE CUA ACE/ARB § BENH NHAN CKD N/iNG
Nhiing bénh nhan CKD thudng c6 su cudng hoat
hoa clia hé RAA vé mit ly thuyét sé dugc hudng loi
tu tac dung cla ACEi, ARBs. Tuy nhién, hé RAA & bénh
nhan CKD cling c6 y nghia quan trong trong viéc tri
hoan su suy gidm cia muc loc cau than béi tac dung
co tiéu déng mach di gitp tang ap suat loc trong cau
than. Nhu vay viéc st dung ACEi va ARB ¢4 thé Uic ché
tac dung nay dan tdi suy giam nhanh eGFR va day bénh
nhan tGi suy than giai doan cudi va liéu phap thay thé
than. Gia thuyét nay dugc ting hd bdi mot s6 bao céo &
bénh nhan CKD do hay khéng do déi thao dudng rang
ACEi va ARB c6 thé lam tang téc dé suy gidm chiic nang
than va tién trién thanh suy than giai doan cudi [9], [10].
Thém vao dé, cé bao cdo cho thay viéc ngling ACE;,
ARBs & bénh nhan CKD gitp cai thién eGFR ma khéng
lam tang bién cé tim mach va protein niéu [1]. Diéu
nay thuc su quan trong vi sy suy giam chuc nang than
c6 mai lién quan manh mé téi nguy co tlrvong & bénh
nhan CKD. Tham chi, d{r liéu tU thd nghiém SOLVD

cing cho thdy muc gidm eGFR co gia tri du doan nguy
co t&r vong manh haon so véi phan suat tong mau that
trai va phan doé NYHA & bénh nhan suy tim [4].

Cac nghién ctu cling da chiing minh ty lé t&r vong
tang lén & bénh nhan CKD phai loc mau. That vay, di
liéu tir USRDS cho thdy ty |é tir vong hiéu chinh khi bat
dau chay than nhan tao la 172 trén 1000 bénh nhan-
nam, tang lén 400 trong 2 thang dau sau khi bat dau
chay than nhan tao [13].

Mot nghién cdu thuan tap clia Schmidt va cong
su cong bé nam 2017 két luan rang, su tang creatinin
mau sau khi khai tri ACEi/ARB & bénh nhan CKD lam gia
tang cac bién cd bat lgi trén tim mach, than, ké ca khi
creatinin tang it hon 30% (ngudng ma cac hudng dan
khuyén cao lam diém ct dé ngung ACEi/ARB) [16].

Ngudi ta cing mong chd rang, ngoai viéc cai thién
GFR, viéc ngung ACEi/ARB trén nhiing bénh nhan
CKD nang con lam gidm cac tac dung phu nguy hiém
clia thudc nhu tang Kali mau, gidm thiéu nguy ca ton
thuong than cap trén nhimng déi tugng nguy co cao.

Tat ca nhiing diéu nay dan téi y tudng rang liéu
ngung ACEi/ARB & d6i tugng suy than nang c6 giup
tri hoan viéc loc mau, giam cac bién c6é bat Igi va nho
do giam ty Ié tif vong hay khong?

Diéu nay rd rang vap phai nhiing lo ngai vé viéc
bling phét cac bién c6 tim mach von tang lén theo cap
s6 nhan khi muic loc cau than gidm [5]. Trén thuc té, bénh
ly tim mach (CVD) la nguyén nhan gay t&f vong hang dau
& nhiing bénh nhan cé bénh than nang. D liéu tU Co
Quan Dang Ky Than ctia Anh cho thay ty Ié tir vong do
bién c6 chung déi vai bénh nhan bat dau chay than la
261 trén 1000 bénh nhan nam. CVD, nhiém trung va bo
loc mau la nguyén nhan gay ra hau hét cac trudng hop
tlrvong nay (lan lugt la 27, 21 va 16%) [12]. ACEi/ARB da
chiing minh tac dung bao vé tim mach & nhém ngudi
khong mac bénh CKD. Chuing lam gidm ty 1é mac bénh
va tlf vong & bénh nhan suy tim (nghién céru CHARM) [3]
va gidm cac bién c¢6 tim mach & bénh nhan nguy co
cao (nghién cdu HOPE) [14]. Tuy nhién, nhiing bénh
nhan bi réi loan chiic nang than dang ké thudng bi loai
ra khoi cac nghién ctiu vé suy tim (Bang 1). Do dé cho
tGi hién tai, ching ta khéng c6 du bang ching vé Igi
ich tim mach ctia ACEi & bénh nhan CKD muic d6 nang.
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Bdng 1. Chiic nédng thdn trong cdc nghién cdu vé suy tim [7]

Thitnghiém | Can thigp Nhombenh | O | Thoigian - Creatinin/ Két cuc
mau | theo doi eGFR
CONSENSUS | Enalapril véigid | Suy tim NYHA IV 253 | 188 ngay 124-132 | Gi thién triéu chting va ky vong sng so vdi gia
duoc umol/L | duoc, khong thay doi ty Ié dot tir do tim
Val-HeFT | Valsartanvdigia | Suytim NYHAI-II 5010 | 27thang | 58ml/phut | Gidmkét cuckéthgp ty Ié tivong va bénh tatva cai
dugc thién triéu chiing
V-HeFT-Il | Enalapril véi Nam; Suy tim NYHA | 804 | 25nam | Khongtinh | Tylé dottir14%, ty & tirvong do suy tim tién trién
Hydralazine/ (-1 toén la 12 50 v6i 23%
isosorbide dinitrate
SOLVD- | Enalaprilvdigid | SuytimNYHAII/llva | 2569 | 41thang | 1.2mg/dL | Ty Ié t& vong thap hon 50% & nhom enalapril
Treatment | dugc EF <35% (106 pmol/L) | (p=0.0036), gidm 26% suy tim nhap vién (p <0.0001)
SOLVD- | Enalaprilvéigia | EF <35% khong c0 | 4228 | 37thang | 1.2mg/dL | Ty Ié t& vong thap hon 8% (khong c6 y nghia
Prevention | duoc triéu ching (106 pmol/L) | thong ké); gidm ty Ié i vong va nhdp vién do suy
tim (p<0.001)
CHARM- | Candersartanvéi | Cordiloan chiicnang | 2548 | 42thang | Khdng/Loaitrlr | Candersartan cdi thién ty 1é ti vong do moi
added trial | gia dugc that tréi dang diéu tri néu>3mg/dL | nguyén nhan cdy nghia thdong ké
ACEi (265pmol/L)
CHARM | (andersartanvéi | COrdiloan chicndng | 2028 | 42thang | Khdng/Loaitrr | Candersartan i thién ty I& t& vong do moi
Alternative | gia dugc that trai khong dung néu>3mg/dL | nguyén nhan cdy nghia thong ké
nap ACEi (265pmol/L)
ELITEl | Lorsartan véi >65 tudi; suy tim| 722 | 48tuan 106 umol/L | Khong cd su khac biét 6 két cuc chiic nang than
Captopril NYHAII-IV, EF < 40% xau di
ELITENl | Lorsartan v6i >60 tudi; suy tim| 3152 | 555ngay Khong Khdng c6 su khdc biét vé ty Ié ti vong do moi
Captopril NYHAII-IV, EF < 40% nguyén nhan 1.13 (0.95-1.35)
ATLAS | Lisinopril vdi (o rdiloan chiicnang | 3163 | ~4nam 13mg/dL | Gidm ty Ié tirvong 8% khong cd y nghia thong ké
Captopril that trdi (117 umol/L) | Két cuc két hop ty Ié ti vong va nhap vién la 15%

Vé mat bao vé than, ALLHAT va cac nghién ctu
khac (Bang 2) da cho thay su Uc ché hé théng renin
angiotensin aldosterone (RAAS) c6 hiéu qua trong
viéc lam cham su phat trién cta bénh than & bénh
nhan CKD giai doan 3 tr& di. TAc dung lam gidm
protein niéu ctia ACEi/ ARB cling dugc xem la mot
trong nhiing co ché cé tac dung bao vé than. Su tc
ché angiotensin Il dan dén gidn mach, dac biét la cac
ti€u ddong mach di trong cau than dan dén giam ap
luc ndi cau than va tir d6 lam gidm su thoat protein.
Viéc lam giam albumin niéu dan téi lam cham su tién
trién clia bénh than c6 thé gitp han ché su tiép xuc
cUa té bao podocyte (vé bao Bowman) cling nhu té
bao 6ng than, nhd dé lam gidm su tién trién cla xo
cling cau than tién trién va suy gidam GFR. Tang loc &

cau than doéi véi albumin va cac dai phan tir khac lam
tang nhu cau tai hap thu albumin & cac té bao 6ng
lugn gan. Diéu nay dan dén mot chuéi tin hiéu thac
day giai phong cac chat hoat tinh mach, viém, xa
va cudi cung la tén thuong mé ké va suy gidm chuic
nang than [7].

NHUNG NGHIEN CUU QUAN TRONG

Thdr nghiém REIN dugc cong bd ndam 1997 trén
nhém bénh nhan CKD khéng do dai thao dudng [8].
Tiéu chuan chon bénh cda thi nghiém REIN |a nhiing
bénh nhan tir 18-70 tudi, cé muic loc cau than tir 20 - 70
ml/phat/1.73m?, protein niéu > 1 g/24h ton tai it nhat
3 thang, khong cé dai thao duong va khong st dung
ACEi it nhat 3 thang. Nhiing bénh nhan nay dugc khai
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tri ngau nhién véi ramipril va gia dugc. Nhém dugc
ké ramipril sé duoc gidm liéu cac thudc ha ap khac dé
tranh tut huyét ap. Két qua cda thr nghiém REIN cho
thdy ramipril gidip lam cham téc d6 giam eGFR, gitip lam
gidm tdi 50% nguy ca tién trién tdi suy than giai doan
cudi. Mot phan tich hau dinh ctia thir nghiém REIN duoc
Ruggenentiva cong sy cong b nam 2000 cho thay, viéc
sir dung ACEi/ARB van gilr dugc lgi ich nay cho bénh
nhan CKD ké ca khi muc loc cau than chi con 10-30 ml/

phut/1.73 m2 Diéu nay goi y rang viéc ngung ACEi/ARB
& nhom bénh nhan CKD nang la khong can thiét [11].

Nghién ctu héi cliu clia Yao Quiao va cdng su cong
b6 ndm 2020 danh gia trén nhom bénh nhan suy than
giai doan 4, 5 chua loc mau [6]. Déi tugng nghién ctu bao
g6bm 3909 bénh nhan. Tat ca déu c6 muc loc cau than >
30 ml/phut/1.73 m? va dang dugc sir dung ACEi hoac
ARB trudc thai diém bat dau nghién cliu nhung sau dé
muic loc cau than giam xudng dudi 30 ml/phat/1.73 m2,

Bdng 2. Mic nén creatinin/eGFR & mét s6 thir nghiém ma dé chiing minh loi ich cia ACEi/ARB & bénh nhédn CKD [7]

Thitnghiém | Canthiép Nhom bénh (5 | Theigian | Micnén Creatinin Két cuc
’ ’ ’ mau | theodoi | (trungvi)/eGFR :
IDNT Irbesartan vs Dai thdo dudng type Il véi| 1713 3 59 (47) umol/L | Két cuc két hgp gom tang gdp
Amlordipine vs gid dugc | bénh than dai thao dutng (r(156.3 ml/phdt | ddi creatinin va suy than man
giai doan cudi: 20 vs 28%
RENAAL | Lorsartan vdigia dugc | Déi thdo dudng type Il véi| 1513 3 58 (40) mi/phut | Két cuc két hgp gom tang gap
bénh than ddi thao dudng 1.9 mg/dL doi creatinin va t( vong do suy
(167 pmol/L) | than man giai doan cudi
(G Captopril vs gid dugc | Ddi thdo dudng type | véi| 409 4 68 ml/phdt Tang gap doi creatinin
Captopril bénh than ddi thao dudng 12.1%vs 21.3%
ALLHAT | Lisinopril vs Amlordipine | Tang huyét dp va bénh tim | 33357 49 71-78 ml/phit | Két cuc bién cd tim mach khong
vs Chlorothiazidevs | mach xd vita khac biét cd y nghia thong ké
Doxazoxin
BENEDICT Trandolapril vs Tang huyét ap va Dai thao | 1204 36 79 ml/phdt Llam gidm va du phong
Verapamil duong type ll 0.8 mg/dL microalbumin niéu
(79.2 pmol/L)
ACCOMPLISH Benazepril va Tang huyét ap bénh tim | 11506 3 1.0 mg/dL Bién co tim mach
Amlordipine vs mach xg vifa va bénh than 78.9ml/phit | 0.8(0.72-0.9)
benazepril va thiazide | man
ROADMAP | Olmesartan vs gid dugc | Ddi thao dudng type I 4447 3.2 77.4 pmol/L Két cuc khai phat microalbumin
(eGFR 85 ml/phiit) | niéu; 1% trong mdi nhém ting
gap doi creatinin
ROAD ACEi/ARB Bénh than IgA 360 3.7 2.7mg/dL Tang gap doi creatinin, suy than
(30.6ml/phdt) | man giai doan cudi va tivong
AASK Ramipril Amlordipine | My gdc Phi 1089 3.8 198 pmol/L Ty 18 sut gidm eGFR
Metoprolol Bénh than do tang huyét ap 46.8 —48.1 ml/pht
REIN Ramipril vs Placebo | Bénh than man khdng do | 352 3 46 ml/phuit Ty 1€ sut giam GFR
dadi thdo dudng
AIPRI Benazepril vs placebo | Bénh thdn man do moi| 583 ~3 42 ml/phdt Tang gap doi creatinin hodc suy
nguyén nhan than man giai doan cuoi
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Tu day 3909 bénh nhan dugc chia lam 2 nhém: 1235
bénh nhan nguing ACEi/ARB trong vong 6 thang
sau khi murc loc cau than giam xuéng dudi 30 ml/
phut/1.73m?, 2674 bénh nhan tiép tuc dung thudc.
C6 434 (35%) bénh nhan ngung ACEi/ARB va 786
(29.4%) bénh nhan dung ACEi/ARB tlf vong sau trung
binh 2.9 ndm theo déi. Nhiing bénh nhan tham gia
nghién clu sé dugc theo doi trong 5 nam. Két qua
cho thdy nhimng bénh nhan ngting ACEi/ARB ¢6 ty lé
t vong cao hon (hazard ratio [HR], 1.39; 95% Cl, 1.20-
1.60]) va c6 cac bién c6 tim mach chinh (MACE) nhiéu
hon (HR, 1.37;95% Cl, 1.20-1.56). D6ng thai ty 1& bénh
nhan tién tdi suy than giai doan cudi & nhém nguing
ACEi/ARB la 7.0% va nhém khéng ngung ACEi/ARB
la 6.6%, khong co su khac biét cé y nghia théng ké
gitta 2 nhém (HR, 1.19; 95% Cl, 0.86-1.65). Khi xem xét
cac két cuc phu khac, két qua cho thay: ty 1é tang Kali
mau & bénh nhan ngung ACEi/ARB thap hon (15.6%
S0 VGi 22.2%, HR, 0.65; 95% Cl, 0.54-0.79). Va mac du
nhém ngting ACEi/ARB ¢6 ty |é xuat hién AKI thap
hon nhung sy khac biét la khong c6 y nghia thong
ké (27.8% so vai 30.1%, HR, 0.92; 95% Cl, 0.79-1.07).
Cac tac gia két luan rang: Nhiing bénh nhan nging
ACEi/ARBs sau khi muic loc cau than giam xuéng dugi
30 ml/phat/1.73m? thi c6 nguy co ti vong va nguy co
gap cac bién cé tim mach 1én nhiéu hon. Ngung ACEi/
ARBs gitp lam gidm nguy co tdng Kali mau nhung
khong lam gidm nguy co AKI va nguy co tién tGi suy
than giai doan cuéi.

Mét phan tich téng hop clda Yaru Zhang nam
2020 dua trén dir liéu clia 44 tha nghiém lam sang.
C6 42319 bénh nhan suy than giai doan 3-5 dang su
dung ACEi va ARBs hoac gia dugc. Két qua cho thay,
ACEi gitp lam giam bién c6 than (OR 0.54, 95% Cl
0.41-0.73), bién ¢6 tim mach (OR 0.73, 95% Cl 0.64-
0.84), t&rvong do tim mach (OR 0.73,95% C1 0.63-0.86)
va t vong do moi nguyén nhan (OR 0.77, 95% Cl
0.66-0.91) khi so sanh véi gia dugc. Khi danh gia dua
trén mo hinh bé mat dudi dudng cong tich Iy hang
(SUCRA), ACEi don tri liéu la nhém cho kha nang bao
vé cao nhat véi bién c6 than, tim mach, ti vong do
tim mach va tif vong do moi nguyén nhan. Khi phan
tich dugi nhom bénh nhan CKD do déi thdo duong

chua loc méu, khdng c6 mét nhom thuée nao ké ca
ACEi hay ARBs lam gidm ty lé t&r vong do tim mach
va ty |é t& vong do moi nguyén nhan. Mat khac, ACEi
lam tang 3.81 lan nguy co tang Kali mau so véi chen
canxi (95% Cl 1.58-9.20), ARB lam tang nguy ca tang
Kali 1én 2.08-5.1 lan khi so véi gia dugc, chen canxi va
phdi hop ACEi + ARBs [17].

THU NGHIEM STOP-ACEi

Thd nghiém STOP-ACEi la mot nghién cu lam
sang da trung tdm, ngau nhién, c6 do6i ching, nhan
ma. Sau 3 nam tién hanh, thi nghiém STOP ACEI da
chinh thiic dugc cong bo két qua trén tap chi NEJM.
Xin dugc tém tat nhu sau:

Thit nghiém dugc tién hanh trén 411 bénh nhan
CKD v6i eGFR<30ml/p/1.73m2 da (chua tién hanh loc
mau) dugc chia ngau nhién vao 2 nhém: tiép tuc su
dung va ngung thudc tc ché RAS. Céac két cuc dugc
danh gia gom: tién tién tGi suy than giai doan cudi
(ESRD), tién t&i loc mau, giam eGFR >50%, nhap vién,
huyét ap va chat lugng cudc séng. Cac dac tinh dan s6
gitta 2 nhom la tuong dong nhau. Thoi gian theo doi
trung binh 13 2.7 nam.

Két qua: khi so sanh gitta 2 nhom, su gidm eGFR, ty
| tién t&i ESRD, cac bién c6 bat lgi gitta 2 nhém khéng
6 su khac biét c6 y nghia thong ké (t&r vong, nhap
vién, bién c6 tim mach). Cac tiéu chi phu nhu: kha
nang kiém soat huyét ap, quang dudng di bd trong
test di bo 6 phat, protein niéu.

Céc phan tich dudi nhém so sanh cac nhém nho
bao gébm dai thao dudng type 1 va type 2, tudi trén va
dudi 65, ACR trén va dudi 885, eGFR <15 va >15 cling
khong ghi nhan Igi ich c6 y nghia thong ké trén cac
nhom nho nay. Tuy nhién ¢d mau clia cac dudi nhém
nay kha nho va khé dé két luan.

Két luan: dua vao dit liéu trén c6 thé thay viéc ti€p
tuc dung céc thuéc ACEi, ARBs khong lam tang cac
nguy cé ma chung ta lo sg nhu lam gidm eGFR, ddy
bénh nhan nhanh t&i con dudng loc mau, tang kali...
Tuy nhién, véi dir liéu ctia nghién ctru nay, viéc tiép
tuc st dung thuéc cling khong chiing minh dugc cac
loi ich bao vé tim mach hay than cla cac thubc tic ché
hé RAS. [2].
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