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Tom tat

Tang huyet ap 1a mot yéu t6 nguy co gy bénh than man tinh nhung dong thoi né ciing 13 yéu td nguy co gay tir vong,
bénh tim thiéu mau cuc b, suy tim man tinh va phi dai tam that trai. Ghép than duoc coi la phuong phap diéu trj Iya chon
cho bénh nhéan suy thén man giai doan cubi. Tuy nhién, nguy co tim mach con lai vin cao hon dang ké & nhiing nguoi
nhan than ghép so vi dan s6 noi chung. Bénh nhan ghép than 1 mot nhom bénh nhan co nguy co rat cao mic bénh tim
mach, ddy dugc xdac dinh 1 nguyén nhan gay tir vong hang dau ¢ nhimmg bénh nhan nay. Sinh 1y bénh cua tang huyét ap
trén bénh nhan ghép than la da yeu t6. Béc si diéu tri 1am sang v& ghép than phai lya chon cac thude ha huyét ap mang lai
loi ich téi da cho bénh nhan vé mit than ghép va tim mach. Muc tiéu va cach quan Iy huyét ap bao gdm ca diéu tri khong
dung thude, ding thudc va can duoc ca nhan héa. Cho dén khi ¢6 bang ching manh mé& & nhoém bénh nhan ghép than,
huyét ap <130/80 mmHg la myc tiéu hop 1y. Muc tiéu luén ludn phai 1a ty 18 song lau dai ctia bénh nhan véi than ghép
va chét luong séng chap nhan duoc.

Tir kh6a: Ghép than, ting huyét &p, bénh tim mach, e ché mién dich, diéu tri
Abstract

Hypertension is a risk factor for chronic kidney disease but at the same time a risk factor for death, ischaemic heart
disease, chronic heart failure and left ventricular hypertrophy. Kidney transplantation is considered the treatment of choice
for end-stage kidney disease patients. However, the residual cardiovascular risk remains significantly higher in kidney
transplant recipients than in the general population. Renal transplant recipients represent a patient population with a very
high risk for development of cardiovascular disease which has been identified as the leading cause of death in these
patients. The pathophysiology of hypertension in renal transplant recipients is multifactorial. Transplant clinicians must
choose antihypertensive agents that will provide their patients with maximum benefit from renal allograft and
cardiovascular perspective. Blood pressure (BP) targets and management involve both non-pharmacologic and
pharmacologic treatment and should be individualized. Until strong evidence in the kidney transplant population exists,
a BP of <130/80 mmHg is a reasonable target. The target must always be long-term patients and graft survival and an
acceptable quality of life.
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1. Giéi thi¢u

Ghép than duogc coi 1a lya chon t8i wu cho liéu
phap thay thé than trong bénh than giai doan cudi
do cai thién kha ning sbng sét va chat luong
song so véi cac phuong thie loc méu. Loi ich
sdng sot nay duogc cho 13 do cai thién chirc ning
than va tri hodn su tién trién cta bénh tim mach
[1]. Tuy nhién, bénh tim mach van 1a nguyén
nhan hang dau gay tir vong ¢ nhitng bénh nhan
nay trong nhitng nim dau sau ciy ghép. Trong
sO cac yéu td nguy co ciia bénh tim mach, ting
huyét ap dai dién cho bénh di kém ndi bat nhat
sau khi ghép than va la nguyén nhan chinh gay
ra r6i loan chtrc nang than ghép va két qua bat
lgi cho bénh nhan [2].

Dinh nghia dung vé ting huyét ap sau ghép
than va nhan biét cac kiéu hinh dic biét cua ting
huyét ap 14 rat can thiét. Viéc do huyét ap chinh
xéc 1a diéu kién tién quyét quan trong dé chan
doan va quan 1y hiéu qua bénh ting huyét ap.
Tuy nhién, hién chua c6 dinh nghia chung cho
tang huyét 4p sau ghép than. N6 co thé dugc dinh
nghia 1am sang don gian 1 tinh trang huyét ap
tang cao kéo dai hodc ting huyét ap mdi xut
hién sau khi ghép than thanh cong [3]. Cac loai
thudc ha huyét ap thuong duogc sir dung sau khi
ghép than 1a thudc loi tiéu, thudc chen kénh
canxi, thudc rc ché men chuyén angiotensin,
thude chen thu thé angiotensin II va thude chen
B. Cac hudng dan gan day khuyén céo st dung
thubc chen kénh canxi dihydropyridine, vi
ching c6 tac dung gian mach chéng lai su co
mach do calcineurin hodc thudc ddi khang thu
thé angiotensin II do tac dung c6 loi ciia chung
dbi voi sy séng sot cua than ghép.

2. Cac yéu t6 va co ché bénh sinh giy ting
huyét ap sau ghép than

2.1. Cdc yéu té nguy co truyén thong

Céc yéu t6 lién quan dén nguy co ting huyét
ap trong dan s6 n6i chung, bao gdm tudi tac, gidi
tinh nam, hut thudc 14, béo phi, khang insulin va

hdi chiing ngung thd khi ngi ciing ¢6 ¢ nhiing
bénh nhan ghép thin va c6 thé trd nén trim trong
hon, gop phan lam ting huyét 4p mai khai phat
hodc 1am ning thém ting huyét ap da co [4].
2.2. Cdc yéu t6 lién quan dén suy giim chirc
nang thdn

Céc yéu t6 nguy co cua bénh suy than man va
suy gidm chure nang than cling dugc ap dung trén
bénh nhan ghép than. Cac co ché can biang noi
moi, diéu chinh bai tiét natri va nudc bi suy yéu
duoc coi 12 ddu hiéu cta suy than man, din dén
gia ting thé tich ngoai bao, ting thé tich mau va
tang huyét ap [5]. Gitt natri than c6 thé toi té hon
do thudc trc ché mién dich (corticosteroid) va tic
ché calcineurin. R6i loan hé théng renin-
angiotensin-aldosterone (RAAS) va hoat dong
qua murc cta hé than kinh giao cam dan dén ting
strc can mach mau ngoai vi lam ting huyét ap.
Do cing dong mach ting, rdi loan chirc ning té
bao ndi md, mat can bang giira cac chat co mach
va gidn mach ciing gay tang huyét ap.

2.3. Cdc yéu té lién quan t6i quy trinh ghép thin
2.3.1. Thuéc wc ché mién dich

Céc phac do hién tai dé ngan ngira thai ghép
bao gdom liéu phap duy tri két hop @c ché
calcineurin CNIs (cyclosporine, tacrolimus) vdi
chit trc ché tong hop purine sau d6 ngan chin sy
tang sinh té bao lympho (mycophenolate mofetil
hodc azathioprine) hodc chat wc ché rapamycin
(everolimus, sirolimus), c6 hodc khong co
corticosteroid [6]. Trong d6 tc ché calcineurin
va corticosteroid dong vai tro quan trong gay
tang huyét ap trén bénh nhan ghép than. Cac
thudc tre ché calcineurin c6 thé gay ra ting huyét
&p thdng qua viéc thay doi truong luc mach mau
va can thiép vao qué trinh van chuyén natri ctia
than [4]. CNI ¢6 thé kich hoat hé théng giao cam
va tang stc dé khang mach mau toan than bang
cach kich hoat cac yéu t co mach trong khi giam
san xuét chat gian mach, ch'fmg han nhu oxit
nitric [5], giam diéu hoa gidn mach prostaglandin
va thay ddi trong diéu hoa cac ion canxi ndi bao,
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din dén co mach cua dong mach dén giam tbe do
loc cau than va tang stc dé khéang mach ngoai
bién. Tacrolimus c6 lién quan dén ty 16 tang huyét
&p thap hon nhung nguy co méc bénh tiéu dudng
moi khoi phat cao hon so vai cyclosporine. Hon
nita, CNI c6 thé 1am noi bat thanh phan nhay cam
v6i mubi cua ting huyét ap bang cach kich hoat
chat ddng van chuyén natri clorua nhay cam véi
thiazide théng qua tac dung 1én kinase khong co
lysine va kinase giau proline/alanine lién quan
dén SPS1 [7].

Corticosteroid gay tang huyét ap théng qua céc
co ché khac nhau, cudi ciing gdy ra su gia ting stc
dé khang mach mau than, gitr nudc va mubi. Trén
thyc té, chiing phat huy tic dung mineralocorticoid,
kich hoat hé théng renin-angiotensin, ting cuong
phan Gmg van mach di véi catecholamine va ngin
chan giai phong chat gidn mach, chang han nhu
prostacyclin va oxit nitric.

2.3.2. C4c yéu 6 lién quan nguoi hién va nguoi
nhdn than

Tudi ngudi hién than, sy khac biét vé
somatometric giira ngudi hién va ngudi nhan
(ghép than tir ngudi hién nir cho ngudi nhan nam,
ghép than tré con cho nguoi lon, ty 1€ trong lugng
co thé ctia nguoi hién véi ngudi nguoi nhan thap)
dan dén hién tuong "thdp licu" do giam khdi
lwong nephron ciia ngudi hién ting so véi nhu cau
ctia nguoi nhan [8]. Nhimg khac biét nay dan dén
qua trinh loc, phi dai cau than va ting ap luc ndi
cau than. Ngoai ra, bénh nhan ghép than c6 thé da
bi tang huyét ap trudc khi phau thuat vi tién trién
cuia bénh than man tinh lién quan dénxo vira dong
mach & cac dong mach dan trung binh va quan
trong nhat 1a giam do dan hdi va do cimg cia
dong mach chu va cac dong mach 16n [9]. Su téi
cau tric mach mau nay co6 thé khong hoan toan
hoi phuc sau khi ghép than.

2.3.3. Hep dong mach thgn sau ghép

Hep dong mach than sau ghép (Transplant
Renal Artery Stenosis: TRAS) 1a mot bién chimg
mach mau phd bién. N6 ciing c6 thé dan dén rdi

loan chic nang than ghép. Ty 1¢ mic TRAS
dugc bao cao nam trong khoang tir 1% dén 23%.
Tang huyét ap khang tri va chtic nang than xau
di 1 nhirng biéu hién 1am sang chinh cia TRAS,
thuong phat trién 3 - 24 thang sau khi ciy ghép
va c6 lién quan dén viéc ting nguy co mat than
ghép [10]. Co ché bénh sinh cia TRAS lién quan
t6i ton thuong mach méu tai thoi diém phau
thudt, xo vita mach mau cua nguoi nhan than
ghép va ton thuong ndéi mé mach mau qua trung
gian mién dich.

Phuong phéap diéu tri cua TRAS dua trén su
{rc ché hé thdng Renin-Angiotensin-Aldosterone
v6i cac chat trc ché men chuyén d6i angiotensin
va thubc chen thu thé angiotensin. Tuy nhién,
trong trudng hop chirc ning than xau di hay ting
huyét 4p khong duoc kiém soat, nong dong mach
than c6 hay khong dat stent dong mach than dudi
man hinh tdng sdng hodc phau thuit tao hinh
d6ng mach than can dugc thyc hién. Nong dong
mach than 1a phuong phap diéu tri vu tién cua
TRAS véi ty 1€ thanh cong lam sang dugc bao
c4o (cai thién huyét ap hodc chic ning than)
trong khoang 65,5% -94,0% va thanh cong k¥
thuat > 90% [11].

3. Diéu tri tiing huyét ap trén bénh nhan ghép
than
3.1. Muc tiéu diéu tri

Chua c6 su thong nhat nao vé muc tiéu diéu
tri ting huyét ap & bénh nhan suy than man va
dac biét hon véi bénh nhan ghép than, tuong tu
nhu su khong théng nhat vé cac ngudng huyét
ap khac nhau duoc sir dung trong chan doén ting
huyét ap. Theo huéng din ESC / ESH nam 2018
¢ bénh nhan suy than man, khuyén cdo tuong
tmg 1a giam huyét ap xuéng <140/90 mmHg va
hudng t61 130/80 mmHg [12]. Tuy nhién, trong
cac huéng dan ACC / AHA nam 2017 va Két
qud cdi thién bénh thdn toan cdu nam 2021 méi
nhét, cac khuyén cdo cu thé 1a muyc tiéu huyét ap
cua bénh nhan ghép than la <130mmHg tam thu
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va < 80 mmHg tim truong bat ké cac yéu té nguy
co khac [13].
3.2. Phwong phdp khéng diing thuéc

Viéc stra d6i 16i sdng nén dugc ap dung nhu
mot cach tiép can dau tién trén co s& cac khuyén
c4o chung trong dan sé vi nhitng can thiép nay
mang lai lgi ich strc khdée chung vugt ra ngoai
tam kiém soat huyét ap. Lwong natri thap (< 2
g/ngay), hoat dong thé chit cudng d6 vira phai
(> 150 phat/tuan), ap dung ché do an udng can
bang va duy tri chi s6 khéi co thé va chu vi vong
eo trong gii han binh thuong (Ian luot 13 18,5
va 24,9 kg/m? va < 102 cm), giam udng rugu va
cai thudc 14 dugc bao gdm trong hau hét cac
hudng dan ting huyét ap [13].
3.3. Sit dung thuéc ha huyét dp

Trong diéu tri ting huyét 4p & bénh nhan suy
than man, viéc st dung thubc trc ché men chuyén
angiotensin hoac thubc (¢ ché thu thé
angiotensin 1a phuong phap diéu tri dau tién, tiép
theo 1a két hop véi thudc chen kénh canxi
va/hodc thude loi tiéu. Trén bénh nhan ghép than
thudc chen kénh canxi dihydropyridine thuong
duoc sir dung, dang chi y trong giai doan dau
sau ghép vi hi€u qua cua chung trong viéc cai
thién chirc ning than ghép va giam thiéu tac
dung co mach cua calcinurin [14].
3.3.1. Thuac loi tiéu

Panh gia can than vé thé tich mau rt quan
trong trén bénh nhan ghép than vi ho thuong
xuyén dung corticosteroid va tc ché calcinurin
anh huong téi didu chinh natri va nudc. Tuy thudc
vao muic d) chuc nang cia than dé chon dung
thiazide hodc thudc loi tiéu quai. O nguoi bénh
tang huyét ap, do lwong mudi va nudc du thira
trong co thé khién thanh dong mach chiu thém
nhiéu ap luec. Thude loi tiéu sé tac dong dén than
nham ting lugng mudi va nudc thai ra khoi co thé
qua duong tiéu. Ngoai ra, thudc loi tiéu ciing giup
thanh dong mach co gidn nhiéu hon, mau luu
thong mot cach d& dang hon. Nho 2 yéu td trén,

ap lyc 1én dong mach sé& giam xudng dang ké, dua
mirc huyét 4p vé ngudng an toan [15].

Viée str dung thude loi tiéu 1a bét budc ngay
lap tirc sau ghép than khi huyét ap ting va qua tai
thé tich dich. Thudc loi tiéu quai thuong duge lwa
chon, mot minh hodc két hop voi CCB, dac biét
trong truong hop nudce tiéu dudi 50 ml/h va tiéu
mau. Thude loi tiéu quai c6 thé gy ra thiéu mau
trudc than, ha kali méau, tang axit uric mau, ha
canxi mau va lam trim trong thém cuong cin
giap. Viéc str dung kéo dai thude lgi tiu va thude
{rc ché calcineurin can theo ddi dién gidi chat ché
tranh tir vong do tim lién quan dén ndng do magié
thap [16]. Nguoc lai, thude loi tiéu thiazide c6 thé
gy tang canxi mau va tang kali mau.

3.3.2. Thudc chen kénh canxi

Thubc chen kénh canxi (Calcium channel
blockers: CCBs) lam gidam &p luc dong mach
trung binh va tong sirc can mach mau than, cung
cap su gidn no dong mach cau than, ting luu
luong mau than va tdc do loc cau than, giam doc
tinh cyclosporine va chong lai tac dung co mach
ctia calcineurin, giam chan thuong tudi mau va
giam ty 1¢ hoai tir ng than cip ngay sau khi ghép
vi chiing cung cip sy bao vé cho biéu mé ong
than va c6 thé lam giam ting acid uric mau do
CsA. Tac dung chinh cua céc loai thudc nay la
rc ché sy xam nhdp cua canxi vao co tron cua
cac tieu dong mach gy co mach thong qua cac
kénh khur cyc. Viéc st dung CCBs sau khi phuc
hdi thoi gian thiéu mau cuc bo lanh hoai tir 6ng
than cép tinh va chirc ning ghép binh thuong
phai nhim dén muc huyét ap tdm thu (< 130
mmHg) vi su gidn dong mach dén dua huyét ap
hé théng vao cau than va vé lau dai c6 thé dan
dén ton thuwong than néu huyét ap tam thu khong
duoc kiém soat tot [17].

3.3.3. Thudc ¢ ché men chuyén

Tac dung huyét dong co ban cta thudc trc ché
men chuyén (Angiotensin converting enzyme
inhibitors: ACE-I) la gian mach thong qua tc
ché san xuét angiotensin II va trc ché bat hoat
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bradikinin. Ngoai ra, thudc e ché men chuyén
lam cham su tién trién cua xo cung cau than va
suy gidm chuc nang than man tinh. Khong c6 su
khéc biét gitra tac dung ha huyét ap cua ACE-I
va thubc dbi khang canxi. Mourard d3 so sanh
nifedipine cong vdi atenolol véi lisinopril cong
v6i furosemide va khong tim théy su khac biét
giita hai nhém vé hiéu qua ha huyét ap. ACE-
lam giam dang ké protein niéu cta bénh nhan
ghép than. Sy suy giam chic nang than (20% -
30%) la do ap lyc mao mach cau than va GFR.
Néu giam hon 30% sau khi diéu tri bang thudc
trc ché men chuyén, né c6 thé lién quan dén sy
tdn tai cua hep dong mach than hoac n6 cé thé
xdy ra trong cdc manh ghép vdi nhu mo binh
thudng khi bénh nhan bi mét nudc [18].

3.3.4. Thude d@si khang thy thé Angiotensin 11

Thudc dbi khang thy thé (Angiotensin II
receptor antagonists: ARBs) lam giam ap luc
mao mach, GFR va huyét 4p toan than bang cach
ngan chan phan Ung sinh ly véi angiotensin 1.
Tt nhat 14 bat dau dung cac loai thudc nay trong
giai doan sau cdy ghép khi chtrc ning than va trc
ché mién dich 6n dinh. Nhiing loai thudc nay co
kha ning lam giam dang ké nong d6 TGF-f1
trong huyét twong cua bénh nhan ghép than.
Thong thuong, chung khong gay tang kali mau
hodc tang acid uric mau va gay ra su gia tang nhe
nhung dang ké nong do creatinine huyét thanh.
Su gia ting creatinine huyét thanh 20-30% Ia
chap nhan dugc nhung ludn phai ghi nhé kha
nang su gia tang la do thai ghép [19].

Nong do creatinine huyét thanh ting hon 30%
c¢6 thé chi ra sy giam thé tich mau dong mach
hiéu qua do st dung thudce loi tiéu hodc hep dong
mach than. Céc loai thudc thudc loai nay cé thé
duoc chirng minh 1a c6 gid tri khong chi trong
diéu tri tang huyét ap ctia nguoi nhan ghép than
ma con can thiép vao su tién trién cta bénh than
ghép man tinh bang cach can thiép vao cic quéa
trinh tao xo va seo trong than [20]. Va day co thé
la su khac biét 16n gitta ARBs va ACE-I bdi vi

nhiéu qué trinh san xuét angiotensin II dién ra
boi cac con duong khong phai ACE ca vé mit hé
thdng va & cip d6 mo. Can phai luu y rang ACE-
I/ARBs cii thién chirc nang tim that trai va giam
phi dai tAm that trai do ting huyét ap trong dan
s6 néi chung va co thé chung c6 tac dung twong
tw d6i v6i nhitng nguoi nhan ghép than bi ting
huyét ap. p-Blockers co thé che gidu céc triéu
chimg ha duong huyét va nhidm doc giap va gy
roi loan chire nang tinh duc, yéu co, mét moi.
Ngimg dot ngodt thude chen P c¢6 thé 1am trim
trong thém tinh trang ting huyét ap phuc hoi va
do d6 nén giam liéu luong tir tir trong khoang
thoi gian tir 1 dén 2 tudn. Tac dung c6 loi cua
thudc chen B d6i v6i bénh nhan ghép than c6 tién
st nhoi mau co tim, suy tim sung huyét, bénh co
tim phi dai hodc suy tim tdm thu l6n hon nguy
co tac dung phu cua chung [21]. B-Blockers nén
duogc coi 13 lya chon diéu tri dau tién cung véi
ACE-I/ARBs cho bénh nhan ghép than co tién
str bénh tim mach.

4. Két luan

Chan doan chinh xac ting huyét ap va kiém
soat huyét ap day du ¢ bénh nhan ghép than van
con la mot Iinh vyc gy tranh cai gitra cac hudng
dan khac nhau, v&i ngudng huyét ap va muc tiéu
diéu tri chu yéu dugc ngoai suy tir quan thé bénh
than man. Ngoai cac yéu td nguy co truyén thong
da c6 tir trude va cac yéu té lién quan dén suy
than man, thudc &c ché mién dich, sy bat tuong
hop gitra nguoi cho va nguoi nhan, TRAS, tai
phat bénh cau than nguyén phat, cling nhu cac
dot thai ghép cip va man tinh gép phan vao su
phat trién ting huyét 4p sau ghép.

Céc loai thuc ha huyét ap thuong duoc sir
dung sau khi ghép than 1a thudc loi tiéu, thudc
chen kénh canxi, thudc wc ché men chuyén
angiotensin, thudc chen thu thé angiotensin I1 va
thudc chen B. Gan day, phan 16n su quan tim tap
trung vao nhom thuéc ACEIs/ARBs va thudc
chen B vi kha nang bao vé tim mach cua ching.
Cac khuyén céo hién hanh dé xuit st dung thude
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chen kénh canxi nhém dihydropyridine do dac
tinh gidn mach gitip chdng lai tinh trang co mach
do CNI gay ra, ddng thoi mang lai hiéu qua tich
cuc vé mit 1am sang [22]. Ngoai ra, ARBs ciing
dugc uu tién vi loi ich cua no trong duy tri chire
nang than ghép, mac du trude d6 da cod bao cao
vé cic tac dung khéng mong mudn nhu nguy co
tang kali mau va thiéu mau.
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