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PAT VAN PE

Ngay nay, ghép than duoc xem 1a phuong phap diéu tri thay thé than cho
nhitng bénh nhan bénh than man giai doan cudi tich cuc va kinh té nhat, hiéu
qua hon so vé6i than nhan tao, khdng nhitng thay thé chiic ning bai tiét ma con
hdi phuc chitrc niang ndi tiét cta than, mang lai su cai thién rd vé chat luong
séng cho bénh nhan. K§ thuat ghép than ngay cang phét trién va dugc ap dung
rong rai hon nho céc tién bo trong viéc tuyén chon bénh nhan va diéu trj uc ché

mién dich.!

So véi dan s néi chung, ngudi dugc ghép than co nguy co mac bénh va
tr vong cao hon, phan 16n 1 do bénh ly tim mach. Mac du ti 18 tir vong do tim
mach dugc cai thién hon & nhitng nguoi nhan than ghép so vai nhitng nguoi
dang duoc chay than nhan tao?, bién c6 tim mach van 14 mot van dé noi bat.
Béo cdo nam 2020 cuia ANZDATA (The Australia and New Zealand Dialysis
and Transplant Registry — Co quan dang ky loc mau va ghép Australia va New
Zealand) cho thay nguy@n nhan tir vong hang dau trong nam dau sau ghép than:
31% bénh ly tim mach, 31% do nhim trung va 7% 1a do ung thu; sau nam dau,

nguyén nhan tir vong: 29% do ung thur, 23% do tim mach, 12% do nhiém trung.®

Do d6 tam soat va diéu tri s6m cac yéu té nguy co bénh ly tim mach l1a
muc tiéu quan trong dé dam bao thanh céng lau dai cia ghép than. Yéu to nguy
co bénh tim mach & nhitng nguoi duogc ghép tang cao hon so véi dan sé chung
do su két hop cua céc tinh trang bénh nén tir trude, thube diéu tri sau ghép va

cac yéu tb vé 16i séng.

Cac yéu to nguy co doi voi bénh tim mach ¢ bénh nhan sau ghép than
dugc khuéch dai boi cac anh hudng Ién tim mach chuyén hod sau ghép nhu tac
dong chuyén hoa cua diéu tri trc ché mién dich, béo phi, tang huyét ap (THA),

rbi loan lipid méu, dai thao duong sau ghép va suy chirc ning than ghép.*



Tinh trang tang huyét ap va phi dai that trai duoc cai thién nho vao chirc
nang than ghép va gian tiép qua céac thay ddi vé tinh trang uré huyét, thiéu mau,
viém man tinh, dong cau ndi dong tinh mach; tuy nhién, viéc st dung thudc
chdng thai ghép wc ché calcineurin, steroid c6 tac dung phu gay THA, gian tiép
duy trinh sy phi dai that trai caa bénh nhan da ghép than.®

Ddng thoi, sau ghép than tinh trang dinh dudng bénh nhan dugc cai thién
do tang cam giac thém an khi giam ddc tinh sy tang uré mau, st dung steroid
cling vai viéc bénh nhan c6 thé giam sy han ché dam va kali ¢ giai doan cho
ghép 1am ting nguy co béo phi sau ghép. Bén canh d6, cac thay doi vé lipid
mau Vva tinh trang ting duong huyét d6i dudi anh hudng caa thude chdng thai
ghép da gop phan tac dong 1én chuyén hoa cua bénh nhan duoc ghép than.®

Cac nghién ctiu trén thé gioi cho thay: sau ghép than 2 nam viéc cai thién
tinh trang uré huyét cao, giam huyét ap giam qua tai thé tich, ti 1¢ phi dai that
trai giam c6 y nghia tir 78% con 44% theo Montanaro D.® (2005); theo tac gia
Ciftci’ (2013) diéu tri sau ghép than voi nhom cyclosporine lam ting
Cholesterol toan phan va LDL Cholesterol c6 y nghia so véi tacrolimus trong
thoi gian nghién ctru 1 nam.

Céac nghién cuu trude day tai Viét Nam noi chung va tai Bénh vién
Cho RAy noi riéng vé THA, phi dai that trai, thay doi vé chuyén hoa duong,
chuyén hoa lipid mau trén bénh nhan sau ghép than con riéng 1é va trong thoi
gian ngan tir 6 thang — 1 nam.

Do d6, can ¢6 nghién ctru cac thay doi trén day du hon véi thoi gian theo
doi dai hon.

Vi vdy, chlng toi thuc hién nghién ctu: “Céc thay ddi tim mach -

chuyén hda trén bénh nhan sau ghép than” tai Bénh vién Cho Ray.



MUC TIEU NGHIEN CUU

1. Muc tiéu tdng quat:

Nghién ctu mot sé thay d6i vé tim mach - chuyén hoa trén bénh nhan
sau ghép than tai cac thoi diém 1 nam, 3 ndm va 5 nim sau ghép.
2. Muc tiéu cu thé:

2.1. Khao sat sy thay d6i mot sé yéu té nguy co chuyén hoa: ting huyét
ap, BMI, dai thao duong, rdi loan lipid mau va anh hudng cia thube
diéu tri CNI & bénh nhan ghép than theo thoi gian.

2.2. Khao sat mot s6 thay do6i vé cau tric, chirc nang that trai dua vao siéu
am tim va anh hudéng cua thay d6i nay Ién ti 1¢ tar vong, mat chic

nang than ghep ¢ bénh nhan ghép than theo thoi gian.



Chuong 1:
TONG QUAN

1.1. Mé dau

Ghép than 1a mot phau thuét thay thé than con chic ning tir nguoi hién
(ngudi hién chét hodc nguoi hién song) cho cac bénh nhan (BN) bénh than man
giai doan cudi. Than ghép dam nhan céc chac niang cua qua than bi hong, dam
bao can bang nudc va dién giai cho co thé nguoi nhan, gop phan cai thién chat
lwgng cudc séng va kéo dai tudi tho caa BN bénh than man giai doan cudi.
1.1.1. Lich sir ghép than trén thé gioi

Ghép than cd lich sur kéo dai hon 100 ndm, tir cac nam trong thap nién
dau thé ky 20, bang nhing thir nghiém 1am sang va nhiing k¥ thuat phau thuat
(PT) mach mau cta cac nha PT. Nhiing thanh cong vé ki thuat khau ndi mach
mau caa Payr 1a bude dau trong viéc ghép tang tai Chau Au.®

Emerich Ullmann® (1902), da thuc hién thanh cong thir nghiém ghép than
dau tién trén cho.

Sau chién tranh thé giéi thir 2, dau nhitng nam 1950 & Phép, nha than
hoc Jean Hamburger cting véi cac nha phau thuat Kuss mé 5 truong hop ghép
than ma khong dung tc ché mién dich (UCMD). Hamburger bao céo trudng
hop ghép than tai Phap ma nguoi cho than 1a me cua bé trai c6 1 than doc nhat
bi ton thuwong do té tir trén cao, chic ning than duogc cai thién ngay sau d6
nhung dot ngot bi thai ghép sau 22 ngay.

Ngay 23/12/1954, & Boston da bao cao thanh cong cho cap ghép than
sinh d6i cung triing, BN ghép than sau d6 mang thai va sinh con binh thuong
bang mé lay thai.8*

Véi sy xuat hién caa cac loai thuc chong thai ghép, nhém mau, khang

nguyén bach cau ngudi (HLA-human leucocyte antigen)... trong tuyén chon



cap ghép, gitra nhimg niam 60 1a giai doan thanh cdng nhat, da thay doi nhanh
chéng nhitng van dé trong ghép tang gan nhu da tré thanh thuong qui. Nguoi
ta nhan thay rang prednisone liéu thap ciing dat hiéu qua nhu liéu cao. Mét diéu
quan trong nira la viéc sir dung cac corticoid liéu thap tir sau nhitng nam 1970
d4 giam cac bién ching rd rét.0

Van dé thuéc UCMD, Woodruff va Medawar d3 bat dau nghién ctu
nhitng loai thudc manh hon tin céng vao hé thong lympho. Nam 1975 ngudi ta
d3 san xuét ra khang thé don dong.

Nam 1962 viéc danh gia phan loai mé6 da duoc thuc hién mét cach thuong
qui trong ghép tang. Su xac dinh khang thé khang HLA va su hoa hop mé trong
viéc lua chon céc cap cho nhan mot cach chat ché hira hen mot twong lai xan

lan trong ghép than.

Luat chét ndo di ra doi tai My. Piéu nay da cho phép 14y co quan tir
nguoi cho khi tim con dap lam giam thoi gian thiéu mau néng, cai thién chat
lugng cua than ghép. Viéc thu nhan duoc tang ghép tir ngudi cho chét 1a két
qua ctia su thdng béo trong cong dong va su chuyén nghiép trong y khoa. Viéc
cai thién lai nhitng phuong phap hdi sirc va chiam séc, nhitng khéi niém vé chét
nao dugc hinh thanh trong thuc hanh 1am sang. Cac nha khoa hoc dang nghién
ctru nguon tang ghép tir dong vat. Ngay nay su bat twong hop mé, khdng phu
hop nhom mau, phan tng chéo trude ghép duong tinh... khong con la rao can
nang né trong ghép tang, vi da c6 loc khang thé trong huyét tuong
(plasmapheresis), cac thusc khang thé don dong (Rituximab) str dung dé l1am
giam dén muc thap nhat c6 thé dugc cac khang thé chong lai mo ghép. Nho d6
c6 thé mé rong dugc chi dinh ghép, giam s6 luong ngudi bénh than man giai
doan cudi (BTMGDC) chd dugc ghép, cai thién dugce doi séng ngudi bénh va
mo ghép. K¥ thuat mo ghép than phai qua mot thoi gian dai va chi mai phéat

trién trong 40 nim qua voi Sy xuat hién cua thuéc UCMD, nhét 1a tir khi



cyclosporine-A ra doi (1980), 1am cho két qua lau dai cua ghép than di tang

lén mot cach thuyét phuc.
1.1.2. Lich sir ghép than tai Viét Nam

Vao ngay 04/06/1992, ca ghép than dau tién caa Viét Nam dugc thuc
hién thanh cong tai Bénh vién 103 - Hoc vién Quan Y; BN nam, 40 tudi, bi
BTMGDC, ngudi cho 1a em trai rudt, 28 tuoi.

Vao ngay 28 va 29 thang 12 ndm 1992 tai Bénh vién Chg Ray thanh phé
Ho6 Chi Minh thyc hién 2 truong hop ghép than tir nguoi cho séng ¢6 quan hé
huyét thdng (1 truong hop 1a cha rudt cho, 1 truong hop 1a me rudt cho) ca 2

than déu c6 chire niang than tt kéo dai duge 13 nim.

Ngay 26/05/2004 ca ghép than tré em dau tién duoc ghép tai Vién Nhi
Trung wong, nguoi cho la cha ruét véi su tham gia cia cac bac si Vién Nhi
Trung wong, Hoc vién Quan Y 103 va cac chuyén gia dén tir Cong Hoa Phap.
Sau thanh cong dau tién d6, ngay 6-7/12/2004 tai Vién Nhi Trung wong lai ghép
tiép 2 truong hop khéc.

Ngay 14/06/2004 tai thanh phd Ho Chi Minh, bénh vién Nhi Pong 1T da
tién hanh ca ghép than cho tré em dau tién voi nguoi cho 1a me rudt véi sy gilp

d& cua cac chuyén gia tir bénh vién Cho Ray va nuéc Bi.

Ngay 01/07/2007 "Luat hién, lay, ghép mé, bd phan co thé ngudi va hién
lay xac" duoc ra doi tai Viét Nam. Vao ngay 23/04/2008, ca ghép than tir nguoi
cho chét ndio dau tién (1a con trai cho me rudt) dugc thuc hién tai bénh vién Cho
Ray (BVCR). Ké dén vao ngay 11/02/2010, 4 truong hop ghép than tir 2 ngudi
cho chét ndo (khong cd quan hé huyét thong) dau tién trén ca nudc ciing duoc
thuc hién tai bénh vién Chg Riy. Cho dén nay trén ca nudc ¢ nhidu trudng
hop duoc ghép than tir ngudi cho chét ndo khip céc trung tim ghép tang trén

ca nuoc.



1.2. Thay d6i vé mot sé yéu toé nguy co chuyén hda: ting huyét 4p, BMI,

dai thao dwdng, réi loan lipid mau sau ghép than

Thay d6i chuyén hoa va viém man tinh xuét hién & giai doan som cua
bénh than man va BTMGDBC, lam cho bénh than man tré thanh moét trong nhirng
yéu t6 nguy co tim mach quan trong nhat. Sau khi ghép than thanh céng, nhiing
thay doi nay co thé trg vé binh thudng hoic van con ton tai dai dang. Nhing
thay d6i chuyén hoa thuong gap sau ghép than gdom réi loan dinh dudng, dai
thao dudng maéi mac hau ghép, hoi chung chuyén hoa, béo phi, réi loan lipid

mau, lodng xuong do bénh than man, va THA sau ghép than.*’
1.2.1. Tang huyét ap trén BN ghép than
1.2.1.1. Pinh nghia ting huyét &p sau ghép than

THA sau ghép than c6 thé dugc dinh nghia 1a tinh trang THA lién tuc
hoiac HA binh thuong khi sir dung thuoc ha HA sau khi ghép than thanh céng.
Céac nghién ctru khac nhau da xac dinh THA hau ghép vai cac ngudng gisi han
khac nhau doi véi HATTh va HATTr va cic yéu cau khac nhau doi véi viéc sir
dung thubc ha ap (Bang 1.1). Ngoai viéc xac dinh mic huyét ap binh thuong,
su hién dién hoic khong c6 THA trong giai doan trudc ghép than c6 thé phan
loai kiéu hinh HA ¢ BN hau ghép thanh 4 nhém: THA man tinh, THA héi phuc,
HA binh thuong va THA hau ghép (Hinh 1.3).3” Cac dang THA tam thu hay

tam truong don doc van cd thé xay ra sau khi ghép than.3’



Bang 1.1. TOm tit cac dinh nghia va tan suat ting huyét ap & BN ghép

than qua cac nghién ciu

Nghién ceu | Cé& mau Dinh nghia THA Til¢
Buddle va cs 409 > 150/90 mmHg hoac sur Ti & mai mac 1a 77,3%
dung thuéc ha ap trir khi st | (81,6% THA man truéc
dung don doc loi tiéu va sau ghép, va 18,4%
THA hau ghép)
Zeier va cs 150 | > 140/90 mmHg hoidc dang | Ti I& hién méc 12 90%
diéu tri ha &p
Kasisike va cs > 140/90 mmHg Ti Ié méi mac 1a
50-80%
Campistol va 3365 | HATTh > 140 mmHg > 80% 3 nam sau ghép
cs

va/hoac HATTr > 90 mmHg

va/hoic diéu tri thudc ha ap

va 85% 5 nam sau ghép

“Nguén: Tantisattamo E., 2020

Thia nghiém 1am sang c6 d6i ching ngau nhién 16n SPRINT vé quan Iy

huyét 4p & BN khong dai thao duong da ching minh loi ich tim mach cua viéc

kiém soat huyét ap chit ché& hon dan dén cac hudng dan méi vé THA va dinh
nghia lai THA cho dén s6 chung 1a HATTh > 130 mmHg va/hoiac HATTr >80
mmHg.3® Mic du d3 co sy thay ddi trong dinh nghia THA & dan s khdng ghép

than, dinh nghia THA ¢ nhiing nguoi ghép than van con nhiéu tranh cai. Huéng

dan nam 2017 ctia Truong mdn Tim mach Hoa Ky khuyén nghi muac huyét ap

muc tiéu 1a <130/80 mmHg.% Cho dén khi c6 bang ching rd rang hon vé moi

lien quan gitra mac huyét &p va két cuc ¢ nhitng BN ghép than, huyét ap

>130/80 mmHg c6 thé 1a dinh nghia hop Iy cho THA & dan s6 nay.%




Sau ghép than

Ting huyét ap Huyét ap binh thwong

3 it 4 x J AP,
Ting huyét p TS At Al Tang huyét dp hoi phuc

Truwéc ghép thin

Huyét éip binh thuimg BEPATENNET D LR S Huyét ap binh thuomg

Hinh 1.1. Phan loai ting huyét 4p sau ghép than
“Nguon: Tantisattamo E., 2020 %

1.2.1.2. Djch té tiang huyét ap sau ghép thgn

Tuy thudc vao dinh nghia va cac phuong phap do huyét ap duoc sir dung,
ti 1€ THA hau ghép da duoc bao cdo rong rai va thuong tang 1én theo thoi gian.
Ti Ié THA sau ghép than ting 1én c6 thé lién quan dén viéc su dung
cyclosporine. Mot nghién ctu ¢ Tay Ban Nha da khao sat cdc BN ghép than
trong ba nam khac nhau (1990 so véi 1994 so véi 1998) va ghi nhan su gia tang
dan cua ti 18 THA hau ghép trong nhitng nam tiép theo cho ca ba giai doan. S6
lwong thude ha huyét ap duoc st dung trong cac ca ghép than gan day ciing
tang hon so vai nhitng BN ghép than trude d6. Nhin chung, ti 1€¢ THA sau ghép
dao dong tir 24 dén 90%.%
1.2.1.3. Co ché ting huyét &p sau ghép than

Sy thay doi vé ti 1é THA hau ghép qua cac giai doan khac nhau c6 thé
phan &nh su khac biét vé co ché bénh sinh cua THA hau ghép theo thoi gian
(Hinh 1.4).
Giai doan ngay sau ghép:

Trong thoi gian nay, THA sau ghép thuong 1a két qua cua cac yéu té bén

ngoai nhu phau thuat, truyén dich tinh mach va sir dung liéu cao steroid.
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Dich truyén tinh mach trong va ngay sau phau thuat c6 thé dan dén ting
thé tich mau, dac biét & nhitng BN tri hodn chirc niang than ghép. Mot nghién
clru cat ngang don trung tdm cho thay ti Ié ting thé tich tuan hoan & nhitng BN
ghép than 6n dinh 12 30% va c6 téi 5% bi tang thé tich tuan hoan niang. Nghién
ctru ndy cho thay tiang thé tich tuan hoan c6 lién quan dang ké véi ting HATTh,
HATTr va huyét ap dong mach trung binh.

Steroid liéu cao thuong duoc st dung dé UCMD trong giai doan quanh
ghép. Co ché cia THA do steroid gy ra l1a chua 1 rang, nhung ddy c6 thé do
tang khang luc dong mach do thay doi trong dap tng caa céc ap thu quan. Vi
lidu steroid hon 20 mg prednisone mdi ngay 1a ngudng giy THA, steroid tinh
mach liéu cao c6 thé gop phan gy THA trong giai doan ngay sau ghép.®’

BN BTMGDC thuong ¢ THA khdng kiém soét va can mot sé thube ha
ap dé kiém sodt huyét ap. Trong thoi gian ngay sau ghép, viéc nging thudc ha
ap dot ngot co thé dan dén THA doi nguoc, THA trén mirc trude khi diéu tri,
do cuong giao cam qua muc. Thude cha van beta-adrenergic, clonidine, va chen
beta thuong lién quan dén hién tuong nay, dic biét 1a khi ngimg dot ngot.

Con dau cép tinh c6 lién quan dén THA do hoat hoa hé than kinh giao
cam, din dén ting sc can mach ngoai bién, tan s6 tim va thé tich nhét bop.
Ngoai ra, su kich thich cta hé théng than kinh noi tiét qua truc ha doi-tuyén
yén-thugng than dan dén THA gy ra do dau. Kiém soat dau quanh phau thuat
khéng day du 1a mot trong nhitng nguyén nhan phé bién nhat caa THA ngay
sau gheép.

Giai doagn som sau ghép:

Béo phi sau ghép than co lién quan dang ké véi THA sau ghép. Can bang
dich duong tir dich tinh mach trong va sau phau thuat 12 nguyén nhan phé bién
Cla ting can trong giai doan dau sau cdy ghép. Luong natri trong dich truyén

tinh mach c6 thé gop phan vao THA.%
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Cac thudc uc ché calcineurin c6 lién quan dén THA & BN sau ghép than
va gay ra su gia THA dang ké."

Vi steroid c6 thé gdy THA, tranh ding hozic ngung duy tri steroid c6 thé
dugc xem xét. Tuy nhién, dit liéu va hiéu qua cua ngung UCMD ddi véi THA
sau ghép than van con mau thuan.®’

M6t nghién ctru ¢ nhitg ngudi nhan ghép than da trai qua phau thuat cat
than trudc khi ghép than tir nhitng nguoi hién than khéng THA cho thay rang
tat ca nhitng ngudi nhan than déu khdng bi THA sau khi ghép than ma khéng
can diéu tri thuéc ha ap. Mot nghién ciu khac cho thay nguoi nhan than tir
nguoi hién c6 THA c6 tang nhu cau diéu tri thuéc ha ap sau ghép hon so voi
nhitng ngudi nhan than tir ngudi hién khong THA. Ngoai ra, trong sé nhiing
nguoi ghép than khong co tién sir gia dinh bi THA, nhitng BN nhan than tur
ngudi cho ¢ tién sir gia dinh bi THA thi nhu cau can diéu tri thuc ha ap cao
gap 10 lan so véi nhitng nguoi nhan than tir nguoi cho khong co tién st gia
dinh THA. Tat ca diéu nay cho thay mot vai tro ciia bénh than tir nguoi hién va
di truyén trong tién trién caa THA.

Hep dong mach than 1a mot bién ching mach mau phé bién hau ghép
than, dan dén suy toan bo chirc ning than va gay cac bién ching tim mach bao
gom ca THA hau ghép. Khoang 1-5% THA sau ghép la thi phat sau hep dong
mach than. Tuy nhién, do cac dinh nghia khac nhau dugc ap dung trong céac
nghién cuau, ti 18 hep dong mach than dugc bao céo 1a tang tir 1 dén 23%.% Hep
do6ng mach than c6 thé xay ra bat ctr lac nao sau khi ghép nhung thuong dugc
chan doan trong khoang thoi gian tir 3 dén 24 thang sau ghép. Khong giéng nhu
hep dong mach than & BN khong ghép than, co ché bénh sinh cua hep dong
mach than & BN ghép than rat phic tap va lién quan dén cac yéu t6 mién dich
va khong lién quan dén mién dich. Cac yéu té khdng mién dich bao gom ton

thurong mach méu tai thoi diém phau thuat gitra dong mach than ngudi cho va
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dong mach nguoi nhan ciing nhu sy hién dién caa cac bénh Iy mach mau san
cd ¢ ca dong mach nguoi cho va nguoi nhan. Vi dong mach chau la mach mau
dich phd bién nhét chir khdng phai d6ng mach chu bung, dung dé ndi véi dong
mach than ghép, méi ni gitra cac dong mach nho nay co thé gay ra hep sinh
ly. Loan san soi co khong phai 1a nguy&n nhan phé bién caa hep dong mach
than & BN cay ghép. Cac yéu té mién dich dan dén ri loan chitic niang noi md
mach méu c6 thé gay hep dong mach than sau ghép. Gidng nhu BN khéng ghép
than, hep dong mach than & BN sau ghép than c6 thé gay ra do xo vira.’

Giai dogn tré sau ghép:

Ton thuong than ghép ca cap va man tinh déu lién quan dén THA. Céc
nguy@n nhan phd bién cua tén thuong than ghép bao gom thai ghép cap tinh -
ca qua trung gian khang thé - va qua trung gian té bao. Ton thuong than ghép
man tinh 1a két qua cua viéc dao thai lién tuc qua trung gian khang thé, xo hoa
md k&/teo dng than, bénh vi mach huyét khéi va bénh cau than tai phat & than
ghép. THA va céc yéu té mién dich cé thé anh hudng dén sy biéu 1 cac yéu to
tang truong ¢ than ghép va co thé gay rdi loan chiic nang than ghép man tinh.

Sau khi ghép than, mac FGF23 giam, day 1a mot yéu té nguy co doc lap
d3 biét cua mat chirc ning than ghép, cac bién cé tim mach va tir vong do moi
nguyén nhan & BN ghép than. Nong d6 FGF23 cao c6 lién quan dén ting HATT
va HATTTr ciing nhu ti &6 THA méi mac ¢ dan sé tré khong c6 THA ma khong
cd bénh than man hay bénh tim mach. Mdi guan hé cua muc FGF23 trong giai
doan trudc va sau ghép than véi mac huyét ap hoic su phét trién cia THA sau

ghép van chua duoc biét r.%
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Ngay sau ghép

\\»\\\ - Ting thé tich tufrin hodin chu phiu X
. * Dan nhip tkc ché mién dich

2 * Ting huyet dap doi ngwoc >\
/ * Kiém sodt dau chwa phit hop

Giai doan sém sau ghép

* Ting cin

* U'c ché calcineurin

* Steroid )

* Ngwii hien thin co ting huyét ap
* Hep ddng mach thin ghép

Giai doan tré sau ghép

* Suy chikc ning thin ghép man tinh

* Yéu to ting trwéng nguyén bio sgi 23

* Hoi chimg ngung thé khi ngi

* Mat hodn toin chiec ning ton dw cua thin te thin
* Cwong giao cam

Thai gian sau ghép than

Hinh 1.2. Nguyén nhén gy ting huyét 4p sau ghép than theo thoi gian
“Nguon: Tantisattamo E., 2020”%

Ngung thd khi ngu la mot trong nhitng nguyén nhén gay THA va lam
huyét ap kiém soét kém. Ti 1é mac ching ngung thd khi nga do tac nghén &
nhitng BN ghép than thay ddi theo mirc d6 nang caa bénh. Ti 18 ngung tho khi
ngua nhe, trung binh va nang ¢ nhitng BN ghép than trong nghién cau SLEPT
tuong ung la 18, 11 va 14%. Trong nghién ctru nay, nhitng BN ghép than co
ngung thd khi ngii can diéu tri mot s6 luong thude ha huyét ap cao hon dang
ké va c6 xu hudng c6 HATTh cao hon so véi nhitng BN khong c6 ngung thd
khi ngu.*
1.2.1.4. Tinh trang cing va voi hoa mgch mau

Voi hoa (dic biét 1a ¢ 16p 4o giira cia dong mach/tiéu dong mach) va
cirng mach mau (tha phat sau voi hoa hodac phi dai mach mau) thuong gap trong
bénh than man tién trién, BTMGBC, va trong ghép than. Voi hoa mach mau

Vvan ton tai va tiép tuc din tién sau khi ghép than, mic du tinh trang citng mach



14

mau c6 thé hdi phuc mot phan sau khi ghép than. V6i hod mach méu gay THA
tam thu, ting hau tai va gop phan gay phi dai that trai. Hon nita, cac bat thuong
nay ciing lién quan dén két cuc tim mach bét lgi & BN ghép than, véi voi hoa
dong mach vanh tai thoi diém ghép c6 thé du bao cac bién ¢ tim, ngay ca &
nhitng BN khong ¢ triéu chizng va khong cé tién sir bénh tim mach trude do.%

Khéng c6 phuong phap diéu tri nao dugc chitng minh 1a 6 thé cai thién
tinh trang voi héa hoic citng mach mau & BN ghép than. Thiéu vitamin K 13
mot yéu té nguy co c6 thé khic phuc duoc cua tinh trang nay. Vitamin K rat
can thiét dé tao diéu kien thuan loi cho qua trinh carboxyl (hoat h6a) cac protein
Gla khéc nhau, bao gom ca protein Matrix Gla - mot loai enzyme chdng lai qué
trinh canxi hda mach mau & dang hoat hod. Thiéu vitamin K pho bién & cac BN
ghép than va c6 lién quan dén ti 18 tir vong. B6 sung vitamin K c6 thé cai thién
vOi hda mach mau/van tim va d6 cing ciia mach mau & mot sé nghién cau.®
1.2.1.5. Két cuc ciia ting huyét ap sau ghép than

Huyét ap trude khi ghép than co lién quan dén két cuc sdng con cua than
ghép va cua BN sau ghép. HATTh (<110 mmHg) va HATTr (<50 mmHg) truéc
khi ghép lién quan dén viéc giam ti 1é mat chirc ning than ghép. Bac biét trong
qua trinh loc mau HATTY thap hon trudc va sau loc mau cé lién quan dén kha
nang séng con cia BN sau ghép than tét hon.*

Trong giai doan sau ghép, huyét ap ting cao co lién quan dén két cuc
than ghép va caa BN kém hon. M6t s6 nghién ctru da chting minh méi lién quan
gitra THA sau ghép va suy than ghép. Opelz va cong su da thuc hién mot nghién
ctru hoi ctru ¢ 29.751 BN ghép than, theo ddi trong hon 7 nam. Tang HATT va
HATTr sau ghép than c6 lién quan dén viéc giam dan chirc nang than ghép.*
Mét nghién ciru khac tir cling mot co sé dir liéu thuan tap da kiém tra méi lién
quan giira nhitng thay doi vé mac huyét ap trong 1 dén 3 nam sau ghép va két

qua ghép lau dai 1én dén 10 nam sau ghép. Ho phat hién ra rang nhitng BN ¢6
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HATTh > 140 mmHg sau 1 nam duoc Kiém soat xudng < 140 mmHg ¢ thoi
diém 3 nam sau ghép than da cai thién két cuc suy than va giam tir vong do tim
mach so véi nhitng BN c6 HATTh > 140 mmHg dai diang ca ¢ thoi diém 1 va

3 ndm sau ghép.*®

THA 12 mét trong nhing yéu té nguy co quan trong nhat caa suy tim, dic
biét la suy tim c6 phan suat téng méau bao ton. Nhiing BN ghép than c6 PPTT
hodc suy tim phan suit tdng mau bao ton c6 bénh suit va tir suit cao, va co
nguy co cao bi Cac bién ¢ lién quan dén tim. Ca qua tai ap luc va thé tich déu
gop phan gay PDTT, tinh trang nay duogc thuc day niang hon do tudi tac, yéu tb
di truyén, cau ndi dong tinh mach dé chay than, loc méau co dién, dai thao
duong, va THA.¥'

1.2.2. Hi chirng chuyén hoa sau ghép than

Hoi chang chuyén hoa 1a mot nhém céc bat thuong 1am sang lién quan
dén dé khang insulin va tinh trang viém. Day 1a yéu t6 nguy co cia dai thao
duong va céac bénh Iy tim mach trong dan sé chung. Céc nghién ciu gan day
cho thay rang hoi ching chuyén héa thuong gap ¢ BN sau ghép than, va day
cling c¢6 thé 1a mot dau hiéu du béo kha nang thai ghép va hay chirc nang ghép
dong loai kém.

Mot s6 nghién ctru da khao sat tan suat va tac dong cua hoi chitng chuyén
hoa ¢ nhitng BN ghép than. De Vries va cong su bao cdo ti 1& hién mic 1a 63%
tai thoi diém 6 nam (2,6 dén 11,4 ndm) sau ghép trong mot nghién cau trén 606
BN ngoai tra dugc ghép than.*® Trong s6 337 BN, Courivard va cong su bao
c4o ti I¢ hién méic cua hoi chiing chuyén hoa la 32% sau ghép than 1 nam. Trong
mot phan tich khéc trén 230 BN ghép than khong dai thao duong va co chuc
nang than ghép 6n dinh sau 1 niam, Porrini va cong su ghi nhan ti I¢€ hién mac

hoi chiing chuyén hoa 1a 22,6%, ting 1én 37,7% vao thoi diém 18 thang, diéu
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nay cho thay ti 1&é mac hoi chung chuyén hoa cé thé ting 1én theo thoi gian.
Ngoai ra, BN ghép than c6 hoi ching chuyén hoa trudce khi ghép thuong tién
trién dén dai thao dudng sau ghép trong qua trinh theo ddi hon nhitng BN khéng
c6 hoi chiing chuyén héa.*

Béo phi dong vai tro trung tam trong tién trién dén hoi ching chuyén hoa
sau khi ghép than. Thudc UCMD ciing dong mét vai trd quan trong trong co
ché bénh sinh cua cac bat thuong caa hoi chang chuyén héa. Cac nghién cau
gan day cho thay rang su hién dién caa hoi ching chuyén héa truéc khi ghép
than c6 gia tri du béo tién trién dén dai thao duong mai khai phat sau khi ghép,
doc 1ap véi cac yéu td nguy co da biét khac.®

Bang 1.2. Pinh nghia hdi chirng chuyén hoa

Yéu té nguy co Dinh nghia

C6 bat ky 3 trong 5 yéu

t6 nguy co dudi day:

> Béo bung \Vong eo
Nam >90 cm
Nix >80 cm
> Triglycerides > 150 mg/dL
> HDL-C < 40 mg/dL (Nam)
< 50 mg/dL (Nt)
> Huyét 4p >HATTh 130 mmHg hoac HATTr > 85 mmHg

> Duong huyét doi > 110 mg/dL

“Nguon: Dung Thi Pham, 2019 5
Hoi ching chuyén hda 1a sy két hop céc bat thuong: béo phi trung tam,

rbi loan lipid mau, THA, va ting duong huyét lac doi (Bang 1.2). Tat ca déu
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duogc cho 1a do tinh trang dé khang insuline va viém man tinh gay ra, 1 nhiing
co ché sinh ly chung. Trong dan sé néi chung, hdi chitng chuyén hoa c6 lién
quan dén nguy co mic dai thao duong va cac bénh Iy tim mach. Ngoai ra, hoi
chtng chuyén hoa con lién quan vai tiéu protein niéu va giam GFR, diéu nay
cho thiy c6 méi lién quan gitra hoi chimng nay vai bénh than man. Khi dai thao
duong mai khoi phat sau ghép, bénh tim mach va protein niéu I1a nhiing bién
chung thuong gap cua ghép than, thi vai tro cua hoi chitng chuyén hoéa trong
ghép than gan day da thu hut rat nhiéu sy quan tam.?

Porrini va cong su ciing cho thay rang su hién dién cua hoi chitng chuyén
hoa sau ghép anh huéng xau dén séng con cua than ghép.*® De Vries va cong
su ciing chi ra rang hoi chung chuyén héa c6 lién quan dén viéc giam chirc ning
than trong dai han. BN mac hoi chiing chuyén hoa co do thanh thai creatinin
thap hon khoang 5 mL/pht so véi nhém chimg sau 7 nim theo ddi. Trong s
cac thanh phan cua hoi chiing chuyén hoa, HATTh va tang triglycerid mau c6
tac dong bat loi nhat dén chire ning than ghép 1au dai.*

1.2.3. Béo phi sau ghép than

Qua trinh chuyén dich tir bénh than giai doan cubi sang ghép than dat ra
mot thach thirc vé chuyén hoa do su thay do6i noi tiét td, thay doi nang luong
tiéu hao, va thay doi chuyén hoa lién quan dén céc liéu phap UCMD. Ngoai ra,
cac han ché vé thirc an khac nhau trude va sau khi ghép, tir viéc tranh cac loai
sira giau phét pho va thuc pham giau kali trong qua trinh loc mau cho dén tranh
cac thirc dn c6 mam bénh sau khi cdy ghép. Nhitng diéu nay, ciing véi nhiing
thay d6i khac trong 16i séng, anh hudong dén thay doi dinh dudng & BN sau
ghép than.>

Cac bénh dong méc lam tang luong chat béo trong co thé bao gom réi
loan lipid mau, ting duong huyét, bénh tim mach va huyét ap cao. T4t ca céc

yéu t6 nguy co nay ting cao sau khi ghép than, 1am ting kha ning phat trién
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bénh Iy tim mach.5* G BN hau ghép than, co ché du trir va sir dung ning luong
lien két cac axit béo tu do véi dé khang insulin thong qua cac con dudng tin
hiéu té bao khac nhau, dugc diéu chinh béi insulin. Tang can, dac biét 1a ting
m& noi tang, 1am ting ndng d6 axit béo tuw do va ting cudng dé khang insulin
théng qua viéc tc ché cac thy thé insulin trén mang té bao.®

Béo phi Ia tinh trang phd bién & BN bénh than man giai doan cudi, véi
60% BN ghép than dugc ghi nhan c6 thira can hoic béo phi tai thoi diém phau
thuat. Béo phi sau ghép than (dinh nghia 1a BMI > 30 kg/m?) lam tidng nguy co
that bai sau ghép va mac cac bénh ly tim mach. BN ghép than béo phi c6 bénh
suat cao hon (81% so v&i 89%) va kha ning duy tri chic ning than ghép thap
hon (71% so véi 80%) dang ké so voi BN khong béo phi o thoi diém 5 nim
ghép.5® Cac yéu té nguy co ciia béo phi hau ghép bao gdm: 16n tudi, gidi ni,
dai thao duong khong phu thugc insulin, ching toc da den, va trong cac nam
dau sau ghép. Corticosteroid c6 thé gdy ting can, lam ting nguy co suy chirc
nang than ghép va céc bién cb tim mach.

Béo phi hau ghép lién quan dén tién trién dén hoi ching chuyén hoa, véi
khoang 60% BN sau ghép dugc chan doan béo phi va 9-63% trong nhitng nim
tiép theo. Ti I¢ tich liy ctia cac bénh tim mach sau 60 thang hau ghép 1a 5,9%
& nhitng ngudi nhan ghép c6 hoi ching chuyén hda, so vai 2,3% & ngudi nhan
khong c6 hoi chiing chuyén héa.’’

1.2.4. Pai thao dwong mei khéi phat sau ghép than

bai thao duong o BN ghép than ngay cang c6 xu hudng gia tang, lién
quan dén su gia ting cia BTMGDC do déi thdo duong - hién 1a nguyén nhan
hang dau cia BTMGDC, va sy phét trién cua dai thao duong moi khai phat
(PTPMKP) sau ghép than.’®% DPTDMKP dugc bdo céo hién dién & 3% dén
50% BN ghép than. Tinh trang nay phd bién hon & nhitng BN Ién tudi, thira

hoidc ting can, ngudi gbc Phi hodc Chau A, hoic nhimg ngudi ¢o tién st dai
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thao duong thir phat lién quan dén phau thuat, si dung corticosteroid hozic
mang thai. DTDMKP thudng xay ra trong vong 3 thang dau sau ghép, c6 thé
méi mac hoac 1a biéu hién ning 18n cua bénh 1y nén trude d6.5°

Yéu té gop phan chinh dugc cho 1a do sir dung corticosteroid, gay ra tinh
trang dé khang insulin va c6 lién quan dén tién trién cua dai thao duong & cac
nhom BN Kkhéc.

Nhém thudc tc ché calcineurin ciing ¢6 thé gop phan vao tién trién caa
dai thao duong.%!

DTPMKP c6 lién quan dén phi dai that trai, va lién quan dén ting gip
2-3 lan ti Ié tir vong do moi nguy@n nhan va céc bién cb tim mach. Két cuc caa
BN c6 DPTPMKP sau ghép than 7 nim c6 thé ngang bang véi nhitng BN
BTMGDC do dai thao dudng. Nguy co tir vong lién quan dén bénh tim mach
duoc bao céo 1a ting gap ba lan & nhitng BN ¢c6 DPTPMKP hau ghép.®°

Quan ly dai thao duong hau ghép tuong tu nhu dai thao duong trong dan
s6 chung. Kiém soat va kiém tra duong huyét nghiém ngat va diéu tri cac bién
chtng thudng gap cling dugc ching minh 1am giam bénh suat va ti vong. Tuy
nhién, viéc quan Iy hau ghép chuyén biét hon nhu: thay tacrolimus bang mot
thuéc UCMD khac nhu cyclosporine hoic mTOR, va giam liéu hodc nging
corticosteroid®, ciing nhu can than sir dung thudc loi tiéu c6 lién quan doc 1ap
Vi dai thao duong hau ghép.® Chién lugc phong ngura tién phét va xét nghiem
chan doan sém nén duoc ap dung trudc nhat dé cai thién két qua cho nhiing
nguoi co nguy co mic dai thao duong sau ghép.®
1.2.5. Thay déi lipid méu sau ghép than

R4i loan lipid mau thuong gap & nhitng BN ghép than va duoc xem 1
mot yéu t nguy co quan trong cua bénh tim mach.®4%5 Khoang 60% BN ghép

than c6 réi loan lipid méau sau ghép va gan 40% c6 cé4c bién ¢ lién quan dén
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tim mach trong vong 36 thang sau ghép. R4i loan lipid mau cé thé méi khoi
phat sau ghép than, hozc 1a mét bién chizng bénh than man. Chay than nhan tao
hoac tham phan phlc mac kéo dai lam thay doi dang ké thanh phan lipid mau
(dic trung boi ndng do triglyceride rat cao), va lam xau di két cuc sau ghép
than cua BN.%°

Tang lipid mau 13 loai rdi loan lipid méau phé bién nhat & BN ghép than.
Nong do Cholesterol toan phan sau ghép ting khoang 27% so véi trudc ghép.
Hon nita, ndng d6 VLDL va LDL va TG cao hon ciing di dugc quan sat thay.
Cac LDL giau triglyceride dé bi oxy hoa va c6 dic tinh gy xo vita nhiéu hon.
Mtrc HDL-C ¢ BN sau ghép than thuong twong duong hoac giam nhe so voi
dan sb chung.®’

Bang 1.3. Cac yéu té nguy co ciia rdi loan lipid mau sau ghép than

Yéu t6 thay d6i duoc Yéu t6 khong thay doi duoc
Béo phi Tudi
Giam van dong Gidi
Nhuoc giap Gen
bai thao duong Bénh gan man
Hut thude 14 Bénh than man
Diéu tri THA (chen beta, lgi tiéu)
Céc thudc tc ché mién dich

“Nguon: Chmielnicka K, 2022 "%

Sinh ly bénh cua rdi loan lipid mau sau ghép than 1a da co ché va bao

gom cac yéu té nguy co co thé thay doi duoc va khong thay d6i dugc (Bang
1.3). Sau ghép, chat luong cudc song duogc cai thién dot ngot co thé dan dén
giam bét thoi quen tiét ché ché do an trude day do chiic nang than bi suy giam.

Ché d¢ an giau cholesterol va fructose 1a thuong gap ¢ nhitng BN sau ghép
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than.% Ti I¢ béo phi ting 34% sau ghép, va duoc coi la mot yéu té cua rdi loan
chtrc nang ghép 1au dai. Tang cin ciing c6 thé gop phan gy dé khang insuline
va tién trién dén dai thao dudng méi mac sau ghép.®®

L6i séng tinh tai 1a mot yéu té thuong xuy@n bi bo qua dan dén rdi loan
lipid mau. Nhitng BN chay than nhan tao kéo dai truéc khi ghép cé hiéu suat
thé chat cuc ky thap, gay ra bai bénh Iy 6 tir trude, suy nhuoc co thé, suy dinh
dudng va suy nhuoc toan bo. Sau ghép than, nhiéu BN ciing lo ngai vé su an
toan cua hoat dong thé chat va anh huong c6 thé cé hai ddi véi than ghép.5

Giao tiép gitra bac si va BN khdng tét co thé can tré sy hiéu biét cia BN
vé bénh tat cua ho. Bat chap tat ca nhimg diéu nay, liéu phap UCMD dugc coi
1a Iy do chinh gay ra réi loan lipid mau sau ghép. Cac thudc duoc sir dung rong
rdi c6 thé gay rdi loan lipid mau bao gom chét tc ché calcineurin (CNI) (dic
biét la cyclosporine), chat tc ché mTOR va glucocorticoid. Nhiéu nghién ciu
chi ra liéu lugng thudc cao hon va cudng do diéu tri c6 mdi tuong quan thuan
véi roi loan lipid mau.®

Tuong tac thudc-thube 1am ting nong do statin trong huyét twong chi
yéu lién quan dén viéc sir dung ddng thoi cac chat uc ché men cytochrom P
(ddc biét 1A CYP3A4, bi e ché bai CNI), hoic cac chat wc ché hoat dong cua
protein van chuyén, tham gia vao dong va dong té bao statin. Miac du CNI ¢6
thé 1am tang nong do statin wa md trong mau, ngoai trir fluvastatin, nhung két
qua tir mot s6 nghién cau cho thay rang statin khong 1am ting phoi nhiém toan
than caa CNI. Ezetimibe c6 thé 1a mot lwa chon thay thé, dac biét ddi véi nhitng
BN khong dung nap statin. Néu viéc tang triglycerid mau chiém wu thé, nén an
ché do it calo, it chat béo va dau c4. Fibrate ciing c6 thé 1am giam mirc chét béo

trung tinh nhung c6 thé 1a nguyén nhan lam tang creatinine huyét thanh.”
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1.3. Thay déi cdu tric va chirc ning tim sau ghép than
1.3.1. Dich t& bénh Iy tim mach sau ghép than

Ngay nay, ghép than Ia mot trong cac phuong phap diéu tri thay thé than
duoc chon lya hang dau cho nhitng BN sip hoic da bi BTMGBC. Ghép than
cai thién ti 1& séng con dang ké, phuc hdi chic niang than va can bang noi mai,
bao gom can bang dich va dién giai, cai thién chat lugng cudc song. Tuy vay,
bat chap tat ca nhiing loi ich rd rang cua ngudi ghép than, nguy co tim mach va
tar vong ndi chung van cao hon so véi dan sé chung. That vay, cac bénh tim
mach xay ra véi ti I& cao va 1a nguy@n nhan phé bién nhét gay ti vong ¢ nhiing
nguoi ghép than. 41

Cac yéu t6 nguy co tim mach truyén thong va khdng truyén théng ¢
nguoi ghép than déu gop phan 1am tang ti 18 bénh suat va tir suat. Mot s6 yéu
t6 nguy co c6 thé thay dbi dugc, chang han nhu ché do an udng hozc hanh vi,
nhung cac yéu té quyét dinh khéc rat kho hozc khong thé sta doi. Cac yéu to
nguy co nay co thé cé trudc khi ghép hay sau khi ghép dan dén hinh thanh mot
phd cac bénh Iy tim mach hau ghép nhu bénh mach vanh, suy tim, réi loan nhip
tim, va tang p phoi.

Nho tién bo trong xét nghiém tuong hop mé va liéu phap UCMD t6t hon,
ti 1& sdng con cua than ghép da ting 1én, do d6 nguyén nhan hang dau gay mat
than ghép la BN tir vong véi than ghép con chirc nang. Bénh tim mach la
nguy@n nhan tir vong hang dau & BN duoc ghép than.? Mic du thyc té 1a nhiing
BN duoc ghép than rat dé bi nhiém trung va c6 xu huéng gia ting phét trién
cac bénh 1y 4c tinh, nhung nhitng BN nay tir vong chii yéu 1a vi bénh tim mach.
Tréai nguoc vai loc méau, ghép than 1am giam nguy co mac bénh tim mach bang
cach phuc héi chirc ning than, nhung né ciing mang lai cac yéu td nguy co méi
lién quan dén tinh trang ghép, diéu tri va cac yéu t6 nguy co lién quan dén su

suy giam man tinh chirc ning cua than ghép dong loai.
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Cac bénh tim mach thuong gap nhat & BN sau ghép than bao gom: thiéu
mau co tim, suy tim sung huyét va phi dai that trai. Trong tat ca cac bién ching
tim mach, cho dén nay thiéu mau co tim 1a nguyén nhan phd bién nhat gay tu
vong (hon 50%) & BN dugc ghép than. 13

Thiéu méu co tim gy ra 53% trudong hop tir vong ¢ nhitng BN duoc
ghép than con bao ton dugc chirc ning than ghép. So véi dan sé chung, nguy
co tir vong do thiéu mau co tim cao hon 6,4 1an & BN ghép than khong ¢ dai
thao duong, va cao hon 20,8 1an & BN ghép than c6 dai thao duong so véi dan
s6 chung.

Ti 18 suy tim sung huyét & BN duogc ghép than cao hon tir hai dén nim
1an so véi ti 16 mac bénh trong dan sé chung. Ti 18 suy tim sung huyét méi khoi
phat & BN duoc ghép than la 10,2% sau ghép 12 thang va 18,3% sau ghép 36
thang.'* Roi loan chitc nang tam truong that trai hién dién & 45% BN duoc ghép
than.®®

Tan suat phi dai that trai dao dong tir 50 dén 70% & BN duoc ghép than,
va c6 lién quan dén sy gia ting mirc do réi loan nhip that.'® Phi dai that trai c6
& hau hét BN dugc diéu tri thay thé than va c6 lién quan dén két cuc xau. Ghép
than dan dén su thodi lui cia phi dai tm thét trai cing vai su binh thuong héa
huyét ap. Su thodi lui cta phi dai that trai tiép tuc dién ra trong 2 nim dau sau

khi ghép. Tudi cao va THA c6 thé l1am cham qué trinh nay.'
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Truyén théng Khéng truyén théng
Tang huyét ap Béo phi
Hat thube la Phi dai that trai
R&i loan lipid mau [ Loér{?_ xuong
Pai thao dudng iem
_Stress oxy hoa
Uc ché& mién dich

y

\
5
\

Bénh tim mach
hau ghép than

Bekhiach Suy tim Tap”hgéiap RGi loan nhip
\A
Ta vong do
» nguyén nhan <«
tim mach

Hinh 1.3. Cac yéu to nguy co tim va két cuc tim mach sau ghép than
“Nguén: Birdwell, 2021

Cac nghién ciru ban dau cua Kasiske va cong su theo ddi hon 1000 BN
ghép than & mot trung tdm duy nhat tai Hoa Ky, da chi ra BN ghép than ¢ ti 1¢
cao mac cac bénh ly tim mach, ciing nhu cac bién ¢6 va tir vong do nguyén
nhan tim mach. T4c gia ciing ghi nhan rang cac yéu té nguy co tim mach thong
thuong bao gom tudi, gisi tinh, hit thude 14 va dai thao dudng (da c6 tir trudc
hoac mai mac sau ghép) o lién quan dén tién trién cua cac bénh ly tim mach.
Nguy co xuat hién cac bién cd tim mach tang tir 3% dén 5% mdi nim; nam gidi
va BN dai thao duong co nguy co mac cac bién ¢ tim mach tiang gap hai lan.
Tuy nhién, cac yéu té nguy co manh nhat 1a bénh mach vanh, bénh mach méu
ngoai bién, hoic bénh mach mau ndo di cé tir trude, didu ndy phan anh tam

quan trong cia ganh nang bénh tim mach nén caa BN tai thoi diém ghép.t8
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Phan tich ban dau cua Kasiske cho thay khong c6 mdi lién hé nao giira
nong do Triglyceride, Cholesterol toan phan va LDL-C sau ghép véi cac bién
cb tim mach & BN sau ghép than. Tuy nhién, mot phan tich 16n hon sau d6 da
chi ra méi lién quan giita tang lipid mau véi ting nguy co cc bién ¢b tim mach
dai han. Cac quan sat twong tu cling da dugc duoc bao céo trong cac nghién
ctru don trung tdm tai Chau Au'®, ting triglyceride méau lam ting nguy co ti
vong va bién c6 tim mach khong ti vong sau ghép (p < 0,007).

Trong nghién cau tién ciu da qudc gia PORT (Patient Outcomes in
Renal Transplantation), theo ddi 23.575 BN nguoi lon dugc ghép than trong
thoi gian trung binh 1 4,5 nam. Bénh tim mach dugc dinh nghia gop gom tinh
trang thiéu méau co tim, can thiép mach vanh va t: vong do tim. Ti Ié méi mac
bénh tim mach tich iy 1a 3,1%, 5,2% va 7,6% tuong tng & cac thai diém 1, 3
va 5 nam sau ghép. Trong nam dau tién, phan bé céac bién cb 1a nhoi mau co
tim khong tir vong (49%), can thiép mach vanh (38%), va tir vong do tim (13%);
sau 1 ndm cac ti 1& ndy twong ung 1a 39%, 38% va 23%. Céc yéu t6 nguy co
tim mach c6 thé thay doi duoc la céc yéu to o gia tri tién luong rat kém vé cac
bién ¢ tim va gia tri nay thay doi theo thoi gian sau ghép. Céc bién cé tim
mach sém c6 thé dugc dy doan béi tudi, gioi nam, tién st ung thu hodc dai thao
duong, béo phi, bénh tim mach sén ¢6 (bénh tim thiéu mau cuc bd, bénh mach
mau ngoai bién, hoac bénh mach mau ndo), than ghép tir nguoi hién da chét, va
thoi gian loc mau truéc ghép. Cac yéu té nguy co thong thudng nhu hat thude
14, tang cholesterol mau va THA khong c6 gié tri du doan c6 ¥ nghia thdng ké,
mic du chang c6 twong quan véi tién st bénh ly tim mach. Cac bién cb tim
mach muon phu thudc vao chirc nang than ghép kém (eGFR thap; va cac yéu
t6 anh huong x4u dén chirc nang than ghép nhu thai ghép cap, tri hodn chic
nang than ghép, va bénh ting sinh bach huyét hau ghép), dai thao dudong mai

mac hau ghép, va yéu té chang toc.?
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1.3.2. Cac thay doi cau tric va chirc niing tim sau ghép than

Phi dai that trai (PDTT), day véch lién that va thanh sau that trai, giam
chtrc niang tdm thu thét trai, réi loan chirc ning tim truong (RLCNTTY) that
trai... rat thuong gap ¢ BN bénh than man.2t PDTT & BN BTMGDC la dau
chtng néi bat va thuong gap nhat do nhiéu nguyén nhan phdi hop. Réi loan hé
than kinh tu dong dong vai tro trong viéc gay rdi loan chic ning tim thu
(RLCNTT) that tréi.

Tinh trang xo hoa, cing that trai lam d6 day that trai bat thuong va cham
thu gidin that trai. Su tang it thé tich that trai c6 thé gay sung huyét phoi, giam
thé tich c6 thé giam &p luc d6 day dan dén ha huyét 4p hé thong va ri loan
huyét dong.22 RLCNTTr that tréai co thé gay suy tim sung huyét, siéu am tim cd
thé phat hién RLCNTTr that trai sém khi chua co triéu chiing trén 1am sang.
R4i loan thu gidn bat thuong xay ra sém cua RLCNTTr that trai do THA, bénh
dong mach vanh, bénh co tim phi dai; c¢6 thé xay ra truéc PPTT.

Suy tim do nhiéu co ché: suy tim trai thuong do THA, qué tai mudi nudc,
do thiéu mau, bénh mach vanh, suy tim cung lugng cao tha phat sau thiéu mau,
bénh co tim do uré mau cao.?® Ton thuong tim & BN BTMGDC do: qua trinh
x0 vita nhiéu hon trén dong mach, bénh 1y vi mach mau xay ra sém, réi loan
chirc nang ndi mac dong mach vanh, giam kha nang du trir nang luong tai tim
do uré mau cao, tang hoat giao cam.
1.3.2.1. Phi dgi thdt trai sau ghép thgn

Phi dai that trai (PDTT) pho bién va hién dién ¢ 40-60% BN ghép than.
PDTT chiém ti I¢ cao nhat trong céac bat thuong cau trdc tim khi khao sat bang
siéu am tim & BN ghép than. Nghién ctu cua Arjona B.J.D.# (2010), 6 356 BN
ghép than c6 244 BN PDTT chiém ti 1 68,5%, tran dich mang tim 6,5%, ho
van 2 14 28,1% do déan vong van, hé van dong mach cha 14,6% do véi hoa van,
van dong mach chu 2 1a, ho van 3 1& 14,9%. Nghién cuu tai Viét Nam vao nam
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2000, trén 16 BN ghép than tai bénh vién Chg Ray tir nam 1992 dén nam 2000,
cho thay c6 75% BN ¢ biéu hién day that trai trén dién tam dd va siéu am tim.

PDTT la mot phan ang thich ang véi sy tang thé tich va sau d6 1a THA
thi phét tiép theo. PDTT & BN BTMGPDC do nhiéu nguyén nhan phdi hop. Céc
nguyén nhan co ban phd bién nhat bao gdm THA, thiéu mau, cuong tuyén can
giap, voi hoa van dong mach chu, dan dén tac nghén duong ra that trai, va lam
xau di chirc nang than ghép. Tang uré mau lam réi loan chuyén hoa va la doc
chat d6i véi tim. THA 1au dai lam ting ganh hau tai that trai gdy PDTT. Sy qué
tai thé tich tuan hoan, thiéu méu, giam albumin méu, théng ndi dong - tinh
mach. Hién tuong cuong phé can giap thir phat 1am ting ndng 6 hormon can
giap, ting san Xuat canxi-phospho tac dong truc tiép Ién té bao co tim, gdy nén
bénh co tim do uré mau ting cao. R4i loan hé than kinh tu dong dong vai tro
trong viéc gay rdi loan chirc nang tam thu thét trai. Sau khi ghép than, PPTT
da duoc chitng minh 14 cai thién khi do bang siéu am tim, su hdi phuc PDTT
nay di duoc quan sat dén hai nim sau ghép.

Nghién ciru cia Montanoro D.?* (2005), trén 23 BN ghép than cho thay
giam co6 y nghia khdi co that trai; véi trudc ghép 1a 246,2 + 83,6 g, sau ghép la
202,7 +57,8 g (p < 0,01) va chi s6 LVMI giam c6 ¥ nghia tir 161,4 + 48,2 g/m?
xubng con 122,1 + 27,7 g/m? (p < 0,007), ti 16 PPTT giam co ¥ nghia tir 76%
xuéng con 35% (p < 0,03), hiéu qua giam nay co lién quan vao su giam huyét
ap. PPTT 1a yéu t6 nguy co doc 1ap cua dot tir, suy tim, bénh dong mach vanh,
rbi loan nhip tim, tir vong tim mach & nguoi binh thuong va BN loc than. Ghép
than la mot trong nhitng phuong phap diéu tri thay thé than tét nhat nham cai
thién cac bién chimg uré mau tang cao, giam huyét 4p va giam qua tai thé tich
tir d6 1am giam PDTT. Giam PDTT lam giam t&r vong tim mach sau ghép than.®

Nghién ctu cuaa Igbal M.M. (2006), trén 22 BN ghép than cho thay su

thay d6i hinh thai tim lién quan chat ché véi mae do thiéu mau, THA. Viéc cai
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thién tinh trang thiéu méu, huyét &p ha thap 1am anh huong 16n dén su bién doi
hinh thai va chirc nang tim.%

Két qua nghién ctu cia Namazi M.H.28 (2010) trén 47 BN ghép than,
cho thay chi sb khdi luong co that trdi giam c6 y nghia truéc ghép
LVMI = 120g/m?va sau ghép LVMI= 110 g/m? (p = 0,002).

Theo nghién ctu caa Jasminka Dzemidzic?” (2010) cho thay ti 1 PDTT
giam c6 ¥ nghia sau ghép (p < 0,01). 0 BN BTMGBDC thi PDTT la su dap tng
véi ganh nang thé tich va ap luc hau tai that trai. Sau ghép than tinh trang ting
uré mau duoc cai thién dan dén sy binh thuong hda co bdp that trai, 1am thoai
trién PDTT, cai thién sy dan 16n cac budng tim. Ngoai ra ghép than lam cai
thién tinh trang thiéu mau, giam albumin mau, cudng can giap, giam qua tai thé
tich.?’

Theo két qua nghién ctu cua fsmail Kogyigit?® (2012), trén 40 BN ghép
than cho thay chi s6 IVSd giam tir 12,5 + 2,2 mm xudng con 11,5 + 1,3 mm
(p=0,001). Viéc giam kich thuéc nay do giam huyét 4p va qua tai thé tich sau
ghép than.?

Theo két qua cua Nael Hawwa? (2015), ¢ 232 BN ghép than ¢ 65% bat
thuong khéi luong co that trai, 28% c6 giam chire ning that trai. TAc gia ciing
cho thdy PDTT, dan that trai va giam chirc ning tam thu that trai 12 yéu t6 tién
doan tir vong trén cadc BN sau ghép than?3, Trudc ghép than, 57,9% BN PDTT
nang, sau ghép ti 1é nay giam xubng 15,8% su thay d6i c¢6 ¥ nghia (p < 0,001).

Sau ghép than chirc nang than tro vé binh thuong giam tinh trang qué tai
thé tich, huyét p giam, giam ca hau tai va tién tai tir do6 cai thién cac thong sé
hinh thai va chac niang tim. Mot sé6 BN sau ghép chi sé khéi lugng co that tréi
con cao do van dé THA chua khéng ché tbt, ngoai ra thubc @c ché calcineurin,

corticoid ciing gbp phan lam THA va PDTT.
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PDTT duy tri trong nim dau tién sau ghép than va lam ting bénh suét va
tr suat cua BN. Hon nita, phi dai that trai da duoc chung minh 13 yéu té du
doan manh nhat vé tir vong do moi nguyén nhan ciing véi dai thao duong & BN
ghép than.
1.3.2.2. Thay déi dwong Kinh thdt trai sau ghép thgn

Thay d6i duong kinh that trai sau ghép than 1a mét biéu hién thuong gap.
Theo nghién cau cia McGregor E. (1998), trén 141 BN ghép than cho thay
duong kinh that tri cudi tim truong LVDd tir 58 mm giam xuéng con 52 mm
(p <0,001).

Nghién cau ciia McGregor E. (2000), trén 67 BN ghép than cho thay c6
su giam c6 ¥ nghia ctia dudng Kinh that trai cudi tim thu trudc ghép than 1a 37
mm va sau ghép than la 33 mm (p = 0,03).%

Theo két qua nghién ctu cua ismail Kogyigit (2012), trén 40 BN ghép
than cho thay chi s6 LVDd tir 48 + 5 mm giam con 45 + 6 mm (p = 0,01), chi
s6 LVDs tir 33 £ 4 mm giam con 29+4 mm (p < 0,001). Viéc giam kich thudc
nay do giam qua tai thé tich sau ghép than.?

BTMGDC c6 hién tugng qué tai thé tich, thiéu mau, THA, ho van 2 14
du la ho co nang, tang ganh hau tai, thong dong- tinh mach, phi dai va xo hoa
co tim... 1a nhitng yéu té lam tang thé tich va dan budng tim trai.

O BN sau ghép than, tinh trang qua tai thé tich giam dang ké, giam huyét
ap, giam thiéu méu, dong thong dong- tinh mach. Tat ca 1am giam kich thudc
cua thét trai.

Nghién ctru cua Shimony S trén 113 BN ghép than cho thiy téc do loc
cau than udc tinh sau ghép tuong quan truc tiép vai chire ning tam thu that tréi
va tuong quan nghich véi kich thudc that trai, d6 day thanh that trai, duong

kinh nhi trai va ap luc dong mach phdi tam thu. Trén nhiing BN c6 chic ning
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than ghép, c6 sy giam dang ké ca duong kinh that trai va ap luc dong mach
phdi tam thu.
1.3.2.3. Thay déi chikc ning thét trai sau ghép thgn

Sau ghép than, c6 nhiéu nghién ciru cho thay c6 su thay ddi chirc ning
that trai sau ghép than theo hudng tich cuc.

Theo Ferreira S.R.3! (2002), nghién ctru trén 24 BN ghép than va theo
ddi sau ghép 3 - 6 - 12 thang, cho thay viéc giam uré méu & BN sau ghép than
da giam hoan toan RLCNTT, thodi trién PPTT, cai thién sy dan that trai. Giam
PDTT phu thudc chiic nang than, giam huyét ap tdm thu.

Theo Dzemidzic J.%? (2010), nghién ctu 30 BN ghép than, sau mot nim
cho thay ti 16 RLCNTTT that trai giam c6 y nghia tir 70% xudng con 40% sau
ghép (p = 0,015).

Két qua nghién cau caa Naklinin B.5 (2012), trén 40 BN ghép than cho
thiy phan suat tbng mau that trai ting c6 y nghia tr mac trudc ghép la
(59 + 5)% Ién murc sau ghép la (67 + 6)% (p < 0,001), sau Mot nam.

Nghién ctru cua tac gia Hamidreza Omrani®® vao nam 2017 trén 181 BN
ghép than cho thay c6 sy thay d6i dang ké sau ghép 6 va 12 thang so véi trudc
ghép, va ca 6 thang so véi 12 thang ké tir khi ghép than d6i véi cac BN trén
siéu &m tim. Chirc nang tdm thu that tréi cai thién rd vi PSTM (%) trudc ghép
la: 44,53 + 4,40, sau ghép 6 thang: 48,61 + 3,94, va sau ghép 12 thang: 50,77 +
3,28. Két qua cua nghién ctiru nay cho thay tac dong tich cuc caa ghép than 1én
chtrc nang that trai thong qua danh gia trén siéu am tim. Tir d6 ¢ thé thay rang
S0 Vi viéc tiép tuc loc mau tren BN BTMGDC, ghép than khdng nhitng 1am
ngung cac tién trién xau chirc nang tim dudi tac dong cua bénh than man hoac
loc m&u ma con cai thién lai chirc nang hé tim mach, dac biét la chirc nang co
bop that trai.
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EF *°
51
49
47
45 -
43 -
41
39
37 4
35 T Y
Trudcghép Sau ghép 6 thang Sau ghép 12 thang
Théi gian

A

PDTT
3 -

2.8
2.6
24 4
2.2

1.8
1.6 -
14 4
1.2 4

Trudc ghép Sau ghép 6 thang Sau ghép 12 thang
Thot gian

Hinh 1.4. Dién tién phan suat tong mau that trai (Hinh A) va phi dai that
trai (Hinh B) dwa trén siéu am tim trwéc va sau ghép than 6 — 12 thang
“Nguon: Hamidreza Omrani, 2017 %

Nhitng BN BTMGPDC véi phan suat tong mau that trai giam lam giam
kha nang duoc ghép than hon so véi BN ¢0 chirc nang thét trai bao ton do tang
nguy co gip bién cb tim mach chu phau cao hon, mic du ghép than 1am giam
dang ké cac yéu t6 nguy co trén. Do anh huong l1au dai caa loc mau trén chirc

nang tim mach va céc bién cb tim mach, gay nén céc thay doi truc tiép cho BN



32

BTMGDC lam chirc ning that trai giam, tir ¢ phai tri hodn ghép than cho cac
BN nay. Viéc loc mau lau dai tac dong dén chirc ning tim mach va céc bién cb
tim mach, gay ra nhitng anh huéng truc tiép vé thé chat va tam ly, kinh té va
lam giam kha nang sdng con caa BN. Trong khi ghép than gitp cai thién chuc
ning tim nhu: phan suit tbng mau that trai va giam cac bién ¢ tim mach va
kha ning séng con.

1.3.2.4. Thay déi ap lwe dong mach phai tdm thu sau ghép

Tang ap dong mach phoi thuong gap trén BN BTMGBDC, d6 1a hau qua
dong thoi 1a mot yéu to tién luong xau cho BN loc than. Trong qua trinh diéu
tri thay thé than, voi hoa phoi, cung luong tim cao do 16 rd dong-tinh mach
cling Véi cac nguyén nhan khac nhu: thiéu mau, qua tai dich, mat can bang noi
tiét va chuyén héa do ting uré huyét va giam chirc ning té bao noi mé 1a mot
trong nhimg co ché khac nhau gy ting ap dong mach phéi dugc ching minh
trong nudc qua nghién ciru cia tac gia P6 Dodn Loi (2004).%4

Ap luc dong mach phéi tdm thu sau ghép thuong giam nhiéu. So V6i
trudc ghép than, c6 su thay doi rd tri s6 ap luc dong mach phéi tm thu trung
binh sau thoi gian theo d6i sau ghép than trung binh 53 thang, theo bao cao nam
2011 cua tac gia Bozbas®: 45,9 + 8,8 mmHg trudc ghép so va6i 41,8 + 7,4
mmHg sau ghép, p<0,0001). Két qua nghién ciu nay cho thay kha ning cai
thién tinh trang tang 4p dong mach phoi trén BN ghép than so véi viéc diéu tri
loc méau kéo dai.

Theo bao cdo dugc dang vao thang 07 nam 2021 cua tac gia Michelle C.
Nguyen®, trong 90819 BN duoc ghép than c6 2,9% BN co6 ting 4p dong mach
phdi. Cac BN ting ap dong mach phéi co nguy co cao cham chiic ning than
ghép, chét do suy chtrc niang than ghép. Tuy nhién cac BN nay giam 46% nguy
co tir vong khi so vai cac BN cho ghép than (HR: 0,54; 95%Cl: 0,48-0,61;
p<0,01).%
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Thay d6i chuyén hoa va viém man tinh xuét hién o giai doan som cua
bénh than man va BTMGDC, lam cho bénh than man tré thanh mét trong nhirng
yéu t6 nguy co tim mach quan trong nhat. Sau khi ghép than thanh céng, nhiing
thay doi ndy c6 thé trg vé binh thudng hoic van con ton tai dai dang. Nhing
thay d6i chuyén hoa thuong gap sau ghép than gom réi loan dinh dudng, dai
thao duong mai mic hau ghép, hoi chiing chuyén hod, béo phi, réi loan lipid
mau, lodng xuong do bénh than man, va THA sau ghép than.*’

1.4. Anh hwéng diéu tri wc ché mién dich 1én thay déi tim mach — chuyén
hoa

Bao t6n chic ning va kéo dai doi song than ghép chu yéu dwa vao thude
UCMD trg thanh muc tiéu quan trong trong ghép than (phan phu luc). Thudc
UCMD dugc dung sém trudc md, ngay tai phong mo, va hau hét BN phai ding
kéo dai trong sudt doi sdng caa than ghép. Chon hra va diéu chinh thuéc UCMD
thich hop cho ting déi tuong, can bang giita loi ich chdng thai ghép va tac hai
nhiém trung co hoi, bénh ly ac tinh sau ghép cung cac tac dung ngoai y cua
thudc van 1a mot thir thach d6i voi cac nha thuc hanh 1am sang ghép than.
1.4.1. Anh hwéng cia thudc e ché mién dich 1&n huyét 4p sau ghép than
1.4.1.1. Corticosteroid

Steroid liéu cao thudong duoc st dung dé UCMD trong giai doan quanh
ghép. Co ché cia THA do steroid gy ra 1a chua 1 rang, nhung day c6 thé do
tang khang luc dong mach do thay doi trong dap tng caa céc ap thu quan. Vi
lidu steroid hon 20 mg prednisone mdi ngay 1a ngudng gy THA, steroid tinh
mach liéu cao c6 thé gop phan gy THA trong giai doan ngay sau ghép.*”’
1.4.1.2. Nhom #c ché calcineurin

Céc thubc tc ché calcineurin ¢6 lién quan dén THA & BN sau ghép than
va gay ra sy gia THA déng ké. Co ché gay THA phuc tap va lién quan dén sy

co thiat mach mau than, mach méu hé théng va gitt mudi.
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Cyclosporine gay THA théng qua mét sé co ché bao gom kich hoat hé
than kinh giao cam va giam céc chat ddn mach manh nhu prostaglandin va nitric
oxide. Cyclosporine va tacrolimus déu diéu chinh biéu hién gen endothelin-1
va kich thich sy phdng thich endothelin-1 tir cdc md va té bao khéac nhau cua
than.”

Chuyén ddi tir cyclosporine sang tacrolimus da cho thay hiéu qua c6 loi
cua viéc giam HATTh trung binh trong mét sé nghién ciru273, mic du dya trén
phan tich gop, vé mit tong thé chwa chimg minh dugc loi ich.*:

1.4.2. Anh hwéng caa thudc e ché mién dich 18n chuyén hoé sau ghép than
1.4.2.1. Anh hwéng lén dwong huyét sau ghép than
1.4.2.1.1. Corticosteroid

Corticosteroid, gay ra tinh trang dé khang insulin va c6 lién quan dén
tién trién cua dai thao duong & cac nhom BN khéc. Cac nghién ctu quan sat
cho thay viéc giam liéu steroid 1am giam ti 16 PTPMKP, ciing nhu c¢6 thé dao
nguoc bénh 1y nay, va phuc héi do nhay vai insulin, mac du cac nghién ctu
ngau nhién danh gia ngung corticosteroid sém khong ting ho cho két qua nay.®

Nghién ciru cia Woodle va cong su cho thay khéng c6 su thay doi vé ti
I¢ PTDMKP ¢ BN ghép than khi ngurng stir dung corticosteroid sém so vai Viéc
diéu tri corticosteroid dai han, nhung cho thay xu huéng giam liéu insulin &
nhitng BN ¢c6 DPTDMKP.”

Pirsch va cong sy da thuc hién mét nghién ciu ngau nhién, mu déi vé
viéc ngung corticosteroid sém so véi diéu trj corticosteroid dai han (prednisone
5 mg/ngay). Trong hon 5 nim theo ddi, khdng c6 sy cai thién dang ké vé nhu
cau insulin hoac HbA1c.™
1.4.2.1.2. Nhém tc ché calcineurin

Nhém thudc e ché calcineurin ciing c6 thé gop phan vao tién trién caa

dai thao dudng. Tacrolimus gy dai thao dudng nhiéu hon so véi cyclosporine.
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Diéu nay phan anh vai trd cua cac protein lién két FK noi bao dac hiéu voi
tacrolimus ddi véi bai tiét insulin, va ¢ 18 1a co ché pho bién ma qua d6 cac
chat irc ché mTOR thiic ddy su phét trién cia PTDMKP.%

Tong hop Cochrane cua 123 bdo céo tir 30 thu nghiém dd xac dinh
tacrolimus vuot tréi hon cyclosporine trong viéc cai thién kha nang séng con
cua than ghép va ngin ngira thai ghép cip, nhung 1am ting s trudng hop
DTPMKP ciing nhu tac dung phu trén than kinh va dudng tiéu hoa. Diéu tri
100 BN ghép than vai tacrolimus thay vi cyclosporine s€ tranh dugc 12 truong
hop thai ghép cap va 02 truong hop mét chire niang manh ghép, nhung lai gay
thém 05 trudong hop tiéu duong phu thudc insulin.:

Nghién ctru DIRECT so sanh phac d6 cyclosporine va tacrolimus trong
ghép than, di cho thiy phac do tacrolimus c6 lién quan dén ti 18 tién trién dén
DTPMKP cao hon. Hon nita, nghién cau xac nhan rang viéc st dung
tacrolimus so véi cyclosporine c6 lién quan dén viéc giam tiét insulin.”

Phan tich hau nghiém cua thir nghiém FAVORIT xé&c nhan mai lién quan
cua diéu tri tacrolimus véi nguy co dai thao duong hau ghép tang cao.”” Cac
nghién ctru sau d6 ung ho viéc chuyén tacrolimus sang cyclosporine & BN ¢6
DTPMKP sau ghép than dé cai thién luong dudng lic d6i va nhu cau insulin,
khong 1am ting cac dot thai ghép, nhung c6 thé giy ting cdn & nhom
cyclosporine.
1.4.2.2. Anh hwéng cia thuéc ic ché mién dich Ién lipid mau

Cac liéu phap diéu tri UCMD m&i nhan manh vao viéc ca thé hod diéu
tri. Diéu nay dac biét quan trong & nhém BN ghép than cao tudi - nhitng ngudi
O X4c suat tac dung phu do diéu tri 1a twong ddi cao.” Thubc c6 kha ning gay
r6i loan lipid mau nhiéu nhat 1a glucocorticoid; chat wc ché calcineurin (CNI),

dic biét la cyclosporine; va chat ac ché mTOR (Bang 1.4).%
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Bang 1.4. Anh hwéng cac thudc &c ché mién dich déi véi lipid mau

Thuéc TC LDL-C HDL-C TG
Cyclosporine ™ ™ \2 ™
Tacrolimus 0 0 2 T
Sirolimus ™ ™ \A ™1
Prednisone 0 1 T T

Mycophenolate mofetil - - - -

Azathioprine - - - -

Betacept l \! T J

“Ngué‘n: Chnielnicka K, 2022 "%

1.4.2.2.1. Glucocorticoids

Glucocorticoid c6 thé lam thay d6i thanh phan lipid qua nhiéu con
duong. Glucocorticoid 1am ting ndng d6 Cholesterol toan phan bang céch kich
thich tan tao lipid tai gan (chu yéu 12 VLDL), tc ché lipoprotein lipase (LPL),
lipase gan va diéu hoa xudng céc thu thé LDL (LDL-R) ¢ gan. Dan dén san
xuat lipid nhiéu hon va giam d6 thanh thai LDL va VLDL. Nong do Cholesterol
toan phan ting 1a do steroid kich thich enzym HMG CoA reductase. Hon nita,
glucocorticoid con gay ra dé khang insulin va ting can dot ngot sau phau thuat
do ting cam giac thém an.% Nong do6 VLDL, cholesterol toan phan va
triglyceride da duoc bao cdo 1a tang phu thudc vao liéu. Nhiéu nghién ctu gan
day bao cdo ndng do triglyceride twong dbi thap hon & BN ghép than do xu
huéng ngung sir dung glucocorticoid.®*™ Viéc nging su dung steroid co lién
quan dén ndng do cholesterol giam dang ké, va giam nhe can ning nhung c6

thé 12 nguyén nhan dan dén ti Ié thai ghép cap tinh som cao hon. Piéu nay ciing
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phu thudc vao thuéc UCMD va liéu lugng sir dung trong phac d6 diéu tri. Hon
nita, viéc tranh st dung steroid va viéc diéu trj duy tri steroid c6 két qua lipid

mau tuong duong & BN ghép than c6 nguy co mién dich thap.®

Mic du c6 nhiéu tac dung phu, glucocorticoid van 1a mot thanh phan
quan trong cua liéu phap UCMD sau ghép than, va phan Ién BN dung liéu duy

tri 5 mg prednisone/ngay.8
1.4.2.2.2. Uc ché Calcineurin

Cyclosporine A duoc chuyén hda & gan va Gc ché san xuat va bai tiét
axit mat — con duong bai tiét cholesterol. Pao thai cholesterol qua mat Ia giai
doan cubi cling cua qua trinh van chuyén ngugc chiéu cholesterol tir cac té bao
ngoai vi dén gan. Co ché thanh thai cholesterol bi suy giam c6 thé hinh thanh
mang xo vira. Cyclosporine A lam giam hoat dong ly giai ma caa LPL va lipase
gan, va kich thich qua trinh tao m& & gan. Nong do apolipoprotein C-lll
(Apo-CIII) ting cao ¢ nhitng BN ghép than duogc diéu tri bang thudc tc ché
Calcineurin. Vi Apo-ClIIl can thiép vao nhiéu chirc nang cia LPL, lipase gan
va LDL-R, vai trd ciia né dbi véi triglycerid mau c6 thé rat quan trong. Roi loan
lipid mau thuong gap hon & cac BN ghép than duogc diéu tri voi cyclosporine

A so vai tacrolimus.®
1.4.2.2.3. Uc ché mTOR

Sirolimus va everolimus 1a cac thuéc UCMD it manh hon so v&i nhom
tic ché calcineurin. Réi loan lipid méau ciing 1a mét trong nhitng tac dung phu
thuong gap nhat ¢ nhitng BN duge diéu tri bing nhém thudc ac ché mTOR.
Mtc apolipoprotein B-100 (ApoB100) tang 1én da dugc bao cdo ¢ nhitng BN
ghép than dugc diéu tri véi sirolimus véi ndng d6 VLDL va LDL ting cao. Co
ché bénh sinh chinh xac van chua duoc biét rd, mac di mot sé co ché co thé

tham gia nhu giam di héa ApoB100, tang tiét VLDL va ting biéu 16 lipase md
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m&. Hon nita, sirolimus tc ché LDL-R va lam giam sy hap thu LDL & gan va
su két hop cua axit béo ty do vao VLDL. Diéu dang noi 1a everolimus va
sirolimus c6 hiéu tmg twong tu nhau ddi véi lipid mau, bat ké két hop véi cac
thuéc UCMD khéc.®2

Nguoc lai, cac chat tc ché mTOR cai thién chirc ning ctia ndi mac thdng
qua Viéc e ché cac cytokine giy viém va diéu hoa té bao T va bach cau don
nhan, cd thé 1am giam su ting sinh cua té bao tron va 6n dinh mang xo vira.
Tuy nhién, do chua c6 két qua cua cac thir nghiém ngau nhién c6 ddi chung vé
thudc rc ché mTOR va anh huong caa ching trén bénh tim mach, chua chitng
minh duoc loi ich rd rang cua tac dung chong viém so véi tac dung phu gay roi

loan lipid mau.%®
1.4.2.2.4. Chét tc ché tong hop Purine

Thudc chéng ting sinh nhu mycophenolate mofetil hoac azathioprine c6
it tac dong dén lipid mau.8
1.5. Cac nghién ciru trong va ngoai nwéc
1.5.1. Cac nghién ciru ngoai nwéc

Nam 2012 Naklinin B.® d3 nghién ctru trén 40 BN ghép than va cho két
qua cholesterol toan phan va LDL cholesterol ting sau 12 thang ghép than.

Niam 2013 Khalili N.8 tién hanh nghién ctu trén 3342 BN nhan than va
cho két qua ti 16 ting duong huyét 1a 22,5%.54

Theo nghién ctu Montanaro D.?* (2005), PPTT la yéu té nguy co doc
lap cua dot ta, suy tim, bénh dong mach vanh, réi loan nhip tim, tir vong tim
mach & nguoi binh thuong va BN loc than. Ghép than la mét trong nhiing
phuong phap diéu tri thay thé than tot nhat nham cai thién cac bién chang uré
mau ting cao, giam huyét 4p va giam qua tai thé tich tir d6 1am giam PDTT.

Giam PDTT lam giam tir vong tim mach sau ghép than.?*
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Két qua nghién cau caa Naklinin B.5 (2012), trén 40 BN ghép than cho
thy, chi s6 1VSd giam tir 12,5+2,2mm xuéng con 11,5+1,3mm (p= 0,001), chi
s6 LVDd tir 48+5mm giam con 45+6mm (p= 0,01), chi s6 LVDs tir 334 mm
giam con 29+4mm (p< 0,001), chi sé khéi luong co that trdi giam c6 y nghia
LVMI tir 114+31g/m? xudng con 98+13 g/m? (p= 0,007). Viéc giam kich thuéc
nay do giam huyét 4p va qua tai thé tich sau ghép than, ting c6 ¥ nghia phan
suat tbng mau that trai EF trudc ghép (59+5%), sau ghép (67+6%) (p<0,001)
sau ghép than mot nam.

Nam 2016, bao cio cua tac gia Wang JH cho thay ti I¢ séng con than
ghép 5 nam cho bénh nhan ghép than lan dau tai My 12 72% - 85% cho nhan
than tir ngudi hién chét - nguoi hién song, cac ti 1é nay theo thir ty tai Uc la
81% - 90%, tai Chau Au la 79% va 87%.%°
1.5.2. Cac nghién ciru trong nwéc

Niam 2006 nghién ctru cua tac gia L& Thanh Liém® trén 90 BN ghép than
tai bénh vién Cho Ray cho thay ti I¢ BN THA trudc ghép than 88% va sau ghép
1 20%. Trudc ghép, 61% BN can dung phdi hop 4 dén 5 loai thudc nham on
dinh huyét ap trude, sau ghép chi can 1 dén 2 loai thudc kiém soat duoc huyét
ap. Pa sb cac réi loan tim mach nhu day that trai, dan that trai, dan nhi trai, ho
van 2 14, hd van dong mach chu, ting ap phdi, tran dich mang tim cai thién
nhanh chong va c6 y nghia sau ghép than 6 thang (p<0,05).%

Niam 2010, Pham Vian Bui®” di nghién ciru md ta cat ngang hoi ciu trén
33 BN ghép than tai Bénh vién Nhan dan 115. Két qua cd 75% BN bi rdi loan
lipid mau, 35,7% BN c6 dai thao duong sau ghép, 50% tang cholesterol mau,
53,6% tang triglyceride mau, 3,6% tang LDL cholesterol, 28,6% giam HDL
cholesterol méu.¥’

Nam 2013 trong két qua cua tac gia Nguydn Hixu Thinh® trén 57 BN
duoc ghép than tai Bénh vién Cho RAy cho thay céc tinh trang rdi loan tim
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mach nhu phi dai that trai, dan that trai, ho van 2 14 déu giam c6 y nghia sau
ghép 6 thang so vai trudc ghép.88

Nim 2015 tac gia Ly Thuy Doan Trinh® nghién cau trén 76 BN ghép
than tai Bénh vién Cho Ray theo di 6 thang sau ghép, két qua cho thay dai
thao dudng mai mac sau ghép 1a 6,5%, ti 1& tang cholesterol mau sau ghép la
75%, ti 1€ giam HDL cholesterol mau sau ghép la 22,4%, tang triglyceride mau
sau ghép la 82,9%.%°

Niam 2018, nghién ctru cua tac gia Chau Minh Tri® trén 168 BN ghép
than tai bénh vién Cho Ray cho thay sau ghép 1 nam chi s6 khdi lugng co that
trai tir 172,5 + 57,3 g/m? truée ghép giam con 110,6 + 31,5 g/m?, p < 0,001. Ti
1& phi dai that trai trudc ghép 12 88,1% va sau ghép 1a 48,8%, p < 0,001.

Tat ca cac nghién ctru trong nudce chi danh gia cac thay doi vé tim mach
hay chuyén hda trong thoi gian ngan, tir 6 thang tdi 1 nam va chua khao sat vé
ti 1& tir vong ciing nhu tinh trang mat chirc ning than ghép. Do d6 can 1 nghién
ctru danh gia cac thay d6i nay trong thoi gian dai hon va tim cac yéu to nén co
kha nang anh huéng 1én cac thay doi ndy, cling nhu cac yéu té ¢ nguy co anh

huong 18n tir vong hoic mét chire ning than ghép.
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Chuong 2:
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Thiét ké nghién cu

Tién hanh phuong phap nghién ctru doan hé hdi cau.
2.2. Pdi twong nghién ciru
2.2.1. Péi twong bénh nhan

Céac bénh dugc ghép than va tai kham tai phong kham ghép than Bénh
vién Cho Ray.
2.2.2. Tiéu chuan chen bénh

BN bi bénh than man giai doan cudi duoc ghép than tir nam 2014 dén
nam 2017 va hién dang duoc theo ddi it nhat 5 nam tai phong khdm ghép than
Bénh vién Cho Ry hoic tai khi BN tir vong néu chua du 5 nam.

Tur du 16 tudi tré 1én.
2.2.3. Tiéu chuan loai trir

Ho so khong ghi nhan cac bién nén chinh trong nghién cau

BN ghép than tuir noi khac.

BN tai kham tai bénh vién khac.
2.3. Thoi gian va dia diém nghién ciru

Thai gian nghién ceu: tir 06/2021 dén 12/2022.

Pia diém nghién ciru: Bénh vién Cho Ray Thanh phé Ho Chi Minh.
2.4. C& miu

Cong thuc tinh ¢& mau:

- z(zl_%)dpz(l— P)




Voi: Z(l-a/z) = 1,96
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o = 0,05 (xac suat sai 1am loai 1)

d = 0,05 (sai s6 cho phép)

Bang 2.1. Bang tinh ¢& mau theo tirng muc tiéu

Nghién ciu Két qua N
Lé Thanh Liém®® Tang huyét &p sau ghép 20% 246
Ly Thuy Doan Trinh® | Dai thio duong méi khoi phat sau ghép 6,5% 94
Wang JH® Ti I¢ séng con than ghép 5 nam 1a 85% 195

C& mau chung la N=246.

2.5. C4c bién sb nghién ciru

Bang 2.2. Pinh nghia cac bién trong nghién ciru

Tén bién Nhom bién | Loai bién | Po lwong, gia tri
Tudi boc lap Liéntuc | Tudi
Gigi boc lap Nhi phan | Nam, N
Tang huyét ap boc lap Nhi phan | C6, Khéng
bai thao duong boc lap Nhi phéan | Co, Khong
Tan s tim bPoc lap Liéntuc | Lan/phat
HA tam thu boc lap Liéntuc | mmHg
HA tam truong boc lap Liéntuc | mmHg
BMI Dboc lap Liéntuc | Kg/m?
Hb boc lap Liéntuc | g/L
Hct boc lap Liéntuc | %
Puong huyét doi bPoc lap Lién tuc | mg/dL
HbA1C boc lap Liéntuc | %
BUN boc lap Liéntuc | mg/dL
Creatinin boc lap Liéntuc | mg/dL
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Tén bién Nhém bién | Loai bién | Do lwong, gia tri
eGFR Phu thuoc | Liéntyc | mL/ph(t/1,73m?da
ALT boc lap Liéntuc | U/L
AST boc lap Liéntuc | U/L
Cholesterol TP boc lap Liéntuc | mmol/L
HDL-C boc lap Liéntuc | mmol/L
LDL-C boc lap Liéntuc | mmol/L
Triglycerid boc lap Liéntuc | mmol/L
Natri boc lap Liéntuc | mmol/L
Kali boc lap Liéntuc | mmol/L
Acid Uric boc lap Liéntuc | U/L
DPam niéu boc lap Liéntuc | mg/dL
Hong cau niéu boc lap Liéntuc | RBC/uL
Bach cau niéu boc lap Liéntuc | WBC/uL
LVEF boc lap Liéntuc | %

PAPs boc lap Liéntuc | mmHg

Phi dai that tréi DPoc lap Nhi phan | C6, Khong
Phi dai dong tam DPoc lap Nhi phan | C6, Khéng
Thodi trién phi dai that trai DPoc lap Nhi phan | C6, Khéng
Thubc diéu tri bPoc lap Nhi phan | C6, Khéng
bai thao duong khai phéat sau ghép | Boc lap Nhi phén | C6, Khéng
Thoi gian phat hién bénh than man | DBoc lap Liéntuc | thang
Thaoi gian loc mau boc lap Liéntuc | thang

T vong boc lap Nhi phén | Co, Khong
Mat chirc nang than ghép DPoc lap Nhi phan | C6, Khéng
Thoi gian song con boc lap Liéntuc | thang
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2.6. Phwong phap va cong cu do lwong, thu thap so liéu
Hoi ciu trén hd so cac BN dugc ghép than tai bénh vién Chg Riy tir
thang 01/01/2014 dén 31/12/2017 va tai kham lai tai phong khdam Ghép than
Bénh vién Cho Ray.
2.6.1. Thong tin vé 1am sang
Thu thap céc thong tin vé tién st va 1am sang cua BN duoc ghi nhan
trong bénh &n tom tit trugc ghép.
- Tudi: tudi khi ghép than dua vao tudi duong lich, 12 thang 1a 1 tudi.
- Gigi: nam, ni.
- Chi s6 khdi co thé BMI: tinh bang kg/m?.
e Chisd khéi co thé (Body Mass Index: BMI) duoc tinh theo cong thuc:
BMI (kg/m?) = Trong luong (kg)/ (Chiéu cao)? (m?)
e Panh gia BMI theo tiéu chuan WHO &p dung cho nguoi Chau A%
BMI < 18,5 : Gay
BMI tir 18,5 - 22,9 : Binh thuong
BMItr23-24,9 : Thuacan
BMI > 25 : Béo phi
- Tinh dién tich da co thé BSA:
e Theo cong thirc Dubois: BSA = 0,007184 x W04 x H0.72
Trong d6: BSA = dién tich da (m?), W = trong lugng co thé (kg),
H = chiéu cao (cm).
- Thoi gian phat hién bénh than man (tinh bang thang): tinh tir khi BN
phat hién bénh than man dén khi duoc ghép than.
- Thoi gian loc mau (tinh bang thang): tinh tir khi BN duoc diéu trj thay
thé than véi chay than nhan tao dinh ky hozc tham phan phdc mac dén khi BN
dugc ghép than.
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- Huyét ap, Mach: ghi nhan cac két qua theo quy trinh do huyét ap cua

phong kham ghép than.

BN ngdi, nghi it nhat 1a 5 phit. Trude khi do 30 phut, BN khong dugc
ding thudc kich thich nhu: udng ca phé, hat thudc I4.... Tai hoi & gitra
so voi vang dap cua dong mach cénh tay, mép dudi cia bang quin
cach 1an khuyu tay 3 cm. Bom hoi nhanh trén 4p luc 1am mat mach
quay 30 mmHg. Xa hoi véi toc do déu 2-3 mmHg/gidy. Huyét ap tam
thu duoc tinh & thoi diém nghe tiéng dap dau tién (pha | cua
Korotkoff) va huyét ap tam truong duoc xac dinh khi nghe tiéng dap
bién mét (pha V caa Korotkoff).

Chan doan THA khi HATTh > 140 mmHg, hoac HATTr > 90
mmHg, hoic Bn dang st dung thude diéu tri huyét ap.

THA héi phuc sau ghép: Bn truéc ghép co str dung thude diéu tri
THA, sau ghép khong can sir dung thubc diéu tri.

THA khai phat sau ghép: Bn trude ghép chua str dung thude diéu tri
THA, sau ghép phai sir dung thudc diéu tri huyét ap.

Phan loai THA theo khuyén cdo cua Hoi tim mach hoc Viét Nam vé
chan doan, diéu tri, du phong THA & nguoi 16n.

Khuyén cdo ctia Phan hoi tang huyét 4p - Hoi tim mach hoc Viét Nam
(VSH/VNHA) vé chan doan va diéu tri ting huyét 4p Hoi Tim Mach
hoc Viét Nam, 2022.%
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Bang 2.3. Phan d6 THA theo khuyén c4o ciia phan hi ting huyét 4p - Hoi
tim mach hoc Viét Nam (VSH/VNHA) vé chan doan va diéu tri ting huyét

ap Hoi Tim Mach hoc Viét Nam 2022

Loai HA tam thu (mmHg) HA tim truwong (mmHg)
Binh thuong <130 Va <85
Binh thuong cao 130- 139 Va/hoac 85 -89
THA d6 1 140- 159 Va/hoac 90 - 99
THA 30 2 > 160 Va/hoac > 100
Con THA > 180 Va/hoac >120
THA tam thu don doc > 140 Va <90

“Nguon: Huynh Vin Minh, Tran Vian Huy, 2022 %

e Khi huyét ap roi vao 2 hang khac nhau thi hang nao cao hon s&

dugc chon.

e Ghi nhan céc thudc diéu tri THA da duoc st dung.

2.6.2. Cac xet nghiém can lam sang

- Cac xét nghiém huyét hec thuc hién tai Khoa xét nghiém huyét hoc

BVCR. Ghi nhan céc két qua: Hemoglobin va Hematocrite

- Xét nghiém sinh héa thuc hién tai Khoa Sinh hdéa BVCR. Cac xet
nghiém sinh héa: Glucose mau, BUN, Creatinin, AST, ALT,
Cholesterol, LDL-C, HDL-C, Triglycerid, natri va kali mau.

o Glucose mau tinh mach lac dé6i: BN nhin an trén 8 gio.

e Chan doan dai thao duong hodc dai thao duong mai khoi phat

sau ghép than® % khi thoa 1 trong 3 tiéu chuan sau:

*  Glucose mau lac d6i > 126 mg/dL hoac

= Glucose mau bét ky > 200 mg/dL kém triéu ching 1am

sang tiéu nhiéu, uéng nhiéu, sut can hoic
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= Glucose mau 2 gio sau nghiém phap dung nap glucose
>200 mg/dL.

e Chan doan vé&i xét nghiém lan 2 vao ngay hém sau c6 két qua
thoa man trén hoac khi bénh nhan dang dung thube diéu tri dai
thado duong.

o Bilan lipid mau bao gom: cholesterol toan phan, triglyceride,

HDL-C, LDL-C. Céch tién hanh: 1y mau tinh mach luc doi (tac

la BN nhin d6i trudc khi 1am xét nghiém > 8 gio). Chlng tdi chan

doan c6 ri loan lipid mau theo khuyén céo ciaa ESC 2019 trén cac
d6i tuong nguy co cao®, dua vao cac méc sau:

e Cholesterol toan phan >200 mg/dL (> 5,2 mmol/L)

e Triglyceride > 150 mg/dL (> 1,7 mmol/L)

e HDL- Cholesterol <40 mg/dL (< 1,01 mmol/L)

e LDL- Cholesterol > 70 mg/dL (> 1,8 mmol/L)

- Nuwéc tiéu: dam niéu, dam niéu 24 gid, hong cau, bach cau.
2.6.3. Két qua siéu am tim
Pugc thuc hién tai phong siéu am Bénh vién Cho Ray do bac si 1am siéu
am tim c6 chang chi siéu &m tim va kinh nghiém tir trén 2 nam. Ghi nhan céc
thong so:
- Véi siéu am tim M-Mode canh trai ¢ cat ngang qua that trai ghi nhan:
e Kich thuéc céc budng tim, do day thanh tim.
e Khdi lugng co that trai, chi s6 khdi luong co that trai. duoc tinh
theo cong thirc Devereux:
KLCTT =0,8 x 1,04 x [(LVDd + IVSd + LVPWd)3 - LVDd?] + 0,6g
= Chisdé KLCTT: CSKLCTT (g/m?) = KLCTT / BSA
= PDTT lakhi CSKLCTT > 95 g/m?da & nitva> 115 g/m?da &

nam
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= Tinh RWT =2 x LVPWd / LVDd
o Néu RWT > 0,42 phi dai dong tam.
o Néu RWT < 0,42 phi dai léch tam.
e Phan suat tdng mau: EF% = 100 (Vd-Vs)/Vd= SV/Vd
- Ap lyc dong mach phéi thi tam thu.

= _ Vidch litw thit (TVS)

Didag kinh that trai cudi tim tridog(LVD Pusog kinb that trdl cudi i thu (LVDs)

23 _-Diy chiug

ot = ~. Néi fim mae
”W/ ///’///_ Thanh sau thdt trdi(LVPWd)
'_“'T___"-—-\_—“}.‘

Thugug tim mac

\/\_ Thaub tride dgug
mach chd
i Yau dfug m
Ditdug kinh déng mach AQ \- Gug mach chd
chif vd nbitrdi Thinh san déug chid

LA

it

i . -,
e P> Thauh sau whi trai

Hinh 2.1. Phwong phap do trén siéu Am M-mode theo hgi siéu @am Hoa Ky



49

1.03 cm
4.60 cm
1.15 cm
1.55 cm
2.97 cm
1.63 cm

69 BPM

Hinh 2.2. Po hinh thai that trai qua siéu &am M-mode

2.6.4. C4c bién phu thugc

Thoai trién phi dai that trai: BN c6 ghi nhan phi dai that trai truéc ghép
nhung sau ghép tai thoi diém danh gia khong ghi nhan phi dai that trai trén siéu
am tim.

Mt chirc ning than ghép:

Bénh nhan suy chic ning than ghép khong hoi phuc va phai quay lai
diéu tri loc mau dinh ky.%

T vong do mei nguyén nhan:

- Bénh tir vong tai Bénh vién Cho Ray duoc ghi nhan lai chan doan
nguyén nhan tr vong.

- Bénh dién tién ning vé véi nguy co tir vong cao, sau khi vé s& duoc goi
dién thoai xac nhan tinh trang tir vong, ghi nhan lai chan doan khi bénh xuat

vién nang veé.



2.7. Quy trinh nghién cau
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BN bénh than man giai doan cubi duoc ghép than tai Bénh
vién Cho Ray tir 01/2014 dén thang 12/2017

A4

C6 304 BN ghép than, chuyén
noi kham 8 BN — 296 BN

Hoi ctiru hd so trude ghép: Cac dic diém 1am sang, xét nghiém
mau co ban, siéu am tim, thube diéu tri

A 4

Hoi ciu ho so sau ghép: Cac diac diém 1am sang, xét nghiém
mau co ban, siéu am tim, thudc diéu tri

Tr lc ghép:

Dén 1 nam tar vong 5 BN — 291 BN
Pén 3 ndm tir vong 6 BN — 285 BN
Dén 5 nam tar vong 4 BN — 281 BN

A

A 4

Muc tiéu 1: Khao st cac thay doi
vé ting huyét ap, BMI, duong
huyét, lipid mau tai cac thoi diém
1, 3, 5 nam sau ghép

Muc tiéu 2: Khao sat cac thay doi vé cau
trdc va chirc nang that (T) trén siéu am tim
Pu cé4c chi s siéu am tim that (T) co:

C6 140 BN c6 du chi sb trudc va sau ghép

A

Tim sy anh huong cua nhom diéu tri

CNI Ién céc thay doi trén

A 4

\ 4

than

Tim céc yéu té anh huong dén ti 18 tir vong va mat chirc ning

ghep.

So dd 2.1. So' d6 nghién ciru
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Hoi ciu cac hd so bénh &n cia BN dugc ghép than trong khoang thoi
gian tir 01/01/2014 dén 31/12/2017.

Bénh 4n mdi BN gom 2 hd so:

- Mot hd so 1a bénh &n tom tit trude ghép than. Bao gém phan hanh
chinh, thoi diém phat hién bénh than man, thoi diém diéu trj thay thé than. Cac
théng sb vé chiéu cao, can nang, sinh hiéu, sinh hoa, cac két qua siéu am tim,

dién tdm d6 thyc hién trudc ghép than, thude diéu tri trude ghép.

- Mot ho so 1a bénh 4an tai kham dinh ky sau ghép than. Céc théng sé vé
chiéu cao, can nang, sinh hiéu, sinh hoa va céc thudc diéu tri sau ghép than.
Riéng céc thong s6 Vvé siéu am tim va dién tim d6 dugc thuc hién khi co triéu

chung: nang nguc, kho thé hoac khi ¢ chi dinh cua chuyén khoa tim mach.

Trong quy trinh cham s6¢c BN ghép than, nghién ciu vién cd tham gia
trong giai doan chuan bi BN trudc ghép va hoi chan sau ghép khi ¢d van dé tim

mach lién quan sau ghép than.
2.8. Phwong phap phan tich so liéu

- Xir ly s6 lidu bang phan mém STATA MP 17.

- Mét s6 phép thdng ké dugc str dung trong luan &n.
2.8.1. Thong ké mo ta cac dic diém cia mau nghién ciru

- B4i voi bién dinh tinh (gioi, phan do THA, dic diém dién tim d6, cac
phan nhém cua bién dinh lwong...) st dung tan sé va ti 16%.

- B4i véi bién dinh lugng c6 phan phdi chuan dugc trinh bay duéi dang
gia tri trung binh va do léch chuan.

- B6i véi cac bién dinh luong ¢ phan phdi khdng chuan duoc trinh bay

dudi dang s6 trung vi va khoang ti phan vi.
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- Déi véi céc chi sb xét nghiém mau va siéu 4m tam duoc do ludng 1ap
lai trong thoi gian theo ddi: st dung biéu d6 hinh hop theo céac thoi diém trudc

ghép than, 3 thang, 1 nam, 3 ndm, 5 nam.

- Bdi voi céc két cuc sbng con toan bo, sbng con khdng mat manh ghép,
ti 16 mat manh ghép, ti 1& dai thao dudng sau ghép: sir dung phuong phap
Kaplan-Meier dé tinh ti 18 tai cac thoi diém va biéu dién bang biéu ¢ Kaplan-

Meier.
2.8.2. Cac phép kiém dinh théng ké dwoc sir dung

- So sénh 2 nhém: st dung phép kiém Chi binh phuong hodc phép kiém
chinh xac Fisher d6i vai bién dinh tinh, sir dung phép kiém t hai nhom doi véi
bién dinh lugng c6 phan phdi binh thuong, va st dung phép kiém phi tham sb

Wilcoxon ranksum ddi véi bién dinh luong cé phan phéi léch.

- S0 sanh >2 nhom: sir dung phép kiém Chi binh phwong hoic phép kiém
chinh x4c Fisher d6i vai bién dinh tinh, sir dung phép kiém ANOVA mét chiéu
d6i véi bién dinh luong ¢ phan phdi binh thuong, va sir dung phép kiém phi

tham s6 Kruskal Wallis d6i voi bién dinh luong cé phan phéi léch.

- Tim cac yéu tb lién quan dén céc két cuc dai thao dudng khoi phét sau
ghép, song con toan b, ti 16 mat manh ghép: bang mé hinh héi quy Cox don
bién. Két qua duoc bdo cdo bang ti s6 nguy hai (HR), khoang tin cay (KTC)
95% va gia tri p.

- Tim cac yéu t6 lién quan dén két cuc nhi gia (thodi trién phi dai that
trai) bang md hinh hdi quy logistic don bién. Két qua duoc béo céo bang ti s6
s6 chénh (OR), khoang tin cay (KTC) 95% va gia tri p.
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2.9. Pao duc trong nghién caru

Nghién ctru duoc Hoi dong dao duc trong nghién ciu Y sinh hoc Pai
hoc Y Duogc Thanh Phé H6 Chi Minh théng qua sé 145/HPPD-DHYD va duoc
Hoi dong Y duc Bénh vién Cho Ray cho phép thuc hién.

- Nghién ctru duoc thuc hién trén tinh than ton trong bi mat riéng tu
cua BN.

- T4t ca céc thdng tin caa BN duoc xt 1y dudi hinh thie sé liéu, khong
néu danh tinh ca nhan.

- Nghién cru 12 hoi ciu trén cac ho so tai phong kham, khdng can thiép
vao qua trinh diéu tri, khdng anh huéng dén két qua diéu tri ciing nhu tam 1y

cua BN.

- Nghién ctru khong vi pham y duc.
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Chuong 3:
KET QUA NGHIEN CUU

3.1. Pic diém chung
3.1.1. Pic diém dan sé nghién ciu

Trong khoang thoi gian tir thang 01/2014 dén thang 12/2017, tai Bénh
vién Cho Ray ghép than cho 304 cac truong hop, c¢6 08 trudng hop da chuyén
kham noi khac do thay ddi vé diéu kién séng. Co 296 cac trudng hop con lai
duoc tiép tuc theo ddi tai phong kham sau ghép than thuoc Bénh vién Cho Ray.
Tat ca cac truong hop nay dugc ching t6i dua vao nghién ciu.

Bang 3.1. Pic diém BN nghién ciru

Tat ca (N=296) Ti 18 (%)
Tudi ghép 35,1+ 9,3 (16 - 68)
< 20 tudi 6 2,0
20 - 29 83 28,0
30-39 134 453
40 - 49 46 15,5
> 50 27 9,1
Giéi tinh
Nam 193 65,2
Nit 103 34,8
Tién ciin trwéc phat hién bénh
than man
Tang huyét &p 226 76.4
Dai thao dudng 12 41
BMI
<185 71 24
18,5-22,9 175 59,1
23-24,9 34 11,5
>25 16 5,4
Nguoi hién chét ndo 15 5,1
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- Tudi khi ghép than trung binh 14 35,1 + 9,3

- Tilé Nam/Nt la 1,9/1

- Do tudi chiém ti 18 cao nhat 1a 30 - 39 tudi (45,3%)

- Chi s6 khdi co thé tir 18,5 — 22,9 chiém ti 1& cao nhat (59,1%).

- C6 15 truong hop nhan than tir nguoi cho chét ndo, chiém ti 1& 5,1%.
3.1.2. Pic diém bénh than man va loc mau truéc ghép

Bang 3.2. Thai gian phéat hién bénh than man va loc mau (thang)

Thei gian S6 truong hop Ti 18 (%)
<12 69 23,3
Thoi gian phat >12 227 76,7
hi¢n bénh than Trung vi
4 ' 25,2
man (thang) (khoang tur 296
A (3,8 - 168,6)
phan vi)
<12 139 52,3
o >12 127 47,7
Thoi gian lgc
mau (thang) Trung vi 113
(khoang ttr 266 ’
(1-106,1)
phan vi)

Hon 3/4 cac BN cho ghép than cé thoi gian phéat hién bénh than man tur
12 thang trg 1én. Ti 1€ BN loc mau dudi 12 thang va tir trén 12 thang la tuong
duong nhau. Trung vi thoi gian phat hién bénh than man truéc khi ghép than la
25,2 (3,8 - 168,6) thang va thoi gian BN duoc loc mau la 11,3 (1 - 106,1) thang.
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3.1.3. Pic diém BMI truéc ghép than

Bang 3.3. Phan loai BMI trwéc ghép theo thoi gian phat hién

bénh than man

Phan nhém BMI < 12 thang > 12 thang y
Giatrip
(N=296) (N=69) (N=227)
<185 20 (29,0%) 51 (22,5%) 0,070
18,5-22,9 40 (58,0%) 135 (59,5%)
23-249 9 (13,0%) 25 (11,0%)
>25 0 (0,0%) 16 (7,0%)

Su khac biét vé phan bd BMI theo thoi gian phét hién bénh than man

khong c6 ¥ nghia thong ké.

Bang 3.4. Phan loai BMI trwéc ghép theo thoi gian loc mau

Phan nhom BMI < 12 thang > 12 thang y
Giatrip
(N=266) (N=139) (N=127)
<185 38 (27,3%) 23 (18,1%) 0,075
18,5-22,9 79 (56,8%) 82 (64,6%)
23-24.9 18 (12,9%) 12 (9,4%)
>25 4 (2,9%) 10 (7,9%)

Sy khéac biét phan bé BMI theo thoi gian loc mau khong ¢ ¥ nghia thong
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3.1.4. Tan sb tim trwéc va sau ghép than

Bang 3.5. Tan so6 tim trwéc va sau ghép than

‘. 3R Trwéc
Thoi diem ) 1 nam 3 nam 5 nam
ghép . , .
sau ghép | sau ghép | sau ghép
s than
Tan so
tim % % % %

<60

N 11 0,4 3 2
lan/phat

61 - 80

. ] 30,2 58,1 47,2 37,5
lan/phat
81-100

. ) 66,2 33,9 40,5 52
lan/phat
101 - 120

\ , 215 619 8’9 7’4
lan/phat

> 120

\ 0 0,7 0,4 1,2
lan/phat

Khi so sanh tieng thoi diém sau ghép véi trueéc ghép p < 0,01.

Tan s tim trugc ghép & muac 81-100 lan/phit chiém ti 1& cao nhat
(66,2%).
Sau ghép nhom c6 tan sé tim 61 - 80 lan/phdt chiém ti Ié cao nhat trong

thoi gian 3 nam, sau d6 tai thoi diém 5 naim nhoém 81-100 lan/phit 14 cao nhét.
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Bang 3.6. Thay d6i tan sé tim trwéc va sau ghép than

theo thoi gian phat hién bénh than man

Tan s6 tim < 12 thang > 12 thang 3
. ] Giatrip
(lan/phut) (N=69) (N=227)
Trudc ghép 83,9+6,5 83,4+73 0,367
1 nim 84,9 +13,0 81,9+ 115 0,324
3 nam 83,9 +13.1 82,4+125 0,616
5 nam 83,8+ 11,6 84,8 +13,5 0,619

Su thay d6i tan s tim trudc va sau ghép khong bi anh hudng bai thoi

gian phat hién bénh than man.

Bang 3.7. Thay d6i tan sé tim trwéc va sau ghép than

theo thoi gian loc mau

Tan so tim <12 thang >12 thang 3
\ ] Giatrip
(lan/phat) (N=139) (N=127)
Trudc ghép 83,8+6,2 83,774 0,476
1 ndm 82,5%+10,8 81,5+104 0,941
3 nam 84,0+12,1 81,4130 0,115
5 nam 84,8 £13,0 84,5+ 13,3 >0,999

Su thay d6i tan s tim trudc va sau ghép khong bi anh hudng bai thoi

gian loc mau trudce ghép.
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3.1.5. Tinh trang hemoglobin va hematocrit truwéc va sau ghép than

Biang 3.8. Thay déi HgB va Het trudc va sau ghép than

Trwéc
Chi . 1 ndm 3 nam 5 nam
, ghep
SO (N=291) (N=285) (N=281)
(N=296)

HgB | 1053+ 1353+ | 1325+ 130,5 +
(g/l) 20,7 21,0 18,9 18,6

Hct
(%)

32,7+6,7 | 423+6,6 | 406+57 | 40,0+58

HgB tang nhanh vé mirc binh thuong trong khoang thoi gian 1 nam dau
sau ghép than va giit & mac 6n dinh trong thoi gian theo ddi 3 dén 5 nam sau
d6. Co su khac biét co y nghia thong ké vé chi sé HgB gitra timng thoi diém sau
ghép so vai trudc ghép (p < 0,01).

Tuong tu Vé tinh trang thay d6i Het ting nhanh vé muc binh thudng trong
khoang thoi gian 1 nam dau sau ghép than va git tri 6 on dinh trong thoi gian
theo ddi 3 dén 5 nam so voi thoi diém 01 nam sau ghép than. C6 sy khac biét
c6 ¥ nghia thdng ké gitra chi sé Hct ¢ tirng thoi diém sau ghép so véi trudc
ghép (p <0,01).
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3.1.6. Thay doi cac xét nghiém sinh héa mau trwéc va sau ghép than

Bang 3.9. So sanh cac tinh trang chikc nang gan, than

trudc va sau ghép than

Trwéc ghép| 1 nam 3 nam 5 nam
(N=296) (N=291) (N=285) (N=281)
AST 19 21 21 23
U/ (14 - 24) (17 - 26) (18 - 26) (20 - 29)
ALT 20 23 20 22
U/ (14 - 26) (16 - 32) (14 - 29) (16 - 32)
BUN 57 17 17 18
(mg/dl) (43-74) (14 - 21) (14 - 21) (15 - 22)
Creatinin 8,4 1,3 1,3 1,3
(mg/dl) | (6,9-99) | (1,2-15) | (1,1-15 | (1,1-1,5)
AXxit uric 6,9 6,9 6,8
(mg/dl) (6,0-83) | (5,8-8,1) | (58-7,8)
Natri 137 138 137 137
(mmol/l) | (134 -139) | (137 - 140) | (136 - 139) | (135 -139)
Kali 4,3 3,5 3,7 3.8
(mmol/l) | (39-48) | (32-3,7) | (34-39) | (35-41)

Cac chi s6 xét nghiém vé chuc ning than va dién giai do sau ghép than

hau hét trg vé gia tri gan nhu binh thuong.

Chtic nang gan on dinh trudc va sau ghép.

V& dién giai @6, tinh trang Natri khong thay d6i trudc va sau ghép, Kali

mau sau ghép c6 giam so vai trude gheép.
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Bang 3.10. Thay doi sinh hoa va té bae nwéc tiéu sau ghép than
3 thang 1 nim 3 nam 5 nam
(N=294) (N=291) (N=285) (N=281)
DBam niéu
6,1 £59,6 6,0 £ 30,5 16,9 £74,1 35,5+ 120,9
(mg/dL)
Hong cau niéu
6,7 +27,4 12,9+ 44,2 18,9 + 54,3 19,3+£52,4
(RBC/uL)
Bach cau niéu
4,4 + 26,6 9,7+425 13,9+554 195+£77,0
(WBC/uL)

Trudc ghép than do bénh nhan khong c6 nuéc tiéu hodc cé luong nudc

tiéu it khong du 1am xét nghiém. Sau ghép, dam niéu trong tong phén tich nudc

tiéu ¢4 xuat hién trong 1 nam dau sau ghép, va sau ghép 3 nim, 5 nim co ting

hon so v&i thoi diém 1 nim sau ghép.

3.1.7. C4c thudc diéu tri trwéc va sau ghép than

Bang 3.11. S6 loai thudc diéu tri ting huyét ap trwéc va sau ghép than

S6 loai thude diéu | Trwéc ghép | 1 nim 3 nam 5 nim
tri ting huyétap | (N=296) | (N=291) | (N=285) | (N=281)
54 45 63
0 35 (11,8%)
(18,6%) | (15,8%) | (22,4%)
84 84 75
1 58 (19,6%)
(28,9%) | (29,5%) | (26,7%)
97 98 88
2 77 (26,0%)
(33,3%) | (34,4%) | (31,3%)
52 48 46
3 88 (29,7%)
(17,9%) | (16,8%) | (16,4%)
4 36 (12,2%) | 4 (1,3%) | 9(3,1%) | 9 (3,2%)
5 2(0,7%) | 0(0,0%) | 1(0,4%) | 0 (0,0%)




62

S6 luwong cac loai thude diéu tri THA trudc ghép cho thay sir dung tir 3

loai thudc tra 18n chiém 42,6%, sau ghép ti 1& nay vao cac thoi diém 3 thang, 1

nam, 3 nam, va 5 nam lan luot Ia: 18,7%, 19,2%, 20,3%, va 19,6%. Kiém soat

huyét ap sau ghép than dat duoc muc tiéu nhanh chong hon so véi truéc ghép.
Bang 3.12. Pic diém thudc diéu tri roi loan lipid mau

trudc va sau ghep than

Loai Trwéc ghép 1 nim 3 nam 5 nam
thudc (N=296) (N=291) (N=285) (N=281)
Statin 3 (1,0%) 15 (5,2%) | 29 (10,2%) |37 (13,2%)
Fibrate 0 (0,0%) 12 (4,1%) | 11(3,9%) | 12 (4,3%)

Ti Ié sir dung cac nhom statin va fibrate ting dan theo thoi gian sau ghép
than.
Bang 3.13. Pic diém thudc diéu tri dai thao dwong

trwéc va sau ghép than

o, Trwéoc ghép | 1 nam 3 nam 5 nam
Loal thuoc
(N=296) (N=291) | (N=285) | (N=281)
Metformin 0 (0,0%) 4(1,4%) | 6(2,1%) | 6(2,1%)

Sulfonylureas 0 (0,0%) 2 (0,7%) | 3(1,1%) | 2(0,7%)

GLPla 0(0,0%) | 0(0,0%) | 0(0,0%) | 0(0,0%)
SGLT2i 0(0,0%) | 0(0,0%) | 2(0,7%) | 6(2,1%)
Insulin 2(0,7%) | 18 (6,2%) | 18 (6,3%) | 16 (5,7%)

Kiém soat dudng huyét sau ghép than chu yéu 1a véi insulin, dong thoi
c6 str dung thém nhom Metformin va SGLT2i. Hién chua st dung nhém thube
GLP1a.
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Bang 3.14. Pic diém sir dung thudc chdng thai ghép

Thoi diém | 3 thang 1 nim 3 nam 5 nam

(N=294) | (N=291) | (N=285) | (N =281)

Loai thude n % n | % n % n %

Prednisone 282 | 959 | 285|979 | 268 | 94 | 253 | 90,0

Ucché | MMF/MPA | 270 | 91,8 | 271 | 93,1 | 238 | 83,5 | 229 | 815

tan sinh | A7 A 0| 0 | 3| 1 |14 |49 | 10 | 36

CNI Cyclosporine | 71 | 24,1 | 69 | 23,7 | 66 | 23,2 | 64 | 228

Tacrolimus | 223 | 75,9 | 220 | 75,6 | 210 | 73,7 | 201 | 71,5

MTOR 0 0 12 | 41 | 21 | 74 | 19 | 68

- Trong nhém tc ché tan sinh té bao da phan la st dung thudc
MMF/MPA chiém ti & & cac thoi diém sau ghép 1 nam, 3 nim va 5 nam 1an
luot la: 93,1%, 83,5% va 81,5%.

- Trong nhém CNI: nhém tacrolimus sir dung nhiéu hon so véi CsA, ti
I& phan trdm tacrolimus/CsA qua cac thoi diém sau ghép 1 nim, 3 nim va 5
nam lan luot 1&; 75,6%/23,7%, 73,7%/23,2% va 71,5%/22,8%.

- Nhom mTOR chua dugc sir dung ngay sau khi ghép va bat dau dugc
str dung sau d6 ¢ cac thoi diém sau ghép 1 ndm, 3 nim va 5 nam lan luot 1a:
4,1%, 7,4% va 6,8%.

- Su khac biét nhiéu trong phac d6 diéu tri chéng thai ghép 1a & nhém
CNI lua chon gitra cyclosporine va tacrolimus, trong 5 nam theo doi, c6 56 BN
duogc diéu trj véi cyclosporine va 194 BN diéu tri véi tacrolimus lién tuc khdng
doi.
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Bang 3.15. Nong d¢ thudc chdng thai ghép nhém e ché calcineurin trong

thoi gian theo ddi sau ghéep

Thoi diém ]
_ 3 thang 1 nim 3 nam 5 nam
Loai thuo
Tacrolimus 8,7 7,3 6.0 5,2
(ng/mL) (7,3-10,5) (59-92) | (4,9-71) (4,2-6,4)
Cyclosporine 130 91 72 63
(ng/mL) (92 - 164) (72-132) | (54-108) (48 - 84)

Nong do 2 loai thudc trong nhom trc ché calcineurin 1a tacrolimus va

cyclosporine dugc diéu chinh theo phic do dang str dung, giai doan ngay sau

ghép 1a giai doan ndng do cac thude CNI cao.

ng/mL

25
|

15

Néng dé Co Tacrolimus

10

.

——

[1 Saughép 3 thang
71 Sau ghép 3 nam

[ Saughép 1 ném
|| Saughép5nam

Biéu d6 3.1. Nong d tacrolimus (ng/mL) trong thoi gian theo déi 3

thang, 1 nim, 3 nam va 5 nam
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ngimL Noéng dd Co Cyclosporine

§ i

o L]
o | °
§ | o

[ ]
sl T .

| $ ®

| ! [ ! I l —

| —

[ Saughép 3thang [ Sau ghép 1 ndm
[ | Saughép 3 nam [ | Saughép 5nam

Biéu d6 3.2. Nong @9 cyclosporine (ng/mL) trong thoi gian theo doi

3 thang, 1 nam, 3 nadm va 5 nam

Nong do cac thude trong nhdm CNI duoc theo ddi va chinh lidu theo
phac do, cao nhat 1 ngay sau ghép, giam & cac méc thoi gian 3 thang sau ghép,

va 6n dinh liéu tir méc thoi gian sau 1 nam.
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3.2. Thay doi vé mdt so yéu té nguy co chuyén héa: ting huyét ap, BMI,
dai thao dwdng, réi loan lipid mau sau ghép than
3.2.1. Thay d6i huyét ap trwéc va sau ghép than

Bang 3.16. Chi s huyét &p nén theo thai gian phat hién bénh than man

va thoi gian loc mau

o HA tam thu HA tim trwong
Theot gian n
(mmHg) (mmHg)
Thoi gian | < 12 thang 69 134,8 £9,9 85,082
phathién | > 15 thang | 227 1333+ 11,4 84,0 +9,1
bénh than
man p 0,440 0,489
< 12 thang 139 133,6 £10,5 83,9+8,7
Thoi gian
. > 12 thang 127 1336 £12,1 84,4+£95
loc mau
p 0,664 0,136

Khong c6 su khéc biét co y nghia théng ké (p>0,05) vé tri s6 huyét ap
tam thu 1an tAm truong theo thoi gian phat hién bénh than man va loc mau.

Bang 3.17. Huyét ap truéc va sau ghép than

Thai gian
) Trwéc ghép 1 nam 3 nam 5 nam
Huyet ap
Huyét ap tam 123,6 + 125,7 +
133,4+ 11,8 126 £ 15,2
thu (mmHg) 13,4 15,4
Huyét ap tam 78,6 + 78,4 +
84,2+9,1 | 76,395
truong (mmHg) 111 10,9

Khi so sanh tirng thoi diém sau ghép so vdi trudc ghép p < 0,01
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Huyét ap tam thu va tdm truong déu giam rd sau ghép than so véi trudc
ghép.

C6 su khac biét co ¥ nghia thdng ké gitra huyét 4p tam thu tai thoi diém
sau ghép 3 thang, 1 nam, 3 nam va 5 nam so vai trudc ghép (p < 0,001).

C6 su khac biét co v nghia thong ké giita huyét 4p tam truong tai thoi

diém sau ghép 3 thang, 1 ndm, 3 nim va 5 ndm so véi trudc ghép (p < 0,001).

mmHg Huyét ap tam thu

200
1

175
|

125
|

100
|

®

75
1

50

[ Trwoc ghép [ 1 Saughép 1 ndam
[ 1 Saughép3nam [ | Saughép5nam

Biéu d6 3.3. So sanh huyét ap tim thu truéc va sau ghép thin

Huyét ap tam thu giam nhiéu trong khoang thoi gian 1 nim ngay sau
phau thuat ghép than so véi trudc ghép va giit tri s6 tuong duong trong khoang
thoi gian theo déi tir 3 dén 5 nam sau ghép so véi thoi diém 1 ndm sau ghép.
C6 su khac biét co y nghia thong ké vé chi sé huyét ap tdm thu gitra thoi diém
sau ghép so vai truac ghép (p < 0,01).
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mmHg Huyét ap tam trwong
g o
®
o — 8
o
8 —_ ° —
- °
o |
s8]
3 . 1
o ®
<
1 Trwoc gheép [1 Saughép 1 nam

[ 1 Saughép3nam [ | Saughép5nam

Biéu d6 3.4. So sanh huyét ap tim trwong truéc va sau ghép than

Sy thay doi huyét ap tdm truong ciing twong tu nhu huyét p tam thu, tri
s6 huyét 4p tAm truong giam nhanh trong 1 nim dau sau ghép than so véi trude
ghép va gitt & muic twong duong trong khoang thoi gian theo ddi tir 3 dén 5 ndm
sau d6. Co su khac biét co y nghia thong ké vé chi sé huyét ap tam thu giira

thoi diém sau ghép so voéi trude ghép (p < 0,01).
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Bang 3.18. Ti I¢ THA trwdéc va sau ghep than

Thoi Truwdc 1 nam sau*® 3 nam sau 5 nam sau*

iém | ghép than | ghép than ghép than | ghép than

HA n % n % n | % n %
Binh
35 | 11,8 | 54 | 186 | 45 158 | 63 | 22,4
thuong
THA
e 251 | 848 | 220 | 756 | 220 | 77,2 | 205 | 73,0
0
THA
10 | 34 | 17 58 | 20 7,0 13 | 4,6
do Il
*Khi so sanh véi truée ghép c6 ¥ nghia théng ké véi p < 0,05
Nhan xét:

Trudce ghép co 88,2% BN c6 THA. Sau ghép ti 1¢ tang huyét ap tai thoi
diém va 5 1 77,6% thap hon so véi trude ghép co y nghia thong ké (p = 0,001).
Bang 3.19. Ti 1& THA héi phuc va THA khéi phat sau ghép 5 nim

. THA trudc ghép can Khong diéu tri THA sau Tilé
THA hoi \
ol dicu tri (n) ghép 5 nam (n) (%)
phuc
239 46 19,3%
Khong diéu tri THA | Can diéu tri THA bang thudc | Ti 1é
THA khéi
trudc ghép (n) sau ghép 5 nam (n) (%)
phéat
35 23 65,7%

Tru 22 BN tir vong trong nghién ctru:

C6 239 BN can dung thudc diéu tri THA trudc ghép va sau ghép 5 nim
khéng can dung thude diéu tri 1a 46 BN.

C6 35 BN khong diéu tri THA trudc ghép va sau ghép 5 nam can dung
thuoc diéu trj THA 1a 23 BN.



70

Bang 3.20: Yéu to lién quan dén THA hdi phuc sau ghép 5 nim

THA héi phuc

OR

KTC

N (N=46) Giatrip

Gidi tinh 239 0,005
Nam 23 (50%) - -
N 23 (50%) 2,64 1,29-5,37

Nhém tudi 239 0,773
<50 43 (93,5%) - -
>50 3 (6,5%) 0,68 0,12 -2,49

tﬁgg' gian suy 239 0,053
<12 thang 16 (34,8%) - -
>12 thang 30 (65,2%) 049 0,23-1,06

;23' gian loc 210 >0,999
<12 thang 20 (54,1%) - -
>12 thang 17 (45,9%) 1,06 0,48 —2,29

Dai thao duong 239 0,447
Khong 43 (93,5%) - -
Co 3 (6,5%) 1,61 0,26 —7,07

Phan nhom BMI 239 0,099
18.5-22.9 24 (52,2%) - -
<18.5 16 (34,8%) 2,14 0,95 -4,70
>23 6 (13,0%) 092 0,29-2,58

CNI diéu tri nén

ngay sau ghép 239 >0,999
CSA 12 (19,7%) - -
FK506 34 (19,1%) 096 0,44-221

Phi dai that tréi

trucc ghép 138 0,543
Khéng 5 (16,7%) - -
Co 25 (83,3%) 0,68 0,20-2,69

Phan tich cac yéu té co thé anh hudng dén viéc bénh nhan hoi phuc huyét
ap hoan toan va khong can diéu tri cho thay gigi tinh nix c6 kha nang hdi phuc

THA sau ghép 5 nam cao hon nam vai p = 0,005.
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Bang 3.21: Yéu to lién quan dén THA khéi phat sau ghép 5 nim

Sau 5 nam co6 OR KTC

N diing Gia tri
(N=23) P
Giai tinh 35 >0,999
Nam 12 (52,2%) - -
N 11 (47,8%) 0,92 0,18 - 4,62
Nhom tudi 35 0,521
<50 22 (95,7%) - -
>50 1 (4,3%) 0,23 0,00 - 5,07
Thoi gian suy than 35 >0,999
<12 thang 4 (17,4%) - -
>12 thang 19 (82,6%) 1,58 0,19 -11,56
Thoi gian loc mau 32 >0,999
<12 thang 8 (36,4%) - -
>12 thang 14 (63,6%) 0,75 0,10 - 4,63
bai thao duong 35 >0,999
Khéng 23 (100,0%) - -
Co 0 (0,0%) - -
Phan nhom BMI 35 0,321
18.5-22.9 14 (60,9%) - -
<185 8 (34,8%) 2,29 0,32 — 26,65
>23 1 (4,3%) 0,29 0,00 - 6,64
Cuakin
CSA 2 (8,7%) - -
FK506 21 (91,3%) 3,5 0,33 - 46,83
ti’;f@ghtgst trai 10 >0,999
Khong 1 (14,3%) - -
Co 6 (85,7%) - -

Phan tich cac yéu té cd thé gay nén tinh trang ting huyét 4p nay khong

cho thay yéu t6 nao cé nguy co anh huong.
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Bang 3.22. Thay d6i huyét 4p tam thu theo nhém diéu tri trwéc va sau

ghép tir 3 thudc huyét ap tré 1én

Huyét ap tim thu >3 thuoc diéu | <3 thudc dicu P
(mmHg) tri huyét ap tri huyét ap
Trude ghép 134,97 £990 | 132,64+11,86 | 0,037
Sau ghép 1 nim 124,15+ 12,36 | 123,17 + 14,09 0,27
Sau ghép 3 ndm 125,87 + 14,66 | 126,17 + 15,57 0,43
Sau ghép 5 nim 126,75 + 14,80 | 125,08 + 15,87 0,19

Bang 3.23. Thay doi huyét ap tam truwong theo nhém diéu tri truéc va sau

ghép tir 3 thudc huyét ap tré 1én

Huyét 4p tim trwong | >3 thudc diéu | <3 thudc didu p
(mmHg) tri huyét ap tri huyét ap
Trudce ghép 85,35 + 8,53 83,37 £ 9,17 0,03
Sau ghép 1 nam 76,82 + 9,24 75,79 + 9,66 0,18
Sau ghép 3 nam 78,93 +10,94 78,45+1121 0,35
Sau ghép 5 nam 78,55 + 10,94 78,26 + 10,95 0,42

Huyét 4p tam truong trudc ghép trén nhom BN diéu tri vai 3 thude huyét

ap cao hon so voi nhém diéu tri it hon 3 thudc huyét 4p c6 y nghia thong ké

(p<0,05).

Sau ghép su khac biét huyét ap giira 2 nhom nay 1a khong ¥ nghia thong

ké (p>0,05).
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Bang 3.24. Thay doi huyét ap tam thu trwéc va sau ghép than
theo nhoém thuéc CNI

Loai thudc

Cyclosporine (N=56)

Tacrolimus (N=194)

Thoi diém HATT (mmHg) HATT (mmHg) i

Trudc ghép 132,68 + 12,86 134,39 + 10,87 0,16
Sau ghép 1 nim 124,64 + 14,77 123,07 #13,33 0,22
Sau ghép 3 nam 126,33 + 16,64 125,46 + 14,41 0,35
Sau ghép 5 nim 127,78 + 11,97 125,29 + 16,36 0,15

Huyét 4p tam thu gitta 2 nhom diéu tri CNI khéng khac biét nhau.

Bang 3.25. Thay doi huyét ap tim trwong trwéc va sau ghép than
theo nhoém thuéc CNI

Loai thudc | Cyclosporine (N=56) | Tacrolimus (N=194) p
Thoi diém HATTr (mmHg) HATTr (mmHg)
Trudc ghép 83,57 +10,34 84,79 + 8,40 0,18
Sau ghép 1 nam 74,82 + 8,53 76,65 +9,74 0,1
Sau ghép 3 nam 76,58 + 11,18 79,05+ 11,05 0,07
Sau ghép 5 nam 75,44 + 10,21 79,29 £ 10,99 0,01

O thoi diém 5 nam sau ghép, huyét ap tdm truong & nhom st dung

tacrolimus cao hon so véi cyslosporine c6 ¥ nghia thong ké (p = 0,01).
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3.2.2. Thay d6i BMI truéc va sau ghép than
Bang 3.26. Phan loai BMI trwéc va sau ghép than

Phan Trwéc ghép | 1 nam 3 nam 5 nam
nhém BMI | (N=296) (N=291) | (N=285) | (N=281)
71 45 36 25
<185
(24,0%) (15,6%) | (12,9%) (9,2%)
175 158 141 140
18,5 - 22,9
(59,1%) (54,7%) | (50,5%) | (51,5%)
34 46 56 58
23 -24.9
(11,5%) (16,6%) | (20,1%) | (21,3%)
16 38 46 49
>25
(5,4%) (13,1%) | (16,5%) | (18,0%)

Chi s6 khdi co thé nhom BMI < 18,5 trudc ghép ¢ ti 1é 24% khong thay
d6i trong thoi gian dau sau ghép, sau d6 giam dan theo thoi gian theo doi.

Ti I¢ BN BMI > 23 ting tai thoi diém theo dbi sau ghép 1 ndm, 3 nim va
5 nam, dong thoi so voi trude ghép tang co ¥ nghia thong ké (p < 0,001).

Bang 3.27. Sw khac bié¢t BMI giira 2 nhom CNI trwéc va sau ghép than

Loai thudc | Cyclosporine (N=56) | Tacrolimus (N=194)
Theoti gian BMI BMI P
Trudc ghép 20,96 + 2,6 20,35+ 2,63 0,065
1 nam 22,28 + 2,96 21,19+ 274 0,006
3 ndm 22,61+ 3,0 21,79 + 2,99 0,036
5 nam 23,20 + 3,03 22,0+ 3,19 0,007
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Trudc ghép khong khac biét chi s6 khdi co thé gitra 2 nhom diéu tri CNI.
Sau ghép nhém BN duoc diéu tri véi cyclosporine cd chi sé khéi co thé cao
hon so v6i nhom tacrolimus va c6 ¥ nghia théng ké vai p tai cac thoi diém <
0,05.
3.2.3. Thay doi dwong huyét trwéc va sau ghép than
Bang 3.28. Thay d6i dwong huyét déi ghép than

Thoi diém| Truéc ghép | 1 nim 3 nam 5 nam
(N=296) |(N=291)| (N=285) |(N=281)
Chi sb Trungvi | Trungvi | Trungvi | Trungvi
DPuong huyét doi 80 84 85 89
(mg/dL) (74 - 88) (76 - 94) (78 - 91) (82-97)

Tinh trang duong huyét sau ghép co ting so vai trudc ghép, thoi diém 3
thang sau ghép tang cao hon, sau d6 giam & cac thoi diém 1 va 3 nam sau ghép,
tang lai & thoi diém 5 nim sau ghép.

Bang 3.29. Thay doi vé dwong huyét truéc va sau ghép than
theo nhom CNI

Loai thudc| Cyclosporine (N=56) | Tacrolimus (N=194) L
W Puong huyét doi Puong huyét doi clatrip
Trudc ghép 84,20 + 20,71 80,48 + 10,67 0,036
1 nam sau ghép 91,14 +£ 24,22 90,56 + 47,52 0,46
3 nam sau ghép 94,4 + 30,18 86,10 + 14,96 0,003
5 nam sau ghép 100,88 + 38,57 91,46 + 13,64 0,003

Trude ghép, dudng huyét nhom diéu tri tacrolimus thap hon nhém
cyclosporine. Sau ghép trong thoi gian 1 nam dau khong khac biét duong huyét
gitta 2 nhom diéu tri CNI; thoi diém 3 nam va 5 ndm sau ghép dudng huyét

nhom cyclosporine cao hon tacrolimus va ¢ y nghia théng ké véi p = 0,003.
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Ti 1€ Pai thao dwong trudc ghép va sau ghép
6% 5.40%
5%

4.10%

4%

3%

2%

1%

0%
® Truéce ghép ® Khéi phat sau ghép

Biéu d6 3.5. Ti 1¢ d4i thao duong truéc ghép — dai thao dwong khéi phat
sau ghép than

Trong két qua ctia ching t6i c6 28 trudng hop BN c6 dai thao duong
chiém ti 1& 9,5%.

bai thao duong khoi phat sau ghép than ¢6 16 truong hop ghi nhén dugce
1a dai thao dudng méi khoi phat sau ghép than (chiém ti 16 5,4% dan s6 chung),
trong d6 8 trudng hop (chiém ti 1& 2,7%) 1a phat hién trong vong 3 thang, 4
truong hop trong vong 3 dén 12 thang va 4 truong hop (chiém ti 1& 1,4%) sau
ghép 01 nam.
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Bang 3.30. C4c yéu t6 nén lam tiing nguy co mic dai thao dwong méi

khéi phat sau ghép than

HR KTC 95% Giatrip

Gi61 tinh

Nam — —

N 1,93 0,73 -5,15 0,187
Nhém tudi

<50 — —

> 50 8,36 3,04 - 23,0 <0,001
Thoi gian phat hién bénh than man

< 12 thang — —

> 12 thang 2,13 0,48 — 9,37 0,317
Thoi gian loc mau

< 12 thang — —

> 12 thang 0,81 0,28 -2,34 0,699
Tang huyét ap 0,98 0,22 - 4,32 0,980
Phan nhom BMI

18,5-22,9 — —

<18,5 1,03 0,27, 4,00 0,961

>23 3,24 1,09, 9,64 0,035

CNI diéu tri nén ngay sau ghép

Cyclosporine — —

Tacrolimus 1,97 0,45 — 8,68 0,369
S6 thudc huyét ap sir dung

<3 loai — —

>3 loai 0,58 0,20-1,67 0,315

Tudi nén truge khi ghép than tir 50 tré 1én 1am ting nguy co dai thao
duong khai phat sau ghép 18n 8,36 1an vai p < 0,001.

Chi s6 khéi co thé trude ghép > 23 ¢6 nguy co dai thao duong khai phat
sau ghép cao hon nhém BMI chuan 3,24 lan véi p = 0,035
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3.2.4. Thay doi lipid mau truéc va sau ghép than

Bang 3.31. Cac thay doi lipid mau truéc va sau ghép than

Thoi gian| Truéc ghép | 3 thang 1 nim 3 nam 5 nam
Chi <6 Trung vi Trungvi | Trungvi | Trungvi | Trungvi
Cholesterol TP 170 203 188 188 194
(mmol/L) | (147 -203) | (171 -232) | (160 - 218) | (166 - 218) | (169 - 216)
LDL-C 76 98 97 105 120
(mmol/L) (60-99) | (78-121) | (76-124) | (88-131) | (96 - 147)
HDL-C 39 48 51 50 ol
(mmol/L) (32-51) (39-58) | (41-62) | (42-65) | (43-60)
Triglyceride 118 172 138 138 139
(mmol/L) | (82-182) | (126-229) | (100 - 190) | (100 - 182) | (104 - 190)

Cholesterol toan phan tiang nhiéu trong giai doan 3 thang dau sau ghép,

sau d6 giam lai trong thoi gian 1 dén 3 nam sau ghép va ting lai sau 05 nam

ghép.

LDL-C c6 khuynh huéng ting dan theo thoi gian sau ghép.

HDL-C tang 1én trong giai doan sau ghép va gitt 6n dinh trong thoi gian

theo doi.

Triglycerid ting nhanh trong 3 thang dau sau ghép, sau d6 giam va gitr

tri s6 trong dwong trong thoi gian theo ddi sau ghép nhung van cao hon so voi

trudc ghep.
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Bang 3.32. Ti |é roi loan lipid mau truéc va sau ghép than

Theoi gian|  Trwéc ]
] 3 thang 1 nim 3 nim 5 ndm
ghep
Chi sb N [n@)| N [n(®)| N |n(@)| N |n(%)| N |[n (%)
Tang 81 150 117 101 102
296 285 290 264 239
Cholesterol TP (27,4%) (52,6%) (40,3%) (38,3%) (42,7%)
175 178 207 145 105
Tang LDL-C | 296 214 255 162 113
(59,1%) (83,2%) (81,2%) (89,5%) (92,9%)
_ 171 65 61 36 16
Giam HDL-C | 296 218 255 162 112
(57,8%) (29,8%) (23,9%) (22,2%) (14,3%)
Tang 101 171 124 110 105
_ 1296 284 290 264 239
Triglycerid (34,1%) (60,2%) (42,8%) (41,7%) (43,9%)

Ti Ié tang Cholesterol toan phan, tang Triglycerid va ting LDL-C cao

hon & céc thoi diém sau ghép so véi trude ghép co ¥ nghia théng ké (p < 0,01).

Ti 1& giam HDL-C thap hon ¢ céc thoi diém sau ghép so vai trude ghép,

& tung thoi diém 3 thang, 1 nam, 3 nam, 5 nam déu thap hon ¢ ¥ nghia thdng

ké so vai trude ghép (p < 0,01).
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Bang 3.33. Thay doi vé lipid mau sau ghép than theo nhém CNI

Loai thudc Cyclosporine Tacrolimus
Giatrip
Thoi gia n TB +SD n TB +=SD
Cholesterol TP
Trudc ghép 56 177,38 + 50,64 194 176,09 + 43,18 0,43
3 thang 54 211,76 + 43,78 190 200,72 + 45,18 0,056
I nam 56 194,05 + 41,90 193 188,96 + 41,81 0,21
3 ndm 51 203,76 +43,71 182 187,39 + 39,44 0,006
5 ndm 52 196,65 + 39,22 172 193,33 +£43,13 0,3
LDL-C
Trudc ghép 56 87,33 £ 36,94 194 81,21 + 32,14 0,11
3 thang 43 103,93 + 32,30 148 100,55 + 32,02 0,27
1 ndm 50 102,13 + 37,34 165 99,37 + 32,14 0,30
3 ndm 35 117,65 £ 45,21 109 108,91 + 31,23 0,10
5 ndm 31 121,15 + 35,88 74 123,34 +£ 37,09 0,39
HDL-C
Trudc ghép 56 41,55 + 14,09 194 43,52 + 15,85 0,2
3 thang 46 48,54 + 13,88 148 50,11 + 15,61 0,27
I ndm 50 49,32 + 13,44 165 52,87 £ 14,94 0,067
3 ndm 35 52,03 + 14,37 109 53,50 + 15,79 0,31
5 ndm 31 48,10 +£ 11,43 74 55,11 + 13,42 0,006
Triglycerid
Trudc ghép 56 164,05 + 133,22 194 140,59 + 91,96 0,066
3 thang 54 218,46 + 133,92 189 190,61 + 112,59 0,063
1 nam 56 164,42 + 74,73 192 153,60 £ 140,55 0,21
3 nam 51 172,54 + 158,87 182 144,63 £ 59,59 0,027
5 nam 52 169,42 + 71,69 172 148,80 + 68,55 0,031
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Cholestrol toan phan & nhém diéu tri véi cyclosporine cao hon
tacrolimus va c6 ¥ nghia tai thoi diém 3 nam sau ghép (p = 0,006).

HDL-C tai thoi diém 5 ndm sau ghép nhom tacrolimus cao hon co ¥
nghia thdng ké so voi nhdm ding cyclosporine (p = 0,006).

LDL-C khong khéc biét giira 2 nhom diéu tri CNI trudce va sau ghép.

Triglycerid & nhom dung cyclosporine cao hon ¢6 ¥ nghia théng ke tai
thoi diém 3 nam va 5 ndm sau ghép so voi nhém st dung tacrolimus (p < 0,05).
3.3. Thay d6i hinh thai va chirc niing that trai trudc va sau ghép than trén
siéu am tim

Trong két qua cta chung t6i, co 140 trudng hop ghi nhan duoc du céc chi

s6 siéu &m tim vé hinh thai va chirc nang that trai truéc va sau ghép than. Thoi

diém ghi nhan siéu Am tim sau ghép trung binh 13 3,59 nam.

3.3.1. Thay d6i vé hinh thai va chirc niing that trai trén siéu 4m tim truéc

ghep than
Bang 3.34. Pic diém hinh thai that trai truéc ghép than
Trwéc ghép Nam Nir
Hinh thai p
(N = 140) (N = 96) (N = 44)
1VSd (mm) 1323+245 | 1363+242 | 1236+2,29 | 0,002
LVDd (mm) 50,84 +6,33 | 52,24+5,99 | 47,78+6,03 | <0,001
LVPWd (mm) | 12,68+2,53 | 12,89+246 | 12,22+2,66 | 0,07
LVDs (mm) 33,21+6,56 | 3450+6,06 | 30,43+6,73 | <0,001
182,65 + 166,83 +
LVMI (g/m?) | 177,68 + 63,49 0,08
62,85 64,25
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Trudc ghép céc chi sb vé duong kinh that trai, d6 day thanh that tréi va
chi s khdi co that trai déu & gia tri cao dong thoi giéi nam c6 khuynh huéng
cao hon nit, trong d6 duong Kinh that trai va do day véch lién that gi¢i nam cao
hon c6 ¥ nghia thong ké (p <0,001).

Bang 3.35. Ti |¢ phi dai that trai trén siéu Am tim truéc ghép than theo

nhém diéu tri trudc ghép tir 3 loai thudc huyét ap tré 1én

S loai thudc | >3 thube didu | < 3 thude didu i
o . Trisop
PPTT tri huyet ap tri huyet ap
Co6 PDTT 95,8% 82,1%
Khong PDTT 4.2% 17,9% 0,007
Tong 100% 100%

Nhém BN diéu tri tir 3 loai thudc huyét &p tro 1én trong giai doan chd
ghép cé ti 1é PDTT cao hon cé ¥ nghia.
Bang 3.36. Thay d6i phan suat tong mau va ap lwe dong mach phéi

truwéc ghep than

Chirc ning Trwéc ghép Nam Nir p

EF (%) 63,02+7,43 | 62,67+7,23 | 63,80+7,86 0,2

PAPs (mmHg) | 41,25+1199 | 40,70+11,35 | 4252+ 1355 | 0,27

Phan suat tong mau that trai va ap luc dong mach phoi tm thu trudc

ghép than khong khac biét gitta nam va nit.
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3.3.2. Thay d6i vé hinh thai va chirc niing that trai trén siéu am tim sau

ghép than
Bang 3.37. Thay ddi hinh thai that trai trén siéu Am tim truwéc va sau
ghép than
Hinh thai Trwéc ghép Sau ghép p
IVSd (mm) 13,23 +£ 2,45 10,01 +1,77 < 0,001
LVDd (mm) 50,84 + 6,33 46,41 £ 4,70 < 0,001
LVPWd (mm) 12,68 + 2,53 10,01 +1,69 <0,001
LVDs (mm) 33,21 + 6,56 28,40 + 3,61 < 0,001
LVMI (g/m?) 177,68 + 63,49 | 101,17 + 26,86 <0,001

Tung chi sé tim tai thoi diém sau ghép déu giam rd so vai trude ghép co
y nghia thong ké (p < 0,001).

Bang 3.38. Thay doi tinh trang phi dai that trai trén siéu Am tim trwéc va

sau ghep than (ti 1€%0)

Thoi diém
Trwéc ghép Sau ghép p
PPTT
Binh thuong 12,1% 52,5% < 0,001
Phi dai that trai 87,9% 47 5% < 0,001
Pong tam/PDTT 84,6% 60% 0,001

Ti Ié phi dai that trai giam sau ghép than c6 y nghia thong ké so véi trudc

ghép véi p < 0,001. Ti 18 phi dai ddng tam/phi dai that trai giam & thoi diém

sau ghép so véi trude ghép ¢ v nghia théng ké véi p = 0,001.
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Biéu d6 3.6. Thay ddi dwong kinh tim trwong thét trai

trudc va sau ghép than
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o L p < 0,001

|_ Truéc ghépthan [ ] Sau ghép than |

Biéu d6 3.7. Thay d6i dwong kinh tAm thu thit trai

trudc va sau ghép thin.
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Chi s6 khdi lwong co théat trai (g/m2)
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Biéu d6 3.8. Thay d6i chi so6 khoi lwong co that trai
trudc va sau ghép than
Bang 3.39. Sw khac biét ti 1é phi dai that trai gira 2 nhom CNI tai cac

thoi diém trudéc va sau ghép

Loai thudc _ :
O Cyclosporine Tacrolimus p
Thot diem
Trudc ghép 91,9 % 86,7 % 0,309
Sau ghép 35,1 % 36,7 % 0,515

Ti 1& phi dai that trai gitra 2 nhom diéu trj véi cyscloporin va tacrolimus
khong khac biét co ¥ nghia théng ké & cac thoi diém trude va sau ghép than
(p>0,05).

Bang 3.40. Su thodi trién phi dai that trai trwéc va sau ghép than

Chi s6 Truéc ghép Sau ghép p
PDTT (%) 87,9% 35,7% < 0,001
Thodi trién PPTT (n) 77

C6 77 trudng hop c6 phi dai that trai trudc ghép, sau ghép tai cau trdc

khong con phi dai.
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Bang 3.41. C4c yéu t6 lién quan dén thodi trién phi dai that trai

OR KTC 95% Giatrip

Giai tinh

Nam — —

N 0,31 0,14 -0,68 0,004
Nhém tudi

<50 — —

>50 0,37 0,09-1,35 0,136
Thoi gian phat hién bénh than man

< 12 thang — —

> 12 thang 0,74 0,30 -1,72 0,495
Thot gian loc méu

< 12 thang — —

> 12 thang 0,54 0,24 -1,21 0,137
Tang huyét &p 0,45 0,07 -1,98 0,339
bai thao duong 0,79 0,17 -4,14 0,759
Phén nhom BMI

18,5-22,9 — _

<185 0,29 0,12, 0,69 0,006

>23 0,32 0,11, 0,90 0,030
CNI diéu tri nén ngay sau ghép

Cyclosporine — —

Tacrolimus 0,79 0,33-1,79 0,573
S6 thude huyét &p st dung

< 3 loai — —

> 3 loai 2,48 1,17-5,42 0,020
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Gioi tinh nir c6 su thodi trién phi dai that trai cham hon 0,31 1an voi
p=0,004.

Chi sb khéi co thé trudc ghép & nhom BMI < 18,5 va > 23 ¢6 kha ning
thodi trién phi dai cham hon nhém BMI binh thudng véi kha nang thoai trién
cham hon 1an luot 12 0,29 va 0,32 1an va tri s6 p twong tng 1a 0,006 va 0,03.

Nhém diéu tri véi 3 loai thude huyét ap tro 18n c6 toc do thodi trién phi
dai that trai nhanh hon 2,48 1an, p = 0,02.

Bang 3.42. Thay doi phan suat téng mau that trai va ap lwe dgng mach

phdi tAm thu truwéc va sau ghép than

Chirc ning Trwéc ghép Sau ghép p
EF (%) 63,02 £ 7,43 68,65 = 5,00 < 0,001
PAPs
41,25 +11,99 26,27 £ 6,11 < 0,001
(mmHg)

Sau ghép than phan suat tong mau that trai tang (d6 ting trung binh la
5,63%) va ap luc dong mach phoi tim thu giam (d6 giam trung binh [a 9,28
mmHg) c6 ¥ nghia théng ké khi so sanh véi trudge ghép (p < 0,001).

Bang 3.43. Su khac biét phan suat téng mau va chi sé6 khdi lwong co that

trai gitra 2 nhom CNI tai cac thoi diém trwéc va sau ghép

Loai thudc
S Cyclosporine Tacrolimus
Thoi did yelosp P
EF (%)
Trudc ghép 61,95 + 7,66 63,39 + 7,45 0,835
Sau ghep 67,68 £5,72 68,88 +4,71 0,850
LVMI (g/m?)
Trudc ghép 170,09 + 51,69 180,39 + 68,36 0,825
Sau ghep 100,30 + 29,01 101,74 + 26,22 0,604
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Phan suat tbng mau va chi sé khdi lugng co that trai khong khéac biét co
¥ nghia thdng ké (p>0,05) giita 2 nhom diéu tri cyclosporine va tacrolimus tai
c4c thoi diém trudc va sau ghép.

3.3.3. Anh hwéng ciaa thay déi hinh thai va chire ning that trai Ién ti ¢ tir
vong va mat chire niing than ghép

Bang 3.44. Ti |é tir vong, mat chire niing than ghép

n %
Tu vong 22 7.4
Mit chirc ning than ghép 16 5,4
Gop 37 12,5

Ti 18 tir vong 12 7,4%, mat chic ning than ghép 14 5,4%, c¢6 1 trudng hop

tir vong sau mat chtrc ning than ghép ti 18 gop 1a 12,5%.

Til¢ tir vong

® Nhiém tring
= Ung thu
= Dot qui

Khéc

Biéu d6 3.9. Cac nguyén nhén giy tir vong
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Trong cac nguyén nhan gay ta vong nhidm tring chiém ti 1& cao nhat
68,1% (15 trudng hop). Trong d6 nhiém Covid-19 13 4 trudng hop chiém ti 1¢:
18,2%.

Sau d6 la nguyén nhan do ung thu 13,6% (3 truong hop), dot qui 4,5%
(1 truong hop).

Do céac nguyén nhan khac 1a 13,6% (3 truong hop).

100%: —

m

B0% o

(%)

B50% 5

& s0ng con

40% 1

-

Tyl

20% 4

0% 9

0 i 2 3 4 5 6 7 8 9
Théri gian theo doi (nam)

S6 bénh nhan cd nguy co

286 282 288 285 283 281 196 116 39 0

Biéu d6 3.10. Biéu do ti 1¢ song con theo thoi gian
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Biéu dd 3.11. Biéu dd ti 1¢ mat chic ning than ghép theo thoi gian

Bang 3.45. Ti 18 tich luy cia tir vong, mat than ghép va séng con khong

mat than ghép theo thoi gian

I1nam |[2nam | 3nam |4 nam | Snam | 6 nam | 7 nam
Tu vong 1.4% 2.7% 3.7% 44% | 5.1% | 5.9% | 6.4%
(<0.1%, | (0.8%, | (1.5%, | (2.0%, | (2.5%, | (3.1%, | (3.5%,
2.7%) | 4.5%) | 5.8%) | 6.7%) | 7.5%) | 8.7%) | 9.3%)
MAat chuc 0.3% 0.3% 1.4% 21% | 3.2% | 4.9% | 6.0%
nang than (0%, (0%, |(<0.1%, | (0.4%, | (1.1%, | (2.2%, | (2.9%,
ghép 1.0%) | 1.0%) | 2.7%) | 3.7%) | 5.2%) | 7.4%) | 9.0%)
Séng con
R , 98% 97% 95% 94% 92% | 89% 88%
khong mat
(97%, | (95%, | (92%, | (91%, | (89%, | (86%, | (85%,
chuc nang
] 100%) | 99%) | 97%) | 96%) | 95%) | 93%) | 92%)
than ghep
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Tai mdc thoi gian 5 ndm nguy co tir vong tich luy 1a 5,1% va nguy co
mat chirc ning than ghép tich luy 1a 3,2%. Kha ning sdng con khong mat than
ghép & thoi diém 5 nam ka 92%.

Bang 3.46. C4c yéu té nén lién quan tir vong do mei nguyén nhan

N HR  KTC9%% Giatrip

Giai tinh 296

Nam — —

N 1,04 0,44-2,48 0,930
Nhom tuéi 296

<50 — —

>50 3,01 1,11-8,17 0,030
Thoi gian phat hién bénh than man 296

< 12 thang — —

> 12 thang 0,98 0,36 2,66 0,971
Thoi gian loc mau 266

< 12 thang — —

> 12 thang 1,07 0,46 -2,47 0,875
Phan nhém BMI 296

18,5-22,9 — _

<18,5 0,67 0,19-2,39 0,540

>23 2,23  0,88-5,67 0,092
CNI diéu tri nén ngay sau ghép 296

CSA — —

FK506 0,62 0,26-1,48 0,280
S6 thudce huyét ap sir dung 296

< 3 loai — —

> 3 loal 0,75 0,31-1,78 0,511

Trén 296 bénh nhan chung, tudi khi ghép tir 50 tré 1én ting nguy lam

tang nguy co tir vong do moi nguyén nhan sau ghép than 1én gap 3 lan.
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Bang 3.47. C4c yéu té lién quan tir vong do moi nguyén nhan trén 140 BN

c6 di chi sb cAu tric va chire ning that trai trén siéu am tim truéc

va sau ghép
N TE"N":O?SQ HR KTC 95% G"Z tri
Gigi tinh 140
Nam 3(3,1%) — —
N 0(0,0%) - - 0,999
Nhom tuéi 140
<50 2(1,6%) — —
>50 1(7,7%) 4,72 0,43-52,2 0,206
Thoi gian phat hién bénh than 140
<12 thang 1(29%) — —
>12 théng 2(1,9%) 0,67 006-734 0,740
Thoi gian loc mau 117
<12 thang 2(29%) — —
>12 théng 1(2,0%) 0,70 0,06-7,69 0,768
Phan nhom BMI 140
18,5-22,9 2(2,4%) — —
<18,5 0(0,0%) - - >0,999
>23 1(42%) 177 016-19,5 0,641
CNI diéu tri nén ngay sau ghép 140
CSA 0(0,0%) — —
FK506 3(29%) - - >0.999
S6 thude huyét ap st dung 140
<3 loai 1(1,2%) — —
>3 loai 2(33%) 273 025-30,1 0,412
Phi dai that trai truéc ghép 140
Khdng 0(0,00) — —
Co 3(2,4%) - - 0,999
Thoai trién phi dai that tréi 123
Khong 1(2,2%) — —

Co 2(2,6%) 1,25 0,11-13,8 0,856




Trén 140 BN c6 du chi s6 siéu am tim vé tinh trang cau tric va chiic ning

that trai, khdng ghi nhan céc yéu té anh huang I8n ti 16 tir vong do moi nguyén

nhan.

Bang 3.48. C4c yéu té nén lién quan dén tir vong hoic mit chire niing

than ghep
N HR KTC 95% Giatrip

Giai tinh 296

Nam — —

N 1,44 0,75-2,75 0,275
Nhom tudi 296

<50 — —

>50 1,95 0,81 -4,67 0,135
Thoi gian suy than 296

<12 thang — —

>12 thang 1,06 0,49 - 2,33 0,875
Thaoi gian loc mau 266

<12 thang — —

>12 thang 1,14 0,60 -2,16 0,699
Tién cin ting huyét 4p 296 1,68 0,52 5,48 0,388
Tién cin dai thao duong 296 0,67 0,09 - 4,88 0,692
Phan nhém BMI 296

18,5-22,9 — —

<18,5 1,01 0,43-2,41 0,976

>23 2,29 1,09 -4,80 0,029
CNI diéu tri nén ngay sau ghép 296

CSA — —

FK506 0,63 0,32-1,24 0,179
S6 thude huyét ap sir dung 296

<3 loal — —

>3 loali 0,90 0,47-174 0,761
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Trén 296 BN nghién ctru, BMI tir trén 23 1a yéu t6 nguy co ting kha ning
tr vong hoic mét chirc ning than ghép 2,29 lan, p= 0,029.
Bang 3.49. C4c yéu t6 lién quan tir vong hodc mat chie ning than ghép
trén 140 BN ¢6 di chi s6 cAu tric va chire ning that trai trén siéu am tim

truéc va sau ghep

Tir vong hodc mét

N chirc nang than ghép HR  KTC95% Glatri
(N=10) P

Giai tinh 140

Nam 7 (7,3%) — —

N 3 (6,8%) 092 024-358 0,910
Nhom tudi 140

<50 8 (6,3%) — —

>50 2 (15,4%) 258 055-12,2 0,230
Thoi gian
phat hién 140
bénh than

<12 thang 3 (8,6%) — —

>12 thang 7 (6,7%) 0,75 019-290 0,677
Tllnc‘yi gian loc 117
mau

<12 thang 7 (10,3%) — —

>12 thang 3 (6,1%) 057 015-2,19 0,412
Phan nhém
BMI 140

18,5-22,9 5 (6,0%) — —

<18,5 1 (3,0%) 057 0,07-494 0,614

>23 4 (16,7%) 303 081-11,3 0,099
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Tir vong hoic mat

N chirc nang than ghép HR  KTC95% Glatri
(N=10) P

CNI diéu trj
nén ngay sau 140
ghép

CSA 2 (5,6%) — —

FK506 8 (7,7%) 1,65 035-7,80 0,528
S6 thude
huyét ap 140
trudc ghep

<3 loai 4 (5,0%) — —

>3 loal 6 (10,0%) 202 057-7,16 0,277
Phi dai that
trai trudc 140
ghép

Khéng 1 (5,9%) — —

Cé 9 (7,3%) 1,30 0,17-10,3 0,802
Thoadi trién
phi dai that 123
trai

Khéng 4 (8,7%) — —

Co 5 (6,5%) 0,75 0,20-281 0,674

Trén 140 BN c6 du chi s6 siéu am tim vé tinh trang cau tric va chiic ning
that trai, khdng ghi nhan cac yéu té anh huang 18n ti 1é tir vong hodc mat chic

nang than ghep.
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Chuong 4:
BAN LUAN

Qua nghién ctru 296 truong hop sau ghép than tai Bénh vién Cho Ray,
trong khoang thoi gian tir thang 01/2014 dén thang 12/2017, ching toi c6 mot
sb ban luan sau.

4.1. Pic diém chung
4.1.1. Pic diém dan sé nghién ciu

Trong nghién ctru ctia chung toi, d6 tudi trong khoang 30-39 chiém ti 16
cao nhat (45,3%), sau d6 1a d6 tudi trong khoang 20-29 (chiém 28,0%) va trong
khodng 40-49 tudi (chiém 15,5%) (bang 3.1).

Ngudi nhan than trong do tudi tir 20- 49 tudi theo qui trinh 1a tdi wu dé
nhan than ghép, va trong truong hop tudi tir 50 trd 1én thi phai danh gia diéu
kién strc khoe sat sao nham dam bao cho phau thuat ghép than, hdi strc sau ghép
va cac két qua 1au dai caa chim soc BN ghép than.

Két qua cua chung t61 cho théy dbi tuong nhan than dudi 50 tudi chiém
90,9%. Tudi thap nhét: 16, cao nhat: 68, trung binh: 35,1 + 9,3 tudi (bang 3.1).

Két qua tuwong ty véi két qua cia cac tac gia: Bui Van Manh®, Du Thi
Ngoc Thu®!, Chau Minh Tri%, Bozbas S.S%.

Két qua cua tac gia Bui Buc Pha (2012), nghién ctru ghép than tai Bénh
vién Trung uong Hué thi Ira tudi trung binh 1a 34. Ghép than thudong chon BN
tré tudi vi doi séng ctia ho con dai hon, 1a Ita tudi lao dong va cong hién cho
x4 hoi sau nay, tudi cang tré thi it co bénh 1y khac di kém, kha nang ghép thanh
cong cao hon.

Gan day so luong cac trudng hop 10n tudi ghép than ting 1én do két qua

ghép than va su cai thién tién luong séng con cho cac d6i twong nay, va thap
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ky qua da chung kién sy gia ting gp ba 1an s ca ghép than & nguoi 16n tudi
trén 65 tudi & Hoa Ky.%” Trong nghién ctru cta tac gia Sundaram® (2021) la
53. Suy mon thé chat, suy giam nhan thirc, cdc bénh man tinh déng méc va cac
bién chung lién quan dén trc ché mién dich c6 thé 1am cham qué trinh hdi phuc
sau ghép gay kho khan cho cham soc sau ghép va lam suy giam kha nang tu

cham soc va theo doi vé sau.”®

Trong nghién ctru cia tac gia Pinter Jule!® (2017) vé danh gia kha niang
ghép than cho cac ddi trgng BN 16n tudi véi 30 BN nhén théan tai Uc ¢ d6 tudi
khi nhan than trung binh 13: 64 (50-71), cho thay cac két qua dat dugc cho cac
d6i tuong BN nay.

Trong nghién ctru nay ti 1¢ nam va nir 1la 65,2% so véi 34,8% (bang 3.1).
Tuong ty véi két qua cua Nguyén Hiru Thinh® (2013), Tran Ngoc Sinh'™
(2010), Chau Minh Tri®® (2018) Bénh vién Chg Riy, va ti 1& nam nhiéu hon nit.

Trong nghién ctru ctia Sundaram Hariharan® (2021) ti 1¢ nam nir la:
60,2% — 39,8%. Con cua Rohit Malyalal®? (2019) 1a 60,7 — 39,3.

Két qua nghién ctru ciia ching toi cho thay ti 16 DTD trude ghép 1a 4,1%.
Nhiéu nghién ctru cho thay ti 18 nay phu thudc vao vi tri dia 1y, dic diém kinh
té xa hoi ¢ vung nghién ctru. Tai nhitng nudc phat trién, ti 1 nay rat cao. Tuy
nhién nhitng nghién ctru & cac nudc dang phat trién nhu nude ta thi ty 16 nay

cling ¢6 phan twong tu. Nhu nghién ctru ctia Gioco®, ti 18 nay 1a 4,9%.

Két qua nghién ctru cua chiing t6i cho thay ti 1& ghép than tir ngudi cho
chét ndo chi chiém ti 1& 5,1%. Ti 1& nay rat khiém ton cho thay ngudi dan nudc
ta it c6 thoi quen hién ting tang sau khi chét. Piéu nay can thiét phai c6 nhiéu
su quan tAm cla cac cap lanh dao ciing nhu su tuyén truyén sau rong 1én moi

tang 10p nhan dan dé viéc hién tang trong thoi gian téi ngdy mot phd bién hon.


https://pubmed.ncbi.nlm.nih.gov/?term=Hariharan+S&cauthor_id=34407344
https://pubmed.ncbi.nlm.nih.gov/?term=Malyala%20R%5BAuthor%5D
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4.1.2. Bic diém bénh than man va thai gian loc mau truéc ghép

Két qua ctia chung toi cho thiy phan 16n BN c6 thoi gian phat hién bénh
than man trén 12 thang (76,7%). BN c¢6 thoi gian phat hién bénh than man trung
vi la 25,2 thang, tir phan vi 1a 3,8 — 168,6 thang. Thoi gian loc mau dudi 12
thang chiém ti 18 1a 52,3%. Van con 10,1% cac truong hop chua loc mau, BN
c6 thot gian loc mau trung vi 1a 11,3 thang, td phan vila 1 — 106,1 thang. (bang
3.2).

Két qua ctia chung toi twong tu tac gia Sundaram Hariharan® (2021) thoi
gian loc mau trung binh la 10,6 thang (0,0 — 28,8).

Két qua ctia Chau Minh Tri® (2018), thoi gian chan doan bénh than man
trude ghép la 38,19 + 3,86 thang, va c¢6 87,5% cac dbi tuong dugc chay than
nhan tao trudce ghép.

Theo nghién ctru Bozhas S.S.% (2011) nghién ctru trén 42 BN ghép than
v6i thoi gian loc mau trung binh 47 thang. Va trong két luan cta nghién ciru
nay con cho thay thoi gian loc mau kéo dai anh hudng 1én su phi dai that trai.
4.1.3. Tinh trang hemoglobin, hematocrit truwéc va sau ghép than

BN bénh than man c6 tinh trang giam san xudt va giam chirc ning cta
erythropoietin gay thiéu mau. Pong thoi do tic dong ctia méi trudng ure huyét
cao lam wrc ché tuy xwong, va do ting hoat tuyén cin giap nén lam xo hoa tuy
xuong anh hudng 1én qua trinh tao mau tai tuy xwong. Sy tan huyét sinh 1y ting
duéi tac dung ctia doc t6 uré mau, tan huyét do lach 16n, hién tuong trém mau
do tai bién k¥ thuat loc mau, nguy co chay mau tiéu hoa lam trim trong hon
tinh trang thiéu mau trén cac BN dang chd ghép than.%*

Trong két qua nghién ctru cia chung toi, sau ghép than cac chi sb
Hemoglobin va Hematocrite tang 1én c6 ¥ nghia va giit on dinh trong khoang

thoi gian theo ddi tir 1 dén 5 nim sau ghép (bang 3.8).


https://pubmed.ncbi.nlm.nih.gov/?term=Hariharan+S&cauthor_id=34407344
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Tuwong tu trong nghién ciru cua tac gia Montanaro D.?* (2005), BN c6
Hct trude ghép 29,8+5,6%, va sau ghép than mtrc Het tang 1én 40,3+8,7% co y
nghia thdng ké (p<0,001).

Nghién ctru cia Namazi M.H.?® (2010) cho két qua twong tu vdi cac chi
s6 Hgb va Het trudc ghép la: 10,14+2,87 mg/dl, 30,88+8,68% va sau ghép
tuong tmg 13 12,5+2,18 mg/dl, 37,57+7,56% chi s p 1an lugt 14 0,001 va 0,003.

Két qua nghién ctru ctia Pham Qubc Cudong!® (2012) vé tinh hinh ghép
than cua Bénh vién 198 tir 2008- 2010, cac chi s6 hong cau 4,918 triéu/mm?,
Hgb 13,68g/dl, Het 36,4% cai thién 10 rét sau ghép than 6 thang.

Nghién ctru cta tac gia Chau Minh Tri® nim 2018, Hgb trudc ghép la
105,3 + 23 g/L tang 1én sau ghép 1 nam la 131,1 + 18,9 g/L v6i p <0,001.

Sau ghép vai1 than maéi ¢d chirc nang s€ cai thién céc tinh trang sinh 1y
do doc tinh ure mau cao, gidm san xuét va hoat tinh cta erythropoietin da kich
thich tuy hoat dong hiéu qua, giam cac qua trinh tiéu thu hong cau do tan huyét,
mat mau. Do d6, sau ghép cac chi s Hgb va Het ting dan vé mic 6n dinh.
4.1.4. Thay d6i tan sé tim trwéc va sau ghép than

Két qua nghién cau caa ching tdi cho thiy tan s tim trudc ghép & muc
81-100 lan/phat chiém ti 16 cao nhat (66,2%). Sau ghép nhom c6 tan sb tim
61 - 80 lan/phut chiém ti & cao nhat trong thoi gian 3 nam, sau d6 tai thoi diém
5 nam nhom 81-100 lan/pht 14 cao nhat. Sy thay ddi tan sé tim trudc va sau
ghép khong bi anh huong baéi thoi gian phat hién bénh than man va thoi gian
loc méau trude ghép (két qua tir bang 3.5 — 3.7).

Piéu nay cho thay bénh ly than kinh ty cha caa tim phét sinh khi c6 uré
mau tang hoac bénh 1y dai thao duong, va vai than ghép c6 chuc nang da giup
cai thién rd rét chirc ning tu chii cia tim théng qua tan sb tim dua vé mac on

dinh hon ngay sau ghép than.1%
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4.2. Thay d6i vé mdt sé yéu té nguy co chuyén hoa: ting huyét ap, BMI,
dai thao dwdng, réi loan lipid mau sau ghép than

4.2.1. Thay d6i huyét ap trwéc va sau ghép than

Bang 4.1. So sanh huyét ap trwéc ghép than véi cac tac gia khac

Ng.Thi Hoang Nguyén
] McGregor .
. Minh Viet Hiru Chung téi
Thong so E.2° i
Huy?’ : ) Thing'® | Thinh® (N=296)
n=67

(n=34) (n=69) (n=57)
HATT 154,7 150 152,4 152,5 133,4
HATTr 91,4 90 88,4 89,1 84,2

Theo tac gia Nguyén Hiru Thinh® (2013), HA trudc ghép cua cac BN la
152,5/89,1 mmHg thap hon so v&i chiing t6i, trong nghién ctru cua chiing toi
thoi diém 1ay tri huyét ap 1a khi BN da duogc diéu tri bénh 1y nén on dinh va cho
ghép.

Tuong tu két qua ciia Hoang Viét Thang'® (2005), ti 1¢ THA ¢ BN chay
than nhan tao dinh ky 14 97,6% va nghién ctru ciia Igbal M.M.% (2006), trén 22
BN ghép than cho thiy ti 1¢ THA trudc ghép than 1a 100%, nghién ctru cia
Rocha S.G'® (2012) ti 1¢ THA 1a 94%.

Trong két qua ctia ching t6i c6 88,2% BN c6 THA trudc ghép than, sau
ghép 1 ndm con 81,4% va 5 nam la 77,6% (bang 3.18), tuong tu tac gia
Montanaro D.?* (2005), trén 23 BN ghép than c6 72% THA.

BN trudc ghép than trong nghién ctru chung t6i khi huyét ap phai kiém
soat tir 3 loai thudc diéu tri huyét ap trd 1én, huyét 4p tdm thu va tdm truong
déu cao hon ¢ ¥ nghia so v6i nhom diéu trj it hon 3 loai thudc huyét ap (bang
3.22 va 3.23). Cho thay sy kho khan trong viéc diéu tri tinh trang huyét p cao

cho cac doi tugng bénh than man giai doan cudi.
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Trudc ghép than ti 16 BN THA chiém ti 1é cao, va ddy 1a mot yéu t6 nguy
co tim mach quan trong déng méc trén cac doi tuong BN bénh than man giai
doan cudi chd ghép than hodc dang dugc loc thin. !

Trudce ghép than, c6 239 BN sir dung thudc dudng udng kiém soat huyét
ap, sau ghép 5 nam c6 46 BN khong con str dung thude diéu tri huyét ap (bang
3.20), khao sat cac yéu td nén cho thay gi6i tinh nir c6 kha ning ngung tri cao
hon 2,54 lan.

- So sanh huyét ap tim thu, tim truwong trwéc va sau ghép than

Tinh trang giam quaé tai thé tich do chirc nang than ghép co lai sau ghép
gitip BN c6 nudc tiéu nhiéu di cai thién tinh trang THA trude ghép.

Sau ghép than, huyét ap tim thu va huyét ap tdm truong giam xudng co
y nghia, mirc d6 giam huyét ap tdm thu va tdm truong twong ung la: 9,8 mmHg
va 8,1 mmHg (p< 0,001) (bang 3.17, biéu dd 3.3 va 3.4).

Bang 4.2. So sanh thay d6i huyét ap truéc va sau ghép than

V@i cac tac gia

Nguyén Chau
, Igbal | McGregor _
Huyét 4p ”s Hiru Minh Tri% Chung toi
M.M E.2° (2000) e
(mmHg) Thinh (n=168) (n=296)
(n=22) (n=67)
(n=57)
Trudc ghép | 161/101 150/90 152/89 144/86,7 133,4/84,2
Sau ghép 133/86 137/86 115/72 122,5/74,5 | 1 nam: 123,6/76,3

3 nam: 126/78,6

5 nam: 125,7/78,4

p <0,05 <0,01 < 0,001 < 0,001 < 0,001




102

Sau ghép than muc do huyét ap tim thu giam nhiéu hon huyét 4p tam
trwong do giam hau tai thit trai. Theo Lé Thanh Liém® (2006), nghién ctru dién
tién tim mach truge va sau ghép than tai BVCR tir 1992-2006 ti 1€ THA trudc
ghép 88%, sau ghép 20% (huyét ap giam co y nghia véi p< 0,05).

Tuong tu voi két qua ciia cc tac gia khac nhu cia McGregor E.2° (2000),
trén 67 BN ghép than cho thiy c6 sy giam c6 ¥ nghia cua huyét ap tam thu
trudc ghép than 1a 150 mmHg va sau ghép than 1a 137 mmHg (p< 0,01) va
huyét ap tAm truong trudc ghép than 1a 90 mmHg va sau ghép than 1a 86 mmHg
(p< 0,01).

Theo nghién ctru Montanaro D.?* (2005), trén 23 BN ghép than véi huyét
ap tam thu truéc ghép 148+13,8 mmHg giam xudng sau ghép con 139+15,3
mmHg (p<0,006); Dudziak M.*° (2005), & 43 BN sau 3 thang ghép than huyét
ap tam thu tir 140,5+23,6 mmHg xudng con 126+6,8 mmHg (p<0,01).

Sau ghép than nhom thude @e ché canxi dihydropyridine 14 Iya chon dau
tay do tdc dung bdo v¢ than dac biét 1a trén cdc BN c6 st dung cyclosporine
trong nhom CNI. Céc loai trc ché canxi non DHP nhu verapamil, diltiazem c6
tuong tac voi hé¢ théng cytochrome P-450 dugc st dung véi muyc dich dat dugce
noéng d6 CNI diéu tri. 1

Nhom tre ché hé RAS bao gom: nhém thube e ché men chuyén va chen
thu thé AT1 c6 vai trd trén cac BN c6 tiéu dam. Tiéu dam 13 mot yéu t6 nguy
co cho suy chirc ning than ghép vé sau, do d6 ngoai muc tiéu 6n dinh huyét ap
cac nhom thudc e ché men chuyén va chen thu thé AT1 con vai trd bao vé
chirc ning 1au dai cua than ghép .t

Két qua cua chung toi cho théy giita 2 loai thude cyscloprin va tacrolimus
trong nhém CNI diéu tri chong thai ghép, khong c6 su khac biét chi s6 huyét
ap tam thu trudc va sau ghép than va chi sé huyét ap tdm truong thoi diém 5

nam sau ghép cao hon ¢ nhoém tacrolimus (p=0,01) (bang 3.24 va 3.25).
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Sau ghép vin con tinh trang THA, nguyén nhan cé thé do giam chirc
ning than ghép, thai ghép man, THA c6 sin tir trude ghép, do dung thude
cyclosporine, hep dong mach than ghép kém ting tiét renine tir than ban dau
ctia BN, giam s6 lugng nephron gay THA nhay cam v&i natri.!

- S6 thudc diéu tri THA trudc va sau ghép than

Trudc ghép than ¢ 42,6% BN phai dung phéi hop hon 3 nhém thude
nham kiém soat huyét ap, sau ghép ti 16 BN phai dung 3 nhom thudc tro 1én voi
muc tiéu kiém soat huyét 4p & cac thoi diém sau ghép 1 nam, 3 ndm, va 5 nim
sau ghép lan luot 13: 19,2%, 20,3% va 19,6%. Ti 1& cac BN khong st dung
thudc THA trudc ghép 1a 11,8% va ti 18 ndy & cac thoi diém 1 ndm, 3 ndm va
5 nam sau ghép lan luot: 18,6%, 15,8% va 22.4%. Con lai céc truong hop st
dung 1 dén 2 nhom thude dé kiém soat huyét ap (bang 3.11).

Két qua nghién ciru cia tac gia Lé Thanh Liém® (2006) cho thay trudc
ghép c6 84% cac ddi twong chd ghép than phai dung trén 3 nhom thude nhim
kiém soat huyét ap, sau ghép than ti 16 THA 1a 20%, tuy nhién dé kiém soat
huyét ap chi str dung 1- 2 nhom thude diéu tri (p< 0,05).

Theo nghién ctru ctua Igbal M.M.? (2006), trén 22 BN ghép than cho
thay s loai thudc huyét ap trude ghép than 1a (3+1) loai thuée/BN va sau ghép
than 1a (2+1) loai thude (p< 0,001).

THA sau ghép than vira 1a két qua vira 1a nguyén nhan cta rdi loan chuc
nang than ghép; ngoai ra, nd con lién quan dén cac bién cb vé tim mach ciing
nhu tir vong sém do bénh tim mach.!°

Trong két qua cua chiing t6i, ti 16 THA hdi phuc sau ghép 1a 19,25% va
ti 16 THA khoi phat sau ghép 1a 65,71% (bang 3.19). Phan tich cac yéu té c6
thé anh hudng 16n két qua nay cho thay gidi nit 6 ti 16 THA hdi phuc sau ghép
cao hon 2,64 lan (bang 3.20). Do s6 luong Bn khong THA trudc ghép thap nén
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sau d6 viéc tim cac yéu td lién quan dén khoi phat THA sau ghép chua thay
dugc mdi lién quan (bang 3.21).

Nghién ctru cua tac gia Carpenter M.A™! nam 2014 cho thdy mdi 20
mmHg huyét 4p tdm thu tang so voi nén lién quan dén tang 32% nguy co bénh

tim mach va tang 13% ti 1€ tir vong.

Cung voi tinh trang THA trudc do, cac yéu t6 lién quan dén ghép nhur:
bénh than man giai doan hau ghép, bénh 1y mach mau va diéu tri vi CNI va
steroid 13 lién quan dén THA sau ghép. Mot phan tich tong hop trén 34 thir
nghiém ngau nhién c6 nhom chirng so sanh giita nhém duy tri, véi nhém khong
dung va nhom ngung steroid, Knight va Moris cho thdy giam ti 1¢ THA trén
nhoém tranh va ngung steroid (RR: 0,9, 95% CI: 0,85-0,94). Viéc giam lidu va
ngimg steroid cho thay loi ich trén tinh trang THA va céac yéu to nguy co tim
mach- chuyén hoa khac nhung van can can nhic dua trén cac béo cdo vé nguy

co thai ghép cap.!1?

Giai doan sém sau ghép than kiém soat huyét ap khong can qua chat ché,
muc tiéu 13 < 160/90 mmHg nham duy tri tudi mau than ghép t6i uu va giam
nguy co huyét khdi mach mau than. Sau thang dau, myc tiéu huyét ap can gidng
nhu trén cac BN bénh than man khong ghép nham giam tén thuong co quan
dich. Theo hudng dan cia ACC/AHA® nam 2017 trén quan 1y huyét ap, khuyén
c40 muyc tiéu huyét ap cho BN sau ghép than 1a < 130/80 mmHg (Ia), str dung
chen kénh can xi 1a thudc dau tay (IIa) voi vai tro cai thién d6 loc cau than va
séng con manh ghép. Do 1a do anh hudng ctiia CNI 1am co mach mau noi than

va tang khang luc ngoai bién bi ddo ngugc boi chen kénh canxi .t

4.2.2. Thay d6i BMI trudéc va sau ghép than
Két qua & bang 3.26 cho thay chi s khéi co thé nhom BMI < 18,5 trudc
ghép c6 ti 16 24% khong thay doi trong thoi gian dau sau ghép, sau d6 giam dan
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theo thoi gian theo ddi. Ti I¢ BN BMI > 23 ting tai thoi diém theo ddi sau ghép
1 ndm, 3 ndm va 5 ndm, dong thoi so véi trudc ghép tang c6 ¥ nghia thdng ké
(p < 0,001).

Nohre M2 nghién ctru trén 433 BN sau ghép than tai dai hoc Y khoa
Hannover. Két qua cho thay ti & béo phi trugc va sau ghép than lan luot 14 14,8
va 19,9%; ting 34%. Béo phi sau ghép c6 lién quan dén ti 1¢ dai thao duong
typ 2 va NODAT cao hon. Ngoai ra, c6 méi lién quan giira viéc tang chi s6
BMI trudc ghép ciing nhu sau ghép va giam eGFR. Tudi cao hon va gigi tinh
nir c6 tang ti 1€ béo phi sau ghép cao hon.

Két qua tir bang 3.27 cho thay: trudc ghép khdng c6 su khéac biét BMI
gitta 2 nhom diéu tri CNI; sau ghép nhdm BN duoc diéu tri voi cyclosporine
¢6 BMI cao hon so voi nhom tacrolimus va c6 y nghia thong ké vai p tai cac
thoi diém 1 ndm, 3 ndm va 5 ndm lan lugt 1a: 0,006, 0,036 va 0,007.

4.2.3. Thay d6i dwong huyét truéc va sau ghép than

Trong két qua cta chung t6i, co 16 trudong hop (5,4%) dai thao duong
mdi khoi phat sau ghép than, trong do co6: 8 truong hop (2,7%) trong vong 3
thang sau ghép, va 4 truong hop (1,4%) sau ghép 1 nam. 50% céc truong hop
dai thao duong mai khoi phat sau ghép phat hién trong 3 thang dau sau ghép.

Mirc duong huyét doi trung binh sau ghép c6 ting nhung khong nhiéu
(bang 3.28).

Két qua nghién ctru cua tac gia Ly Thuy Poan Trinh® (2015), ti 1& dai
thdo duong mai phat hién sau ghép 1a 6,5%.

Cua tac gia Nguyén Hitu Thinh® (2013), ti 1& dai thao dudng méi phat
hién sau ghép 1 14%.

Cua tac gia Bui Van Manh'* (2012) ¢6 4 truong hop dai thao duong phat
hién sau ghép (3,92%).
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Nghién ctru cua tac gia Rocha S (2012) trén 79 truong hop theo ddi 6
ndm phat hién 25% céac bénh c6 dai thdo duong.

Theo nghién ctru cua Kasiske B (2003), ti 1€ dai thao dudng sau ghép
tai cac thoi diém 3 thang, 12 thang va 36 thang 1an luot 1a: 9,1%, 16% va 24%.

Néhre M1® nghién cau trén 433 BN sau ghép than. Két qua cho thiy
6,0% BN dai thao duong typ 2; 6,9% xuét hién dai thao duong khoi phat sau
ghép. Béo phi sau ghép c6 lién quan dén ti 1¢ dai thao dudng typ 2 va khai phét
dai thao duong sau ghép cao hon.

Su khac biét vé ti 16 DTD mdi phat hién sau ghép than, do trong nghién
ctru cia chung t6i da s6 1a BN tré, ti 18 thira can béo phi trudc ghép it, BMI >25
(chi c6 5,4%).

Ti 1é cia bénh DTD khai phat sau ghép than thay d6i trén cac nghién ciru
khac nhau, theo nghién ctru ctia Palepu S.%2 (2015) thi ti 16 nay thay doi tir 2%
dén 53%. Mot 1y do cho su khac biét 16n vé ti 1& bao céo 1a do kho khin trong
viéc dua ra cac chan doan. Cho dén khoang mot thap ky trude, chua co sy dong
thuan cho NODAT (New-onset diabetes after kidney transplantation), do
ngudng duong huyét lic doi hoic ngiu nhién dé chan doan DTD khéac nhau.
Vén dé nay duogc giai quyét khi Nhimg huéng dan dong thuan nim 2003 (The
2003 Consensus Guidelines) cia ADA (American Diabetes Association) va
WHO xuét hién.

DTPMKP sau ghép than 1a mét yéu té nguy co cho van dé thai ghép,
cung véi cac anh hudng ngan han va dai han ctia bénh Iy DTD type 2 noi chung.
NODAT anh hudng dén than ghép va kha nang sdng con ciia BN, ting ti 1é mac
bénh tim mach sau ghép va gay ton thuong da co quan dich. NODAT 1am ting
nguy co bénh 1y tim mach cao hon so vi nhom khong bi DPTD. PTDMKP c6

lién quan dén phi dai that trai, va lién quan dén ting gip 2-3 lan ti 1¢ tir vong
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do moi nguyén nhan va cac bién cb tim mach. Két cuc cia BN c6 DPTPMKP
sau ghép than 7 nim c6 thé ngang bang véi nhitng BN BTMGBC do dai thao
duong. Nguy co tir lién quan dén bénh tim mach dugc bao cdo 1a ting gip ba
1an ¢ nhitng BN c¢6 PTDMKP hiu ghép.®

Céc yéu t6 nguy co gdy PTPMKP khong thay d6i duogc: tudi, ching toc
(ngudi My gdc Phi, nguoi Tdy Ban Nha, dan toc Nam A), tién sir gia dinh bi
DTP, bénh than da nang, rdi loan dung nap glucose trude ghép. Cac yéu nguy
co ¢ thé thay d6i dugc gdm: béo phi, hoi chimg chuyén hoa, viém gan siéu vi
C, nhiém CMYV, thudc corticosteroid, thude wrc ché calcineurin (dac biét l1a
tacrolimus) va sirolimus.*®

Trong két qua nghién cau cia ching toi, tudi trude ghép tir 50 tro 1én
tang nguy co dai thdo duong méi khoi phat sau ghép than 1én 8,36 lan (bang
3.30). Tudi cao la 1 yéu té nguy co nén cho ting réi loan chuyén hoé trong dan
s6 chung, va tang nguy co dai thao dudng cling nhu cac bénh ly tim mach.'t’
Ddng thoi khi chi s6 BMI cao trén ngudng binh thuong (BMI >23), ¢6 nguy co
dai thao duong khoi phét sau ghép than cao hon 3,24 1an. Pay 1a cac d6i tuong
nén duoc tam sodt vé tinh trang rdi loan dung nap dudng trudc ghép, can cé sy
theo ddi sat vé dai thao dudng khai phat sau ghép, nham phét hién sém va co
chién lugc quan Iy 1au dai.
Cic lién quan giira thudc chong thai ghép va duwong huyét sau ghép than:

DTPMKP sau ghép than 1a mot bién chimg quan trong, do day 1a yéu to
lam ting kha ning suy chirc niang tang ghép man tinh, bién c6 tim mach va tir
vong. PTPMKP hay gip trén cac BN duoc diéu tri voi tacrolimus hon so véi
cyclosporine. Mic du khi tacrolimus bat dau dugc dung thay thé cho
cyclosporine thi giam dugc 50% cac truong hop thai ghép cip nhung lai 1am

tang nhiéu hon céc trudng hop méi khoi phat dai thao dudng sau ghép. Co ché
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tacrolimus gdy PTPMKP sau ghép chua rd, c6 thé do giam tiét insulin va tang
dé khang insulin.'®

Trong két qua nghién ctru ctia chung t6i duong huyét trung binh trudce
ghép gitra nhom diéu tri véi cyclosporine va tacrolimus 14 tuong duwong nhau.
Sau ghép khi dang dung liéu cao nhat ciia CNI tinh trang duong huyét trung
binh & nhém cyclosporine 14 89,46 + 27,45 mg% thip hon ¢ nhom tacrolimus
14 93,52 + 30,27 v6i p=0,18. Sau d6 khi bit dau giam liéu CNI thi dudng huyét
trung binh giita 2 nhom (theo thtr ty cyclosporine — tacrolimus) ¢ thoi diém
1 nam: 91,14 mg% - 90,56 mg% (p = 0,46); thoi diém 3 nim: 94,4mg% -
86,1 mg% (p=0,003); thoi diém 5 nam: 100,88 mg% - 91,46 mg% (p=0,003)
(bang 3.29). C6 thé thdy duogc khi dung 1au dai cyclosporine da anh huong 1én
chuyén hoa xau hon so véi tacrolimus 1am ting BMI, ting Cholesterol toan
phan, ting Triglycerid va giam HDL-C d3 lam ting duong huyét trén cac BN
diéu tri vi cyclosporine vé dai han sau ghép than (bang 3.27 va 3.33).

Viéc sir dung steroids cling gy ra cac r6i loan chuyén hoa duong. Nhiéu
nghién ctru da ching to rang c6 thé giam liéu va ngung str dung steroids trén
BN ghép than 6n dinh véi liéu tacrolimus co ban. Khi ngung dung steroids: ¢o
su sut giam dang ké C-peptide lGc d6i, giam insulin lic do6i, giam ti sb
insulin/glucose va chi s6 HOMA-R, cho thiy sy giam dé khang insulin. Dung
tacrolimus cing véi steroids gy tang dé khang insulin & nhitng nghién ctru
trong giai doan sdm sau ghép than, va khi ngung steroids lam giam dé& khang
insulin c6 thé giam nguy co bénh tim mach, tuy nhién viéc ngung steroids nén
can nhéc giita nguy co thai ghép voéi cac loi ich dat dugc.52118
4.2.4. Thay d6i lipid mau truéc va sau ghép than

Trong khi nhitng két qua ngan han ctia ghép than c6 nhiéu cai thién trong
thot gian gﬁn day, thi két qua dai han cua ghép than chua that sy cai thién.

Nguyén nhan chi yéu ctia nhimg trudng hop thai ghép 1a do suy chirc ning tang
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ghép man tinh. Sinh bénh hoc cua suy chirc nang than ghép thi phuc tap va la
két qua cua su twong tic ctia nhidu yéu té mién dich va khong mién dich. Nhiing
yéu t6 khong mién dich c6 lién quan, c6 2 yéu t6 nguy co tim mach: THA va
r6i loan lipid mau, lién quan dén su tién trién va dién tién cua suy chuc nang
than ghép. Nhimg rdi loan chuyén hoa lipid rat thudng gip trén cac ddi tuong
ghép than va bénh Iy tim mach chinh 13 nguyén nhan hang dau gy tr vong sau

ghép than, véi mot ti 18 cao hon déng ké so voi dan sé chung.'*®
4.2.4.1. Ting cholesterol toan phan mau

Tang muc cholesterol gay ton thuong mach mau trén nhitng mé hinh
thuc nghiém cta suy than ghép man. Vai nghién ciru 1am sang cho thdy méi
lién quan gitra ndng d6 cholesterol voi cac muc dd khac nhau ctia suy than ghép
man, & cung thoi gian sau ghép ndng do cholesterol toan phan va triglycerid
cao hon & nhom c6 suy than ghép man so voi nhom khong suy, nong do
cholesterol trude ghép lién quan véi diém sd ton thuong man tinh cao va suy
chirc ning tang ghép sau 6 thang ghép than.!?°

O nghién ctu cua chang toi, trude ghép c¢6 nong do Cholesterol toan
phan trung vi 1a 170 mg%, sau ghép 3 thang ndng do cholesterol toan phan mau
tang cao nhat va thay doi c6 ¥ nghia so véi trude ghép (p<0,001), voi tri sb
trung vi 203 mg%. Sau ghép 1 nam dén 5 nam, nong d6 cholesterol c6 giam
xuéng nhung van cao hon so véi trude ghép theo thir ty 1, 3 va 5 ndm lan luot
la: 188 mg%, 188 mg% va 194 mg% vai gia tri p < 0.001 so véi trude ghép
(bang 3.31).

Ti 18 ting Cholesterol trudc ghép 13 27,4% tai thoi diém 3 thang sau ghép
1a 52,6%, sau do tai cac thoi diém 1, 3 va 5 nam 1a: 40,3%, 38,3% va 42,7%.
Du ti 1& nay c6 giam nhung so véi trude ghép van cao hon co ¥ nghia thong ké

véi p<0,001 (bang 3.32).
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C6 thé thay tai thoi diém 3 thang s& co budc ngodt 1a chinh liéu thude
CNI do d6 c6 thé anh hudng dén tinh trang chuyén hoa m& mau theo hudng 6n
dinh hon nhung do van duy tri CNI nén van con tac dong 1én bo ma.

Theo két qua cua Nguyén Thi Hoa'?“'2 (2009), (2010) ti 1é ting
cholesterol mau 13 41,5% va 30,3%. Két qua sau d6'2 (2012) tai thoi diém sau
ghép than 3 thang va 6 thang, ti 1€ cholesterol mau cao tang c6 y nghia so voi
trude ghép (69,2% va 42,3%). Va trong két qua cua tic gia Pham Vian Bui®’
(2010), 16i loan lipid mau véi ting cholesterol sau ghép than co ti 18 1a 42%.

Sy thay ddi ti 18 réi loan lipid mau trong cac nghién ctru dao dong tir
16-72% phu thudc vao dac diém dan sb cua nghién ctru, lién quan dén lua chon
thoi diém lau mau mau xét nghiém sau ghép than.'?

Nong do cholesterol méau 1a yéu t6 anh huong doc 1ap 1én tang ghép, lién
quan dén tat ca cac truong hop ghép that bai, theo nghién ctru trén 676 BN duoc
ghép than ctia Roodnat J.1° (2000). Véi phan tich da bién trén 198 BN nhéan
than Wissing K.1?® (2000) d& chiing minh rang ting cholesterol mau 1a yéu t6
nguy co doc 1ap gdy mat chirc ning than ghép man tinh trén nhém nam gidi
(p<0,05).
4.2.4.2. Tang LDL-Cholesterol mau

LDL-C 1a yéu t6 nguy co ddc lap cho bénh Iy tim mach. Ung v6i mdi
mitrc ting LDL-C 1én 10mg% lam ting nguy co bénh 1y tim mach thém 12%.%%

Trong két qua cta ching toi, tri s6 trung vi ciia LDL-C trudc ghép than
1a 76 mg%, tri s6 nay bat ddu ting sau ghép va ting dan theo thoi gian theo dbi
sau ghép ¢ thoi diém 3 thang, 1nim, 3 nim, va 5 nam sau ghép than c6 gia tri
trung vi 1an lugt 1a: 98 mg%, 97 mg%, 105 mg% va 120 mg% (bang 3.31).

Dong thoi ti 16 ting LDL-C trong nghién ctru cta chiing t6i qua céc thoi

diém tir trudc dén sau ghép co khuynh huéng ting dan tir 59,1% trudc ghép
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tang 1én 83,2% ¢ thoi diém 3 thang va & cac thoi diém 1 ndm, 3 ndm va 5 ndm
1an luot 13: 81,2%: 89,5% va 92,9% (bang 3.32).

Tuong tu trong két qua trén 500 BN theo nghién ctru cua Fazelzadeh
A1 (2006), ti 1¢ LDL-C ting khong cao (tir 180+62 mg% ting 1én 189+53
mg%). Khi phan tich don bién, LDL-C > 180 mg% c6 lién quan chit ché véi
bénh 1y tim mach. Theo mo6 hinh ti 1€ nguy co Cox, LDL-C > 180mg% (nguy
co twong ddi 12 2,3) 13 yéu t6 nguy co doc 14p.

Bénh 1y tim mach do xo vita va huyét khoi 1a nguyén nhan hang dau gay
tr vong va tan tat & Chau Au®®, va hién dang ting 1én & cac nudc dang phat
trién. Tinh trang rdi loan chuyén héa m& mau la mot trong cac nguyén nhan
gy nén bénh 1y tim mach c6 thé thay d6i duoc. Nhiéu nghién ctru dya trén két
qua cta cac thir nghiém ngau nhién, c6 nhém ching, da trung tdm cho thay
giam cholesterol toan phan va LDL-C c6 thé phong ngira bénh 1y tim mach.
4.2.4.3. Giagm HDL-Cholesterol mau

HDL-C thap d3 duoc chimg minh 1a mét yéu t6 nguy co doc 1ap cho bénh
1y tim mach thong qua cac nghién ctru ¢6 nhom chimg va nghién clru quan sat
c6 dinh hudng. Tri s6 HDL-C thip giy ting nguy co nhdi mau co tim, dot quy,
dot tu, tai hep sau nong mach vanh. Nguoc lai, HDL-C cao 1a mdt yéu td bao
vé ¢6 lién quan dén tudi tho va chdng lai qua trinh tién trién cta bénh 1y xo vira
dong mach.!?®

Trong két qua ctia ching t6i cho thay tri s6 trung binh ctia HDL-C trudc
ghép 13 39 mg%. Tri sd nay ting 1én sau ghép, tai thoi diém 3 thang 1 48 mg%
tang trung binh 1a 7,1mg% véi p<0,001. Tai thoi diém 1 nam 1a: 51mg%, ting
trung binh 13 9,6mg% vai p<0,001. Sy ting HDL cholesterol nay tiép tuc dugc
duy tri 6n dinh > 40mg% trong thoi gian theo ddi sau d6 (bang 3.31).

Ti 1& giam HDL-C cua ching toi trudc ghép 57,8%, lan luot cac thoi
diém 1 ndm, 3 ndm va 5 nam sau ghép 13: 23,9%, 22.2% va 14,3% (Bang 3.32).
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Theo két qua ctia Nguyén Thi Hoa?%2 (2009) (2010) ¢6 ti 16 giam HDL
cholesterol la 19,5% va 15,2%*?3. Trong nghién ctru cua Pham Vin Bui®’
(2010) c6 8 truong hop giam HDL chiém ti 1& 24,2%, tuy nhién ddy chi 1a
nhimg nghién ciru cit ngang tai mot thoi diém sau ghép.

Pay 1a mot yéu td bao vé cho BN sau ghép than do tinh trang HDL
cholesterol ting dan va gilt & muc on dinh trén 40mg%, va thong qua ti 1¢ giam
HDL cholesterol giam dan theo thoi gian sau ghép c6 thé cho théy, viéc cac BN
tuan thu diéu tri dé bao vé thanh qua ghép than song song véi viéc bénh da thay
d6i séng do bénh c6 nhiéu thoi gian dé van dong hon so véi trude ghép. Tuy
nhién ciing can thém cac danh gia vé thay d6i hanh vi cua cac BN sau ghép
than dé lam rd van dé nay.
4.2.4.4. Tang triglyceride mdau

Céc nghién ctru chimg minh rang triglycerid méu ting cao 13 yéu to tién
luong cho thai ghép man. Pong thoi, ndng d6 triglyceride cao 1a mot trong cac
yéu t6 anh huong xau dén bénh tim thiéu mau cyc b (Baliga 2003).

Theo nghién clru ctia Pham Vian Bui®” (2010), ¢6 15 truong hop ting
triglycerid chiém ti 1¢ 1a 45,4%.

Tuong tu két qua nghién ctru ciia Nguyén Thi Hoa'?® (2012), ti 1¢ ting
TG sau ghép than 3 thang 13 65,4%, dén thoi diém 6 thang sau ghép ti 18 nay co
giam con 38,5%, tuy nhién van cao hon so voi trudc ghép 1a 19,2% (p>0,05).

Trong két qua cua chung t6i, ti 1& ting triglyceride sau ghép 3 thang 1a
60,2% cao nhat trong khoang thoi gian theo ddi, sau d6 ti 18 nay ¢ cac thoi diém
1 ndm, 3 ndm va 5 nam sau ghép lan luot 1a: 42,8%, 41,7% va 43,9%. Do ti 1¢
tang triglyceride trudc ghép 1a 34,1% va cac thay doi tai timg thoi diém sau
ghép so véi trude ghép déu b ¥ nghia thong ké (bang 3.32).

Tuong ty voi ti 18 ting triglyceride, cac gia tri trung vi ciling thay do6i

tuong tu ting cao nhét & thoi diém 3 thang sau ghép (172mg%), giam dan vé
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murc 138mg% & thoi diém 1 nam, 138 mg% & thoi diém 3 nam va 139mg%
thdi diém 5 ndm; nhung van cao hon so v6i thdi diém trude ghép than: 118mg%
(bang 3.31).

Cic lién quan giira thudc chdng thai ghép va cac roi loan chuyén hoa lipid
mau:

Trudc ghép than tri sé trung binh ndng do Cholesterol toan phan,
HDL-C, LDL-C va triglyceride gitta 2 nhém diéu tri CNI khac biét khéng y
nghia thong ké (Bang 3.33). Céc thay doi va khac biét bat dau xuat hién sau
ghép than va theo thoi gian sy khéc biét nay c6 nhiing thay doi cé y nghia.
Vi cholesterol toan phin mdu:

Trong két qua ctia chung t6i, cholesterol toan phan méu trudc ghép giira
2 nhom diéu tri CNI 13 nhu nhau (p = 0,43). Sau ghép khi ndng do CNI cao tai
thoi diém 3 thang khac biét giita nhom cyclosporine va tacrolimus véi tri sb
trung binh 1an luot 14 211,76mg% - 200,72mg% (p=0,056); tiép theo & cac thoi
diém 1 ndm, 3 nim va 5 nim theo cdp cyclosporine — tacrolimus lan lugt 1a
194,05mg% - 188,96mg% (p = 0,21); 203,76mg% - 187,39mg% (p = 0,006) va
196,65mg% - 193,33mg% (p = 0,3) (bang 3.33).

Vi LDL-Cholesterol mau:

Nong do LDL-C trong nghién ctru ctia chiing t6i khi so sanh giita 2 nhém
CNI (cyclosporine — tacrolimus) doc theo thoi diém theo doi 3 thang, 1 nam,
3 ndm va 5 nam la: 103,93 mg% - 100,55 mg% (p = 0,11); 102,13 mg% - 99,37
mg% (p = 0,27); 117,65 mg% - 108,91 mg% (p=0,1) va 121,15 mg% - 123,34
mg% (p = 0,39) (bang 3.33).

Veéi HDL-Cholesterol mau:

Céc khac biét vé gia trj trung binh HDL cholesterol trong nghién ciru cia

chang t6i tai cac thoi diém nong dd CNI cao (3 thang sau ghép) va khi bat dau

6n dinh liéu CNI (tir 1 dén 5 ndm sau ghép) giita 2 nhoém cyclosprin - tacrolimus
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la: 48,54 mg% - 50,11 mg% (p = 0,27); 49,32 mg% - 52,87 mg% (p = 0,067);
52,03 mg% - 53,5 mg% (p = 0,31) va 48,1 mg% - 55,11 mg% (p = 0,006)
(bang 3.33).

Voi Triglycerid mau:

Két qua ctia chiing t6i cho thiy ndng do triglyceride mau sau ghép tai
thoi diém nong do CNI cao giita 2 nhom CNI 1a khong khac biét ¢6 y nghia,
v6i chi s trung binh ciia nhom cyclosporine 1a 218,46 mg% va tacrolimus 1a
190,61 mg% (p = 0,063). Sau d6 khi bat dau giam liéu CNI dén mirc 6n dinh
(tir 1 dén 5 nam sau ghép) thi trung binh triglyceride theo cip cyclosporine -
tacrolimus lan luot: 164,42 mg% - 153,6 mg% (p = 0,21); 172,54 mg% - 144,63
mg% (p = 0,027) va 169,42 mg% - 148,8 mg% (p =0,031) (bang 3.33).

Két qua cua tac gia Ciftci’ 2013 trén 98 BN sau ghép than cho thay
cholesterol toan phan va LDL cholestrol & nhém cyclosporine ting cao co ¥
nghia so voi nhom tacrolimus ¢ cac thoi diém sau ghép 1 thang va 3 thang.
Triglycerid va HDL cholesterol khac biét khong c¢6 y nghia khi so sanh gitra 2
nhom thuée CNI. O nghién ciru nay con cho két qua khong thay méi lién quan
giita ndng do tacrolimus trong mau véi cac thong séb md mau. Viée diéu tri véi
cyclosporine nguy co ting ti 1¢ cholesterol toan phan va LDL cholesterol so véi
nhom tacrolimus.

Viéc str dung cyclosporine gdy tinh trang rdi loan m&d mau phy thudc vao
liéu, vi cyclosporine chuyén hoé théng qua con dudng cytochrome P450 nén
can tr¢ hoat dong cua CYP27A1, va gian tiép lam gidm sy tao thanh
27-hydroxycholesterol lam cham tao thanh acid mat dé tham gia di hoa
cholesterol. Ngoai ra 27-hydroxycholesterol 1a 1 chat trc ché manh HMG-CoA
reductase, do d6 dua dén két qua 1a ting cholesterol toan phan va HDL®®,

Sau ghép than, két qua ciia chiing t6i cho thay BMI ting cao hon trén cac

BN sau khi ghép than, dong thoi c6 su ting ctua duong huyét doi, cholesterol
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toan phan, LDL-C va triglyceride lam ting nguy co tim mach — chuyén hoa.
Bénh canh d6 1a su tdng cua HDL-C mang tinh chét béo vé cho tim mach. So
sanh gitra 2 nhom diéu tri CNIL, nhém cyclosporine c6 BMI cac thoi diém sau
ghép, duong huyét va triglyceride 3 va 5 nam cao hon; déng thoi HDL-C nhém
cyclosporine thoi diém 5 nam thap hon déy 1a cac yéu té cho thiy vé dai han
nguy co tim mach — chuyén hoa ciia cyclosporine cao hon tacrolimus. Pai thao
duong khoi phat sau ghép than c6 lién quan dén cac yéu t6 nén 1 tudi khi ghép
tur trén 50 va BMI truoc ghép > 23.
4.3. Thay @6i hinh thai va chire ning that trai trén siéu am tim trwéc va
sau ghep than
4.3.1. Thay ddi hinh thai va chirc ning that trai trén siéu am tim truéc
ghép than

Bénh than man giai doan cudi 1a mot trong nhiing ganh ning y té, bién
chirng cua bénh than man tinh anh huéng 1én nhiéu co quan, dac bi¢t 1a cac
bién chtng tim mach 14 nguyén nhan hang dau gay tir vong & nhitng BN nay.

Suy tim 1a nguyén nhan mang lai gdnh ning vé bénh tat va tir vong cho
BN bénh thin man giai doan cudi, véi i 1& luu hanh gip 12-36 1an trén cac BN
chay than so v6i dan s6 chung.’*® Bénh co tim do ting ure huyét dugc dic trung
bai sy phi dai that trai biéu hién 1o rang trén dién tdm do, Xquang nguc va siéu
am tim. Va phi dai thét trai lién quan dén gidm mat d§ mao mach, dac bi¢t 1a &
ndi tAm mac trung tdm. Chinh thiéu mau cuc bd vi mach dong mot vai trd quan
trong ctia bénh co tim do uré huyét cao. Sy cing gifin ndi mach do sung huyét
tinh mach ngoai vi gdy phan tmg viém ndi mac mach méu, do d6 viéc diéu tri
chdng sung huyét ngoai vai trdo 6n dinh huyét dong con nhiéu vai trdo hon. BN
than man c6 phi dai thit trai s& ting nguy co suy chirc ning thét trai, do 2 qua
trinh cuing song song dién ra 1a tinh trang qua tai thé tich (qua tai dich) va qua

tai ap luc (THA). Qua tai ap luc da tao ra cac sarcomere mdi xen k& trong cac
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té bao co tim gy nén tinh trang phi dai ddng tim that tri, trong khi d6 qua tai
thé tich gay phi dai 1éch tAm 1am ting dudng kinh that trai.

Su hoat hoa qua muc hé renin-angiotensin-aldosteron gay tinh trang co
va viém mach mau; cung véi tinh trang viém, xo vita va xo cirng mach mau do
hoi ching ure huyét cao mang lai giy nén tinh trang giam tudi mau mach mau
trong d6 c6 hé mach vanh. Va thuc déy boi tinh trang thiéu mau trén cac BN
bénh than man (hoi ching tim — than — thiéu mau).

Hau qua cia tinh trang tai cau trc that trai do qua tai ap luc — thé tich,
cung véi cac rdi loan vi mach mau gy giam tudi mau mach vanh 1am rdi loan
chtrc ning tim BN bénh than man giai doan cudi va sau d6 1a suy chirc ning
tim v6i phan suat tong mau giam.

Siéu 4m tim 1a phuong tién chan doan hinh anh thong dung va rat tot dé
khao sat ciu tric tim nhu mang ngoai tim, hé théng van tim, nhi, that, khdi
luong co, chirc nang that trai...

- Phi dai that trai:

Trong nghién ciru cta chiing t6i ti 18 phi dai that trai truéc ghép than
chiém 87,9% (bang 3.38).

Bang 4.3. So sanh ti 1€ PPTT trwéc ghép véi cac tac gia khac

Nguyen Chau
Hoang V Bozhas
Phi dai . Hiru Minh Tri% Chung toi
) Thiing!% S.8.%
that trai Thinh%® (n=168) (n=140)
(n=69) (N=500)
(n=57)
Ti 18 (%) 91,3 94,7 88,1 63,2 87,9

Tuong tu két qua nghién ctru ctia Hoang Viét Thang'® (2007), trén 69
BN BTMGDC.

Ti 1€ PDTT & cac nghién ctru cia Bozhas S.S. (2011), Paunovic G.J.
(2005), Sahagun-Sanchez G. (2001) lan luogt 13 78,6%, 79,1%, 81%.35131
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Theo nghién ctru cua Igbal M.M.% (2006), trén 22 BN ghép than cho
thay ti 16 PPTT trudc ghép 1a 100%.

Theo két qua cta Rajan S.1%2 (2007), 6 203 BN ghép than c6 60% PDTT,
11% c6 dén that trai. Tac gia ciing cho thdy PDTT, dén that trai va giam chirc
nang tam thu that trai 1a yéu tb tién doan tr vong trén cac BN sau ghép than.
Tuong tu McGregor va cong su ciing cho thay tudi, dan that trai, giam chirc
nang tam thu that trai 1a yéu 6 tién luong tir vong & BN trudc ghép than.

Theo Fischel R.S va Ventura H.O, Izumo S.%* (1998), cac thudc
steroides, urc ché calcineurin 1am tang hodc lam kéo dai hién tuong PDTT sau
ghép than.

Két qua nghién ctru cta chung toi trude ghép, cac BN ¢o tinh trang phi
dai ddng tam that trai chiém ti 1& cao trong cac BN c6 PDTT: 84,6% (bang
3.38).

- Chirc ning tAm thu that trai:

Trudc ghép than chirc nang that trai tét EF (%) = 63,02 + 7,43 (bang 3.36
va bang 3.42). Tuong ty nhu ciia Chau Minh Tri*® chitc nidng EF trudc ghép la
63,7 £ 6,5%.

Tuong tu két qua cua Ikaheimo M.™ chitc ning that trai trudc ghép cia
cac BN tot FS (%) = 30,6+5,3.

Vi cac BN duoc ghép than trong két qua cua ching tré tudi, thoi gian
mac bénh chua 1au, va khong c6 nhiéu bénh 1y nén ning né, tinh trang suy tim
khéng qua ning. Pong thoi cac BN trude ghép than d3 duoc lua chon va chuin
bi rat can than trudc ghép véi nham t6i wu hod giam thiéu nguy co bién co tim

mach chu phau.
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4.3.2. Thay d6i hinh thai va chirc niing that trai trén siéu &m tim sau ghép
than

Sau ghép than, cac chi s6 hinh thai tim IVSd, LVDd, LVDs, LVPWd,
LVMI tré vé muc binh thuong c6 ¥ nghia so véi trude ghép (p< 0,001) (bang
3.37, biéu d 3.6, 3.7 va 3.8).

Tinh trang phi dai that trai 13 mot yéu t6 nguy co doc 1ap cho tir vong do
nguyén nhan tim mach. Diéu nay giai thich mot phan 1y do ti 18 tir vong do tim
mach trén BN sau ghép than (véi than ghép c6 chirc ning 6n dinh) giam hon so
v6i cac BN bénh than giai doan cudi dang loc mau.*” Do d6, thodi trién tinh
trang phi dai that trai sau ghép than 13 mot yéu td gdp phan bao vé cho cac BN
sau gheép than.

- Thay d6i dwong kinh that trai sau ghép than

BN sau ghép than, tinh trang qua tai thé tich giam, cai thién vé tinh trang
thiéu méau cung vo1 thong dong — tinh mach cua chay than trude do mét chire
nang tir 6 c6 cac anh hudng tich cuc 18n kich thudc that trai, 1am giam dudng
kich tam thu that tr4i.%

Céc két qua nghién ctru ctia Naklinin B.5 (2012), cho thay thay chi so
duong kinh tAm truong that trai thay doi tir 48+5 mm con 45+6 mm (p=0,01),
va duong kinh tAm thu that trai thay doi tir 3344 mm con 29+4 mm (p< 0,001).

Tinh trang dan thét trai trudc ghép than trd vé chi s6 trong gidi han binh
thuong 12 do qua trinh qué tai thé tich tuin hoan duogc cai thién, do tinh trang
qua tai dich da dugc cai thién nho than ghép co chiic nang. Tuong ty cac tién
trinh thay d6i duong kinh that trai thi tAm truong va tdm thu theo hudng cai

thién hon dugc thé hién qua cac két qua sau (bang 3.37 va 3.40).
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Bang 4.4. So sanh thay @éi dwong kinh cudi tim trwong thit trai

- Nguyén -
Naklinin Igbal 3 Chau Minh | Chung tbi
LVvDd Hiru
B.S M.M.?® Tri% (n=140)
(mm) Thinh®
(n=40) (n=22) (n=168) | (bang 3.37)
(n=57)
Trudce
) 48 +5 54 +6 538+4,7 | 493+58 |50,84+6,33
ghép
Sau
) 45+ 6 47+ 6 47,0+£4,9 46,5+£5,0 46,41 + 4,70
ghep
P <0,01 < 0,001 < 0,001 < 0,001 < 0,001

Trong két qua cua tac gia Igbal M.M.% (2006), duong kinh tam truong
giam tr 546 mm con 47+6 mm sau ghép than (p<0,001).

Theo két qua nghién ctru cta tac gia McGregor E.?° (2000), su giam co
y nghia thay duoc cta duong kinh tdm thu that trai sau ghép than 1a 33 mm
trong khi trudc ghép than 1a 37 mm (p= 0,03).

Két qua nghién ctru cua tac gia Nguyén Hitu Thinh® (2013) cho két qua
giam tuong tu v4i cac tac gia trong van dé giam duong kinh thét trai c6 ¥ nghia
sau ghep than (p<0,001).

- Thay d6i do day vach lién that va thanh sau that trai trudc va sau ghép
than

Céc rdi loan do bénh than man giai doan cudi thong qua cac tinh trang
qua tai thé tich, qua tai ap luc, thiéu méu, cac anh hudng thi phat ctia tinh trang
tang ure huyét (cuong can giap, hoat hoa hé giao cam, hé renin —angiotensin. ..)
lam tang do day cua cac thanh tim.

Sau ghép than cac thay doi nay duogc ddo ngugc va cai thién dan nho vao
chire ning than ghép do d6 cac thanh tim c¢6 khuynh hudng tai cau tric nguoc

diéu nay thé hién qua cac két qua sau.**
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Bang 4.5. So sanh thay d6i do day thi tAm trwong ciia vach lién that va

thanh sau thit trai trwéc va sau ghép than véi cac tac gia

Sahagun- o Nguyén Hiru | Chau Minh Chuing toi

Sanchez G.'% Nak“_nm B* Thinh®® Tri% (n=140) (Bing
(n=13) (n=40) (n=57) (n=168) 3.37)

Truwoc| Sau | Trwée| Sau | Trwoe| Sau | Trwoe | Sau Trwéce Sau

ghép | ghép | ghép | ghép | ghép | ghép | ghép | ghép | ghép | ghep

IVSd 12 10,1 | 125 | 115 | 135 | 11,1 | 133 | 10,3 | 13,23 | 10,01

LVPWd | 104 | 9.4 - 13,1 | 10,8 | 12,8 | 10,7 | 12,68 | 10,01
P <0,007 < 0,001 < 0,001 < 0,001 <0,001

Ttr nghién ctru ciia Naklinin B® (2012) cho thay chi s6 do day vach lién
that trude ghép 1a 12,5+2,2 mm giam con 11,5+1,3mm (p= 0,001).

Két qua cua tac gia Nguyén Hiru Thinh® cho thdy d6 day vach lién that
va thanh sau that trai trudc ghép lan lugt 12 12 va 10,4 mm; sau ghép than két
qua dat duocla 11,1 va 10,8 mm.

Két qua nghién ctru cua chiing ti twong tu véi cac tac gia trén vé giam
d6 day vach lién that va thanh sau that tréi sau ghép than c6 y nghia (bang 3.37)
(p< 0,01).

- Phi dai that trai trudce va sau ghép

Véi cac co ché tac dong theo truc than — tim, BN bénh thin man giai
doan cubi thuong cé biéu hién phi dai that trai trén siéu 4m tim. C6 60-75% cac
BN bénh than man c6 phi dai that trai khi bat dau dugc diéu tri thay thé than
(loc mau), va phi dai that trai 1a yéu t6 nguy co cho tir vong do tim mach trén
dan s6 chung va 1a yéu td nguy co doc lap trén cac ddi tugng bénh than man.**

Do d6 viéc khao sat tinh trang phi dai that trai 1a quan trong trong tién
luong cho cac BN bénh than man, dic biét trén cac ddi twong dang duoc loc

than (chay than nhan tao hodc loc qua mang bung).
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Trong két qua nghién ctru ctia tic gia Montanaro D.?* (2005), c6 78%
BN PDTT trudc ghép va gidm c6 y nghia con 44% sau ghép than (p<0,03).
PDTT la yéu tb nguy co doc lap cua dot tir, bénh dong mach vanh, roi loan nhip
tim, suy tim va ttr do vong tim mach trén dan s6 chung va nhét 1a cac dbi tuong
dang loc mau. V&i chirc ning than ghép méi, cac thay d6i vé tinh trang uré mau
theo huéng tot hon, giam huyét 4p va giam qua tai thé tich va do d6 lam giam
PDTT gian tiép 1am giam tr vong do tim mach va cac bién c¢6 tim mach.

Trong céac yéu to gdy nén tinh trang PPTT cho BN bénh than thi THA 1a
yéu t6 quan trong va van con ton tai. Sau ghép than, tinh trang huyét ap con cao
do diéu tri véi lidu cao corticoid, diéu tri vi CNI, cac anh huong cua than cil
con trong co thé, tinh trang thai ghép man, hep dong mach than ghép 1a nguyén
nhan can luu y. Tinh trang huyét p cao nay anh huong 1én cac thanh that trai
va chi s6 khdi lwong co thét trai van con cao hon binh thuong. Tinh trang PPTT
c6 giam do ghép than 1am giam tién tai, tuy nhién tinh trang hau tai cao nén
khéi luong co that trai con cao.*

Bang 4.6. So sanh sw thay doi chi s6 khoi lwgng co that trai (LVMi) véi

cac tac gia khac

UM Montanoro | Dzemidzic | Nguyén Hitu | Chdu Minh | Chung toi
D.2 3.7 Thinh® Tri% (n=140)
(g/m?)
(n=23) (n=30) (n=57) (n=168) | (béng 3.37)
Trudc 177,68 =
) 161,4+48,2 179,87 193,5¢51,8 | 172,5+57,3
ghép 63,49
Sau
he 122,1+£27,7 129,44 137,4£27,6 | 110,6 £31,5 | 101,17+ 26,86
ghep
p < 0,007 <0,01 <0,001 <0,001 <0,001
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Trong nghién ctru ctia chung toi két qua chi s6 khéi luong co that trai
(g/m?) trude ghép 1a 177,68 + 63,49 sau ghép chi s6 nay giam c6 ¥ nghia sau
ghép 1a 101,17 + 26,86 (bang 3.37 biéu do 3.8), cho thay viéc ¢ lai dugc vai
tro sinh 1y trong diéu hoa truc than — tim véi chirc nang than ghép on dinh gop
phan giam khéi luong co that trai.

Theo nghién ctru cia Montanoro D.?* va c¢s (2005), nghién clru trén 23
BN ghép than cho thdy khdi luong co thét trai (g) trudc ghép 246,2+83,6 va
sau ghép 202,7+57,8g (p< 0,01) va chi sb khéi luong co thét trai (g/m?) giam
c6 y nghia tir 161,44+48,2 con 122,1+27,7 (p<0,007).

Sau ghép than qua trinh ting uré mau dugc diéu chinh theo hudng binh
thuong héa tir d6 thoai trién PDTT, giam su dan 16n cac budng tim. Pong thoi
gian tiép qua cai thién cac tinh trang nhu: thiéu méu, cudng can giap, qua tai
thé tich.

Trong két qua nghién ctru cia ching toi gidi nit ¢6 tinh trang cham thoai
trién phi dai that trdi hon nam 0,31 1an v6i p=0,004 (bang 3.41). Tinh trang chi
s6 khdi co thé trudc ghép trong khoang binh thudng 18,5 - 22,9 va viéc diéu tri
tir 3 loai thudc huyét 4p tro 1én twong quan thuan véi kha ning thoai trién phi
dai that trai sau ghép c y nghia (bang 3.41). Cho thdy viéc 6n dinh tinh trang
cin niang quan trong trong viéc chuan bi cho BN trudc ghép than. Cac bang
3.22 va 3.23 cho thiy cac BN diéu trj tir 3 loai thudc huyét ap c6 huyét ap kho
kiém soat hon ¢ ¥ nghia, sau ghép than cac ddi twong nay c6 huyét ap vé tuong
duong v&i nhom diéu tri dudi 3 loai thude huyét 4p, va tinh trang thoai trién phi
dai nhanh hon. Diéu nay cho thay vai trd ctia than ghép c6 chirc niang da giup
cai thién khong nhiing vé diéu tri huyét 4p ma con giam phi dai thét trai dic
biét trén cac doi tugng kho kiém soat huyét ap trong giai doan chd ghép.

Sau ghép than chirc nang than trd vé binh thudng giam tinh trang qué tai

thé tich, huyét ap gidm, giam cd hau tai va tién tai tu do cai thién cac thong so
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hinh thi va chtrc nang tim. Mot s6 BN sau ghép chi s6 khoi luong co thit trai
con cao do van dé THA sau ghép chua khéng ché tét, ngoai ra cyclosporine
cling gop phan lam THA va PDTT.

- Thay d6i ap lwc dong mach phdi tAm thu sau ghép than:

Bang 4.7. So sanh sw thay ddi 4p lwe ddng mach phéi véi c4c tac gia khac

PAPs Bozbas S.S.%° Chung toi
(mmHg) (n=42) (n = 140)
Trudce ghép 45,9 +8,8 41,25+11,99
Sau ghép 418+74 26,27 £6,11
p < 0,001 < 0,001

Két qua ap luc dong mach phoi tam thu sau ghép giam hon so véi giai
doan trudc ghép than co y nghia théng ké véi p < 0,001 (bang 3.42).

Tuong tu két qua cia tic gia Bozbas®® (2011) trén 42 BN duogc ghép thén,
ap luc dong mach phoi tAm thu giam tir true ghép 1a 45,9+8,8 mmHg, giam
con 41,8+7,4 sau ghép vaoi p < 0,001.

C6 hai co ché giy tang ap luc dong mach phdi: ting strc can mach mau
va tang luu luong mau dén phéi. Trén cac BN bénh than man, tinh trang qua
tai thé tich va thiéu mau da gop phan gy ting luu luong méau dén phdi, dong
thoi trén cac BN ¢6 cau ndi dong tinh mach chay than nhan tao cang lam tang
cao hon dong méu dén phoi di gay ting ap luc dong mach phdi. Sau ghép cac
roi loan ndy di dugc diéu chinh nho vao than ghép co chirc ning, dong thoi
tinh trang thiéu mau cai thién va viéc dong lai cau ndi dong — tinh mach.*

- Thay d6i chirc ning tim trudc va sau ghép than:

Nghién ctru cua tac gia Rigato C. (2000), cho thay ti 1é EF giam trudc

ghép cao hon 13 15% (trén 143 BN ghép than). Do cac dbi tuong trong nghién
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ctru nay c6 do tudi cao hon, ti 1& bénh nén: THA, dai thao duong type 2 cao hon
va thoi gian bénh than man dai hon.'*®

Sau ghép than suy tim van 14 nguy co tim mach chinh lién quan dén nhap
vién trén BN sau ghép than.!3®

Trong két qua cua chiing toi, phan suét tdng mau that trai EF cai thién tir
63,02% trudc ghép tang 1én 5,63% sau ghép thanh 68,65% va thay d6i nay so
v6i thoi diém trude ghép cd v nghia théng ké (p<0,001) (bang 3.42).

Bang 4.8. So sanh phan suat tdng mau véi cac tac gia

Namazi | Naklinin | Nguyén Hirtu | Chau Minh o
EF Chung téi
M.H.2% B. Thinh® Tri%®
(%) (n = 140)
(n=47) | (n=140) (n=57) (n =168)
Truéc | 51,6 59+5 61,4+7,1 63,7 £6,5 63,02 + 7,43
ghép
Sau 53,7 6716 70,8+ 5,6 69,7+6,4 68,65 £ 5,00
ghép
p 0,001 | <0,001 < 0,05 < 0,001 <0,001

Nghién ciru Namazi M.H. (2010), trén 47 BN ghép than cho thay cai

thién c6 ¥ nghia phan suat tong méu that trai EF trudc ghép 51,6%, sau ghép
53,7% (p = 0,001).%
Theo két qua nghién ctru cua Naklinin B.5 (2012), trén 40 BN ghép than

cho thay ting c6 ¥ nghia phan suat tbng mau that trai EF trudc ghép (59 + 5)

%, sau ghép (67 £ 6) % (p <0,001) sau ghép than mot nam.

Cua tac gia Nguyén Hiru Thinh® (2013) cho thay EF trudc ghép la 61,4
*+ 7,1% tang 1én 70,8 £ 5,6 va c6 y nghia vdi p < 0,05.

Sau ghép than, EF cai thién theo thoi gian, tir két qua cua Kute VB nam

2014 cho thay ghép than trén BN c6 EF nén 1a 35% thi két qua twong duong

v6i EF binh thuong vé manh ghép va song con, nguyén nhan 1a do tinh trang
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EF duoc cai thién sau ghép than.®®” Sy hdi phuc d6 loc cau than va cai thién
tinh trang ure huyét cao dong vai trd quan trong trong viéc phuc hdi va cai thién
vé hinh thai va chirc nang co tim trén cac BN c6 bénh co tim do hdi chiing than
— tim man. Tuy nhién, trong nghién clru cua tac gia Xu B**® trén cac BN loc
mau dugc theo ddi trude va sau ghép than (voi thoi gian 13 338 ngay), vé stic
cing cua thit trai va that phai cho thay réi loan strc cing cua 2 that van con du
EF hoi phuc, két qua cho thay rdi loan dudi 1am sang vé co hoc co tim can thoi
gian danh gia theo d&i dai hon trén cac BN sau ghep.

Mot phan tich khac va ti 1& suy tim méi méc sau ghép than cia tac gia
Lenihan®® bao cao ndm 2018 cho thdy su giam 13 rét vé sy tién trién cua suy
tim m&i mac trén cac BN sau ghép than gitta nim 1998 va 2010.

Nghién ctru cta Fujikura K bao cdo nam 2018 cho thay sy giam sirc
ciang doc chu ghép lién quan dén bién ¢ tim mach va tr vong sau ghép. Stc
cing doc lién quan nhiéu dén ti 18 séng con khong bién c¢b sau khi hiéu chinh
cho tudi, gid1, chung toc, THA, dai thao duong, tién st suy tim hodc bénh mach
vanh va E/e’.

Tinh trang suy tim dugc cai thién sau ghép than thé hién qua chirc ning
co bop that trai, su hdi phuc nay lién quan dén hoi phuc chirc ning than, cai
thién huyét ap va giam qua tai dich dong thoi cai thién tinh trang ure huyét cao.
Tuy nhién van can thém cac danh gia chuyén sau vé cac rdi loan chirc ning tim
dudi 1am sang nham tbi uu cac diéu tri cho BN sau ghép than.*

Theo nghién ctru ctia Wali R.K.** (2005), trén 103 BN ghép than c6 suy
tim theo ddi sau 6 thang va 12 thang chic ning that trai ting c6 y nghia sau
ghép than véi EF trude ghép: 31,6+6,7% va sau ghép than 52,2+12,0%
(p<0,002).

Nghién ciru cho thay ghép than cé thé thuc hién & BN suy tim ¢ EF

giam ma khong c6 thiéu mau co tim. Ghép than 1am ting EF 86% BN va cai
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thién tinh trang chirc ning suy tim NYHA hon 2/3 BN. Ngay ca da sé6 BN ¢
EF< 20% trudc ghép c6 thé binh thuong sau ghép EF> 50%).14

Chtic nang tim cai thién phan anh qua trinh tu diéu chinh théng qua truc
than — tim trén cac BN c6 chiic nang than ghép hiéu qua, tir d6 cho thiy chirc
nang EF giam khong phai 1a mot chéng chi dinh tuyét ddi trén cac ddi tuong
BN cho ghép than khi di loai trir dugc cac nguyén nhan tir bénh tim nén. Tuy
nhién, can thém sy dénh gia vé stc cang doc co tim dé danh gia rd hon tinh
trang 1oi loan chirc nang tim trudc va sau ghép than.

4.3.3. Anh huéng cia thay d6i hinh thai va ciu trdc chire ning that trai
Ién ti 1 tir vong va mat chire ning than ghép

Theo thoi gian sau ghép than, nhiéu trudng hgp bénh nhéan di tir vong,
va ¢ trudng hop mat chirc ning than ghép. Su séng sot cua chic ning than
ghép va bénh nhan da dugc cai thién theo thoi gian. Poi véi than tir nhimng
nguoi hién chét, ti 16 séng sot sau 10 nam ctia manh ghép 1a 42,3% tir ndm 1996
dén 1999 va tang lén 53,6% tir nam 2008 dén 2011. Ti 1¢ séng sot sau 10 nim
ctia bénh nhan tang tir 60,5% trong giai doan 19961999 Ién 66,9% trong giali
doan 2008—-2011.%"

Céc cai thién nay van dat dugc du o su gia tang vé tudi tac, chi s6 khdi
co thé (BMI), tan suat mic bénh tiéu duong va thoi gian loc mau cua ngudi
nhan, cling nhu ti 1€ nguo1 nhan da dugc ghép than trude d6 cao hon. Déng thot
cac cai thién ciing di xay ra du c6 sy ting vé tudi cia ngudi hién than, vé ti 18
phan cac truong hop nhan than tir ngudi cho chét va bat ké muc twong hop hay
bat twong hop vé HLA trudc ghép.137142

Kha ning duy tri chirc ning manh ghép tir ngudi cho séng ciing dd duoc
cai thién, du tudi cta nguoi hién tang, khong bi &nh huéng muic d§ khang thé
phan tmg hoac su khong phu hgp cua HLA, va mac du da dugc ghép trude do

& nguodi nhan, va dong thoi trén nhitng nguoi nhén 16n tudi va yéu 6t hon cling
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nhu nhimg ngudi co bénh tiéu dudng va béo phi cling dugc bao toan chirc nang
than ghép 1au dai.”*#?

Trong két qua ctia chung t6i c6 22 truong hop (7,4%) bénh nhan tir vong
trong thoi gian theo doi sau ghép than dén thoi diém hién tai, va ¢ 16 truong
hop mat chirc nang than ghép (5,4%), trong d6 c6 1 trudng hop tir vong sau khi
mét chirc ning than ghép. Tong cac trudng hop vira mét chirc ning than ghép
va tr vong 1a 37 truong hop (12,5%) (bang 3.44).

O thoi diém 5 nam sau ghép, ti 18 tir vong 1a 5,1%, mat chic niang than
ghép 13 2,1%, va ti 1¢ song con cia than ghép con chiic nang 1a 92% (bang
3.45).

Ti 1¢ séng lau dai dugc bao cao & Hoa Ky thip hon so véi ti 18 dugc bao
c40 ngoai Hoa Ky. Vi du, ti 18 sdng sot sau 5 naim cua manh ghép ¢ Hoa Ky dbi
v6i ca ghép than ban dau tir ngudi cho chét va ngudi cho song lan luot 1a 72%
va 85%, so v6i 81% va 90% & Uc va New Zealand, 79% va 87% & Chau Au va
81 va 91% & Canada.®®

Céc cai thién quan sat dugc trong két qua dai han 1a do giam ti 18 thai
ghép cép tinh, k§ thuat ghép chéo duoc chudn bi trude ghép tét hon, danh gia
than trong ghép trao ddi cap cho céc tng vién c6 nguoi hién séng khong twong
thich, tim soat cac tinh trang nhiém vi-rat va diéu tri du phong bang thudc
khang vi-rat hiéu qua. Mot yéu t6 gop phan khac 1a vién phat trién hé théng
quan 1y y té ddi v&i cac trudng hop nhu: thai ghép cap, nhiém virus, ting huyét
ap, roi loan lipid mau, bénh tim mach va ung thu sau ghép tang.%®

Trong két qua cua chiing t6i cdc nguyén nhan gy tir vong thi nhiém
tring 14 nguyén nhan cao nhat chiém ti 18 68,1%, cic nguyén nhan con lai 1a
ung thu, dot qui va cac nguyén nhan khac véi cac ti 1€ 1a: 13,6%, 4,5% va 13,6%
(biéu do 3.9). Trong nguyén nhan nhiém trung thi tr vong do Covid-19 1 4

truong hop chiém ti 18 26,7% cac nguyén nhan do nhiém tring. Do nghién ctru
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cua chung t6i thyc hi¢n trong thoi gian dinh diém cua dich Covid-19 nén ti 1&
ttr vong bi anh huéng da phan do nguyén nhan bénh lay nhiém.

Theo bao céo cua thong ké ciia Uc va New Zealand (2020), nguyén nhan
chinh gay tir vong véi than ghép con chirc nang trong nam dau tién sau khi ghép
1a bénh tim mach (31%), nhiém tring (31%) va ung thu (7%). Sau nim dau
tién, nguyén nhan tor vong chinh 1a ung thu (29%), bénh tim mach (23%) va
nhiém tring (12%).°

Theo théng ké cua tac gia Ahmed'*® (2018), nguyén nhan tir vong trong
1 nim dau sau ghép than chiém ti 1é cao nhét 1a do tim mach ké dén 13 nhiém
trung va bénh 1y ac tinh.

Céc dir liéu ciia Uc bao céo ti 1¢ mat manh ghép hang nim va tir vong
v6i cac manh ghép con chirc ning 1an luot 1a 2,6 va 2,2 trén 100 truong hop
ghép-nam va ti 1& két hop 14 4,7 trén 100 truong hop ghép-nam. Trong nam dau
tién sau ghép, hau hét cac truong hop mat manh ghép 1a do cac van dé k¥ thuat
va bién ching mach mau (41% truong hop mat manh ghép), tiép theo 1a thai
ghép cép tinh (17%) va viém cau than (3%). Sau 1 nim, hau hét cdc manh ghép
bi mat 1 do thai ghép mén tinh (63%) va viém cau than (6%).3

Trong két qua ciia chiing toi, phan tich hdi qui da bién nham tim cac yéu
t6 nén gitp tién lwong nguy co tir vong va mat chirc ning méanh ghép. Cho thay
tudi nén tir 50 tudi trd 1én trude ghép lam ting nguy co t vong do moi nguyén
nhan sau ghép than 1én 3 1an (bang 3.46). Nhom BMI tir trén 23 ting nguy co
2,29 lan tir vong hodc mat chirc ning than ghép, p= 0,029 (bang 3.48). Trong
két qua cua chung t6i con ghi nhan nguyén nhan gy tir vong chiém ti 18 cao
nhat 12 nhiém triung: 68,1% (biéu d6 3.9). Pong thoi tudi tir trén 50 ciing ting
nguy co khoi phat dai thao duong sau ghép 1én 8 1an (bang 3.30), cho thiy cac
d6i twong ndy c6 nguy co nhiém tring tiém an cao va khé diéu tri néu co triéu

chung 10 rang.
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Két qua ctia chiing t6i cho thiy sau ghép véi chirc ning than ghép hoat
dong dd goép phan cai thién cac rdi loan do qua tai dich, tinh trang ure huyét
cao, On dinh huyét ap tot hon thé hién qua cac thay do6i 1am sang vé huyét ap
bao gdm tri s6 huyét ap tdm thu va tdm truong déu giam so voi trudc ghép, va
viéc giam sd loai thudc diéu tri ha ap dé kiém soat huyét ap. Phéan suit tong
mau thét trai ting hon sau ghép so voi trude ghép va ap luc dong mach phoi
tam thu giam sau ghép so véi trudc ghép cho thiy vai trd cua tryc than — tim
lén chirc nang tim khi than ghép c6 chirc ning. Su thoai trién phi dai that trai
cho théy su tai cAu trac tim theo hudng tich cuc, va su thoai trién nay co lién
quan dén gidi tinh, BMI nén truéc ghép va tinh trang kiém soat huyét ap trudc
ghép. Cac yéu t6 nén c6 nguy co anh hudng dén két cuc trén cac bénh nhan

dugc ghép than 13 tudi khi ghép tir trén 50 va BMI khi ghép tir trén 23.



130

HAN CHE PE TAI

Do day la nghién ctu quan sét c6 tinh chat hdi ctu nén:

- Thdng tin phu thudc vao hd so bénh an:

Nghién cttu khéng co tinh cach so sanh chuyén biét va khong khao sat
day du cac yéu té chuyén hoa vi phu thudc vao ho so luu triv

Nghién ctru khong khai thac dugc nguyén nhan bénh than man ciing nhu
cac yéu té nguy co tim mach bénh nén trén cac ddi tugng nghién cau

Do cac s liéu vé 1am sang: can ning, huyét 4p, mach, thube diéu tri va
xét nghiém mau vé sinh hoé hoi ctu trén ho so dién ra trong giai doan dich
bénh nén co truong hop khong day da va phu thudc nhiéu vao két qua trén ho
so. Khéng theo d&i huyét &p tai nha ciing nhu huyét 4p luu dong nén chua danh
gia day du vé huyét ap thay doi trudc va sau ghép.

Khong ghi nhan cac yéu t6 vé réi loan chuyén hoa xuong va canxi —
phosphor, cuong phd giap.

Théng tin vé siéu &m tim thu thap dya trén cac hinh anh in nhiét va phan
nhiéu bi phai theo thoi gian nén chi thu thap cac siéu 4m nao con day du thong
tin, va phu thudc vao bac si siéu am. Sau ghép than, siéu am tim khéng phai chi
dinh thuong qui, chi thuc hién khi c6 chi dinh caa chuyén khoa. Khong khao
sat dugc cong hudng tir tim 1a tiéu chuan vang dé dinh luong cau tric va chic
nang tim trong cac nghién cuu lam sang.

- Khéng c6 nhdm chang dé so sanh.
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KET LUAN

Qua két qua tir nghién ciru vé thay doi tim mach va chuyén hoa trén BN
ghép than tai Bénh vién Chg Ry tir thang 1/2014 dén thang 12/2017 ching toi
c6 296 BN trong d¢6 193 BN nam va 103 BN nit, d6 tudi trung binh 1a 35 tudi,
ching tdi rat ra mot sé két luan sau:

1. Cac thay ddi vé mét so yéu té nguy co chuyén hoa:

Tinh trang huyét 4p BN sau ghép than dugc cai thién voi:

- Huyét 4p BN 5 ndm sau ghép than (125,7 + 15,4/ 78,4 + 10,9 mmHg)
giam so vai trudc ghep (133,4 + 11,8/ 84,2 £ 9,1 mmHQ) ¢ y nghia
théng ké véi p < 0,001.

- Ti lé tang huyét ap khoi phét sau ghép 1a 65,71% (trén 35 BN khong
THA trudc ghép).

- Ti 18 tang huyét 4p hoi phuc sau ghép 1a 19,25% (trén 239 BN c6
THA trudc ghép) va nix giéi ¢ kha nang hdi phuc cao gap 2,64 lan
nam gidi, p < 0,005.

Két qua chiing toi ¢6 16 truong hop déi thao duong khoi phat sau ghép
than chiém ti Ié: 5,4%. Két qua cho thay: tudi trudc ghép tir 50 tro 18n va BMI
trudc ghép tir trén 23 1am ting nguy co mac dai thao duong khai phat sau ghép
than lan luot 12 8,36 va 3,24 14n véi p < 0,05.

Tinh trang thay doi chuyén hod lipid méau sau ghép:

- Ti ¢ tang triglyceride, tang LDL cholesterol sau ghép cao hon truéc

ghép va co ¥ nghia thong ké vai p < 0,01.
- Ti lé giam HDL cholesterol sau ghép thap hon so voi truéc ghép va
c6 v nghia théng ké véi p < 0,01.

So sanh giita nhém st dung cyclosporine va tacrolimus cho thay sau
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ghép:

BMI nhém sir dung cyclosporine cao hon ¢6 y nghia théng ké véi
p <0,05.

Tri sb trung binh cholesterol toan phan & nhém cyclosporine cao hon
c6 y nghia théng ké tai thoi diém 3 nam sau ghép, véi p = 0,006.

Tri sb trung binh HDL cholesterol & nhém cyclosporine thap hon c6
¥ nghia thng ké & thoi diém 5 nam sau ghép, véi p = 0,0086.

Tri sé trung binh triglyceride & nhém cyclosporine cao hon ¢ y nghia
théng ké & thoi diém 3 va 5 ndm sau ghép voi p < 0,05.

Tri s6 trung binh dudng huyét d6i & nhom cyclosporine cao hon cd y

nghia thong ké & thoi diém 3 va 5 nim sau ghép, vai p < 0,01.

2. Thay d6i vé hinh thai va chirc ning that trai trén siéu am tim sau ghép

than:

Céc thdng sé vé hinh thai va chiic nang that trai cho thay:

Phan suat tbng mau that trai trung binh sau ghép (68,65 + 5,0%) cao
hon trudc ghép (60,02 + 7,43%) véi p < 0,01.

Ti lé PDTT sau ghép 1a 35,7% thap hon truéc ghép 1a 87,9% véi p <
0,01.

Sy thodi trién phi dai that trai sau ghép lién quan dén gigi tinh, BMI

nén va tinh trang diéu tri huyét ap trudc ghép voi p < 0,05.

Yéu té anh huong 1én ti 1é tir vong va mat chirc nang than ghép:

C6 37 truong hop bénh nhan tir vong va mat chtrc nang than ghép
trong thoi gian diéu tri sau ghép chiém ti ¢ 12,5%.

Co 22 truong hop bénh nhéan tir vong trong thoi gian theo doi sau
ghép, nguyén nhan nhiém trang chiém ti 1& 68,1%, sau d6 13 nguyén

nhan ung thu, dot qui va cac nguyén nhan khac.
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Tuoi khi ghép than tir 50 tré 1én 1am tang nguy co tir vong 3,01 lan
sau ghép than vai p = 0,03.

BMI khi ghép than tir 23 tré 16n lam tdng nguy co tr vong hodc mat
chtrc nang than ghép 2,29 1an véi p=0,029.

KIEN NGHI

Cac bénh nhan bénh than man giai doan cudi ¢ huyét ap kho kiém
soat khi dugc diéu tri tir 3 loai thudc ha &p trd 1&n, kém vai tinh
trang phi dai that trai co thé xem xét ghép than som.

Can c6 ké hoach theo ddi dinh ky v&i do huyét p 24 gio tai nha trén
cac doi tugng bénh nhan khong ting huyét &p truéc ghép nham phét
hién som tinh trang ting huyét ap khoi phét sau ghép.

Diéu tri chdng thai ghép than vai nhém CNI nén xem xét sir dung
tacrolimus dé han ché céc roi loan chuyén hoa sau ghép so Vi
cyclosporine.

Cac bénh nhan khi ghép than tudi tir 50 trd 18n nén theo ddi chat ché
hon sau ghép nham phéat hién som tinh trang dai thdo dudng mai
khoi phét va cac bénh Iy vé nhiém tring anh huong dén nguy co tir

vong.
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PHU LUC

Phu luc 1:
Thubc &c ché mién dich sau ghép than:

Bao ton chirc ning than ghép va kéo dai doi séng than ghép chu yéu dua
vao thuéc UCMD tro thanh muc tiéu quan trong trong ghép than. Thuéc UCMD
dugc dung sém trudc mo, ngay tai phong mé, va hau hét BN phai ding kéo dai
trong sudt doi séng cua than ghép. Chon lua va diéu chinh thuéc UCMD thich
hop cho timg dbi twong, can bang giira loi ich chdng thai ghép va tac hai nhiém
tring co hoi, bénh 1y &c tinh sau ghép cling cac tac dung ngoai y ctia thude van
la mot thir thach ddi véi cac nha thuc hanh 1am sang ghép than.

Thuéc e ché mién dich ddn nhdp:

UCMD dan nhap 12 UCMD liéu cao, st dung sém trong md, ngay sau
ghép va trong vong 3-14 ngay sau ghép, khi nguy co thai ghép 1a cao nhat.

e Khang thé don dong khang thu thé IL-2: Basiliximab 20mg (phéac d6 2
lidu ngay mo, ngay 4 sau md) pha 100ml normal salin 9%0 truyén tinh
mach trong 30 phut 2 gio trudce ghép.

e Solumedrol 500mg tinh mach Iic md

Thuéc e ché mién dich duy tri:

Phéc d6 wrc ché mién dich duy tri 1a phac d6 phdi hop 3 thubc bao gdbm (1)
thudc nhom ac ché Calcineurin (Cyclosporine A, hoic TACROLIMUS); (2)
Thuéc nhém @c ché chuyén hoa (Mycophenolate mofetil (MMF), hoic
Azathioprine va (3) Prednisone.

e FK 506 + Mycophenolate mofetil + Prednisone

e Cyclosporine A + Mycophenolate mofetil + Prednisone

e Cyclosporine A + Azathioprine + Prednisone

e FK 506 + Azathioprine + Prednisone



Viéc can nhac chon lua thude dung, phac d6 ding tiy thudc vao:

1. Bat twong hop mién dich gitra ngudi cho va nhan than than

2. Nguy co thai ghép cip cao (PRA cao, ghép than lan 2, tién can truyén
mau trudc ghép).

3. Tac dung ngoai y cua thudc.

4. Bénh 1y co ban gay bénh than man.

5. Céc bénh noi khoa khéac di kém trudc va sau ghép (nhiém CMV, viém
gan, bénh 1y ac tinh...)
Cé4c loai thudc trc ché mién dich sir dung:
a. Thudc irc ché calcineurin (Calcineurin inhibitor, CNI): la thuéc nén tang
ciia nhom e ché mién dich

- Cyclosporine A (Cyclosporine):

Liéu dung 3-6 mg/kg/ngay, chia l1am 2 liéu uéng céach 12gio.

Phéc d6 Cyclosporine kinh dién: nong d6 Co 200 (150- 300) ng/mL trong
3 thang dau tién sau ghép, giam dan con 100- 200ng/mL sau do.

Phéc d6 Cyclosporine liéu thap (nghién citu SYMPHONY) trén nhiing
dbi twong c6 nguy co thai ghép thap: liéu Cyclosporine 1-2mg/Kg/ngay chia
lam 2 liéu, duy tri nong d6 Co 75 (50-100) ng/mL sau ghép

- Tacolimus (TACROLIMUS):

Liéu dung 0,15-0,3mg/Kg/ngay chia lam 2 liéu ubng cach 12 gio

Phéc d kinh dién: nong do Co dao dong 10-13ng/mL, giam dan con 6-
8ng/mL sau 3 thang

Phac d6 TACROLIMUS liéu thap: Trén nhiig dbi tuong nguy co thai
ghép thap, ding phac ¢6 TACROLIMUS liéu thap 0,1mg/Kg/ngay chia lam 2
lan uéng céch 12h, sao cho Co 5 (3-7) ng/mL



b. Nhém thuéc chéng ting sinh hodc chéng chuyén hoa (antimetabolite)

- Mycophenolate mofetil: 1,5- 2g/ngay, chia 1am 2 liéu mdi 12 gio (dang
enteric —coated (Myfortic*, Roche, vién 180mg va 360mg) c6 chi dinh dung
trén BN tiéu chay nhiéu khdng dung nap Cellcept, liéu dung 720mg/lan x 2
lan/ngay

- Azathioprine: 2mg/ngay, 2 1an trong ngay (8:00 va 20:00)
c¢. Nhém Mammalian Target of Rapamycin inhibitor (nhém zc ché mTOR)

Sirolimus va Everolimus

Liéu dung sirolimus: 9mg/ngay trong 3 ngay, sau d6 giam con 3mg/ngay
va diéu chinh liéu sao cho Co 3-8ng/mL

Khéng c6 chi dinh dung trong giai doan som do cham lam lanh vét
thuong,

Uu tién chon trén BN cé hoi chimg tang sinh lympho bao sau ghép, va
chon lra dung thay thé cho MMF hoic Cyclosporine trong thai ghép man
d. Corticosteroids:

Diéu tri giam liéu dan sau mé tdy theo dién tién cai thién chirc nang than

Ngay hau phau 1: Methyprednisone 500mg

Ngay hau phau 2: 250mg/ngay

Ngay hau phau 3: 125mg/ngay

Sau d6, giam liéu dan con 80mg va sau tuan dau c6 thé chuyén sang
thudc udng néu dién tién thuan loi. Prednisone (vién 5mg) udng 40mg/ngay,
giam liéu dan con 5-10mg/ngay sau 3 thang. Nhimng ddi twong twong dong vé
mién dich, viém gan siéu vi B, C, nhiém CMV, c6 nhiéu tac dung phu cua

steroid c6 thé ngung som steroid, sau vai tuan hoic vai thang sau ghép.



Theo déi diéu tri thuéc wc ché mién dich:

Véi nhom e ché calcineurin: Cyclosporine va TACROLIMUS, can theo
déi nong do thudc ¢ thoi diém 12 gio sau lidu thude cudi cling cua ngay trudc,
nong do triing (trough level), con goi 14 Co. Véi Cyclosporine, ngoai Co, can
theo d&i thém C2 1a ndng do6 thube 2 gio sau udng thude. FK 506 chi can Co.

Thoi diém do ndng d6: (1) ngay sau ghép mdi ngay, sau d6 c6 thé mdi 2
ngay hoic 1au hon cho dén khi dat nong d6 triing muc tiéu, (2) khi thay doi
thuéc UCMD hoic ding thudc c6 thé anh huong 18n nong do thude; (3) khi BN
suy than cap, ma nghi ngo do thai ghép cap hoic do ngd doc thude

Can theo d&i moi tac dung phu cta thudc tac dung 1én toan than hozc cho
co quan uu tién

Can nhac diéu chinh liéu thudc sao cho giam thiéu tac dung phu va toi
uu hoa hiéu qua UCMD, giam thiéu cac bénh gay ra do UCMD qué mic, quan
trong nhat 1a nhiém trung co hoi, va tang sinh lympho bao sau ghép.

U'c ché mién dich trong thai ghép cap:
Thdi ghép cdp té bao:

Sau khi c6 chan doan thai ghép cap (TGC), dua vao 1am sang, can 1am
sang, va sinh thiét than dé c6 xac dinh chan doan (néu co), loai trir nhitng
nguy@n nhan suy than cap khac trén BN ghép than. BN duoc diéu tri thai ghép
cap:

Pulse corticosteroids, liéu cao 0,5g/ngay x 3 ngay, hoic liéu thap
(0,25g/ngay trong 3 ngay) hon tuy theo tinh trang bénh Iy ndi khoa di kém va
kha nang dung nap cua BN véi liéu cao steroid, va mic ¢ nang caa thai ghép
cap. Néu khong dap ung vai steroid, hodc TGC téi phat, can nhic dung OKT3.

Cham héi phuc chite niang manh ghép c6 thé do nhiéu nguyén nhan (bang
2) trong d6 quan trong nhat 1a 3 nguyén nhan: (1) thai ghép cép, (2) hoai tir 6ng

than cap va (3) ngo doc thudc nhdm @c ché calcineurin inhibitor. Viéc phan



biét 3 nguyén nhan nay thudng kho, va doi khi can su hd trg caa sinh thiét than

dé c6 chan doan xac dinh (biéu do 2). Viéc tam soat cac ddi twong co nguy co

cao cua thai ghép cap (bang 4) hoic nguy co DGF gitip dinh huéng chan doan.

Céac nguyén nhan gay cham hai phuc chiee ning manh ghép:

Trwoéc than Tai than Sau than
- Giam thé tich tuan - Hoai tir 6ng than cap (thuong | _ g2 e tiét nieu/ 1o
hoan nang, ha huyét &4p | gap nhat) it nicu '
trong va sau mé - Thai ghép téi cip (hiém) '
- Huyét khéi dong - Thai ghép cap chdng trén nén
mach than hoai tir dng than cap

- Ng6 doc cyclosporine A (kem
hoac khong kém hoai tir 6ng

than cap)

CAac yéu t6 nguy co ciia chdm héi phuc chire niang manh ghép:

1.

tudi)

7.
8.
9.

BN nam

. Nguoi da den
. Thoi gian chay than nhén tao kéo dai trudc ghép

2
3
4.
5
6

Panel phan (ing khang thé (PRA) cao

. S6 luong HLA mismatch cao

. Than ghép tir nguoi chét (ECD, ngung tim, nguoi cho than trén 50

Thoi gian thiéu méu lanh (CIT) kéo dai
Thai gian ndi mach méu kéo dai

Ha huyét &p trong va sau mé

10. Dung cyclosporine liéu cao sau ghép




CA&c yéu té nguy co cua thdi ghép cdp:
1. S6 lwong khang nguyén HLA bat tuong hop (A)
2. Nguoi nhan than tré (B)
3. Nguoi cho than Ion tudi (B)
4. Nguoi da den (B)
5. PRA >0%
6. C6 hién dién khang thé khang HLA ngudi cho (B)
7. Bat tuong hgp nhém méau ABO (B)
8. Tri hodn churc nang than ghép (B)
9. Thoi gian thiéu mau lanh (C)



Phu luc 2

PHIEU THU THAP SO LIEU NGHIEN CUU

I. Hanh chinh

Namsinh: ...,

I1. Tién sir tiing huyét ap va dai thao dwong trudc ghép than

Ho t8n BN (18N VIEL tAt): ....oeee ettt

Gidi: 0. Nam

1. N

Co (1)

Khong (0)

THA

Dai thao duong

I11. Tién sir suy than va ghép than

Thai diém phat hién suy than:

Thoi diém loc than:

Thoi diém duoc ghép than:

IV. Dién tién 1am sang

Thong sb

Pon vi

Thoi diém
trudc ghép

3 thang
sau XV

1 nam
SG

3 nam
SG

5 nam
SG

Chiéu cao

m

Can nang

Kg

Mach

L/phat

Huyét Ap

mmHg

T Vong

Ngay
(n/nhén)

Suy than phai
CTNT lai

Ngay




V. Két qua xét nghiém

Cyclosporine

Thong sé Pon vi Th(‘fi diém 3thang | 1 nim 3 nim 5 nim
truéc ghép SG SG SG SG

Hgb g/L
Hct %
Puong huyét déi | mg/dL
HbAlc %
BUN mg/dL
Creatinine/ mau | mg/dL
eGFR ml/ph/m? da
AST U/L
ALT U/L
Cholesterol TP mmol/L
HDL-C mmol/L
LDL-C mmol/L
Triglyceride mmol/L
Natri mmol/L
Kali mmol/L
Magie mmol/L
Acid uric
Bam niéu
Hong cau
Bach cau
Tacrolimus/




VI. Két qua hinh anh hoc

1. Siéu am tim:

Thong sé Don vi ;ﬂg’;;‘ﬁ; 1ndmSG | 3nimSG | 5nim SG
IvVSd mm
LVvDd mm
LVPWd mm
IVSs mm
LVDs mm
LVPWs mm
EF %
PAPs mmHg
2. Di¢n tim d6:
Nhip Xoang (+/-)
Tan s lan/pht
SV1 + RV5 hoic RV6 mV
(R cao hon)




VII. Cac thude diéu tri bénh Iy nén dang c6

Nhém Do vi Trwéc | 3thang | 1nim 3 nam 5 nam
ghép SG SG SG SG
Ut ché canxi DHP Tén thudc
Ut ché canxi non DHP Tén thudc
Ut ché kénh Beta Tén thudc
Uc ché men chuyén Tén thudc
Uc ché thu thé men chuyén | Tén thudc
Statin Tén thudc
Fibrate Tén thudc
Khang dong Tén thudc
Khéng tiéu cau Tén thudc
Nitrate Tén thudc
Loi tiéu Tén thudc
Digoxin Tén thudc
Ut ché kénh IF Tén thudc
Metformin Tén thudc
Sulfonylureas Tén thudc
DDP4i Tén thudc
SGLT2i Tén thudc
GLP1la Tén thudc
Insuline Tén thudc
Khac Tén thudc
VIII. Céac thube diéu tri &c ché mién dich dwong udng dang sir dung
Nhom Pon vi 3thang SG | 1 nam SG | 3 nam SG | 5 nam SG

(Corticoid) | Tén thubc

(MMF) Tén thubc

(CNI) Tén thubc

(m-TOR) Tén thubc




