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Ghép than 1a mot phuong phap diéu tri hiéu qua nhat trong diéu tri bénh than man giai doan cudi.
Than dé ghép co thé tir ngudi cho séng hay chét ndo. Nhitng nghién ctru da ching t6 ring ghép than lam
giam ty 1& tir vong va chat luong séng hon so v6i loc mau chu ky. HLA 14 xét nghiém co ban nhét cua
ghép than. Muc tiéu nghién ctru: Tinh hinh sir dung thudc va trc ché mién dich, nhiing tic dung phu ciia
thudc va cac bién chimg sau ghép than. Poi twong va phwong phéap nghién ciru: 66 bénh nhan duoc
ghép than tai Bénh vién TW Hué tir thang 11/2013 dén thang 09/2014. Nghién ciru theo phuong phap
ghép ca mo ta cat ngang két hop tién ciru. Két ludn: Co 3 bénh nhéan phai ghép cay va 4 bénh nhan phai
ghép man. Bién ching chi gip & nhém bénh nhan sau ghép 1 nam 1a dai thao duong, tiéu chay, thuy dau,
giam tiéu cau. Tang acid uric mau gap 39,4%, viém gan do thudc 12,1%. Sau ghép than, c6 13,6% nhiém
trung dudng tiéu, khong c6 trudng hop nio suy tim.

Tir khéa: ghép thin, irc ché mién dich, bién chirg.

Abstract
STUDY THE STATUS USING IMMUNOSUPRESSANTS, SIDE EFFECTS OF
IMMUNOSUPRESSANTS AND COMPLICATIONS
ON RENAL TRANSPLANTATION PATIENTS
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Renal transplantation is the most effective therapy in treatment the end stage renal disease. Donated
kidney can be transplanted from living donors or brain dead donors renal transplantation reduces the mortality
and life quality versus hemodialysis. HLA gene is the most basic examination in renal transplantation.
Objectives: to study the status of using the immunosupressants, side effects of immunosuppressants and
complications on renal transplantation patients. Materials and Methods: 66 patients at Hue Centre Hospital
from 11/2013 - 9/2014 . A Cross-sectional and prospective study. Results and conclusions: 3 patients had
acute renal rejection and 4 patients had chronic renal rejection. The complications in the groups transphlanted
over 1 years were diabietes, diarrhea, varicella, thrombopenia. Hyperuricemia was 39.4%, drugs hepatitis was
12.1%. After renal transplantation, were 13.6% had urinary infections, no case of heart failure was domanted.

Key words: renal transplantation, immunosuppressants, complications.

1. DAT VAN PE va cua nganh than hoc, niéu hoc, mién dich hoc noi
Ghép than dwoc xem 1a phuong phap didu tri  riéng. Nho nhirng hidu biét vé co ché thai ghép va
thay thé than suy giai doan cudi hiéu qua nhat. nhitng phat minh cac thudc giam mién dich mai,
Ghép than 1a dinh cao tién bo ciia y hoc néi chung  ghép than c6 nhiéu thanh cong. Theo Wolfe thi sau
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3 dén 4 nam sau ghép than thi ty 1¢ tir vong giam
bt 68% so véi loc mau chu ki. Trén 50 nam ke tir
thanh cong hai truong hop ghép than ¢ Boston cia
Joseph Murray giira nhitng anh chi em sinh do6i
khac trimg, trén thé gidi da co trén 400.000 truong
hop ghép. Cung voi su ra doi cia cac loai thube
mién dich méi nhu Cyclosporin A vao nhiing thap
nién 1980 da cai thién dang ké ty 1 thai ghép ¢
bénh nhan ghép than. Theo tac gia Sobl Mohamed
A. ty 18 than ghép sdng 1a 90-95% sau nim thir
nhit va 60-70% sau nim thir ndm va ty 1& nay s&
cang tang hon nita v6i su ra doi cac thude e ché
mién dich méi. O Viét Nam tir 1992 da tién hanh
ghép than va tai Bénh vién Trung wong Hué di tién
hanh ghép than tir nam 2001 dén nay da c6 nhiéu
két qua dang ké. Hién nay ciing chua c6 nhiéu dé
tai nghién ciru vé tinh hinh sir dung thudc trc ché
mién dich trén bénh nhan ghép than. Viéc lya chon
cip ghép phu hop ciing nhu st dung thude tre ché
mién dich hop 1y s& lam ting ty 1 thanh cong cua
viéc ghép than [1], [3], [6].

Do d6 chung toi tién hanh nghién ciru dé tai
“Nghién ctru tinh hinh st dung thudc chong thai
ghép, tac dung phu cua thube chdng thai ghép va
bién chuing ¢ nhitng bénh nhan sau ghép than”
nham hai muc tiéu sau:

1. Tim hiéu tinh hinh siv dung thuoc chong
thai ghép sau ghép thdn tai Bénh vién Trung
wong Hué.

2. Khado sdt tdc dung phu ciia thuéc chong thai
ghép va bién chirng sau ghép than.

2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twong

Déi tuong nghién ciru gdm 66 bénh nhan suy
than man giai doan cudi, d3 duoge ghép than trude
va trong thoi gian nghién ctru, tai Bénh vién Trung
wong Hué. Nhitng bénh nhan nay duoc theo doi va
diéu tri sau ghép tai Bénh vién Trung wong Hué.

2.1.1. Tiéu chudn chon bénh

- C4c bénh nhén suy than man giai doan cubi
dugc ghép than va theo doi diéu tri sau ghép lién
tuc tai Bénh vién Trung wong Hué.

- Pong ¥ tham gia nghién ctru.

2.1.2. Tiéu chudn loai triv

- Nhitng truong hop ghép than tai nudc ngoai

dugc theo doi tai kham tai Bénh vién Trung
uong Hué.

- Nhitng bénh nhén khoéng theo ddi lién tuc
sau ghép.

2.2. Phwong phap nghién ciru

- Phuong phap nghién ctru cit ngang két hop
tién ctru.

- Thoi gian nghién ctru: tir thang 11/2013 dén
thang 9/2014.

- Dia diém nghién ctru: tai Khoa N¢i Thén - Co
xuong khép BVTU Hué.

- Trude ghép: tit ca cac bénh nhan nhéan than
va nguoi hién than déu dugc tuyén chon chat
chg, day du truéc ghép theo quy trinh ghép than
ciia Bo Y té quy dinh.

- Phac do dung thubc chdng thai ghép:

+ Trude lac phau thuat: Cyclosporin A (CsA) :
liéu 4mg/kg/ngay, 2 ngay trudc mod, Mycophenolate
mofetil (MMF) 1g/ngiy 2 ngay trudc md

+ Trong luc phau thuat:
250mg
Basiliximab (Simulect ) 20mg truyén tinh mach.

Methylprednison
(solumedrol): truyén tinh  mach,

+ Sau ghép:

e CNI + Azathioprin + Prednisolon

e CNI + Mycophenolate mofetil (Cellcept) +
Prednisolon

+ Calcineurin inhibitors (CNI) gdm:

- Cyclosporin A (CsA) : lidu 7mg/kg/ngay
bang dudng ubng va theo ddi C0,C2 dé chinh li¢u
thudc.

- Tacrolimus (T) lidu trung binh 3-4mg/ngay
va theo ddi ndng d6 thube dé chinh lidu thude.

+Methylprednison (solumedrol): J1: 125mg
tiém tinh mach; J2-J16: prednisolon (P) udng liéu
0,3mg/kg va giam liéu dan theo phac d6 0,25mg/
kg/ngay tr ngay thu 16-30; 0,17mg/kg/ngay vao
thang thir 2 va thir 3 sau d6 giam lidu.

+ Mycophenolate mofetil (MMF) 1g/ngay
hodc azathioprine (AZA) 2mg/kg/ngay st dung
sau ghép nhu lic ghép va diéu chinh liéu luong
cha yéu theo ddi chirc ning gan va cong thirc
bach cau.

Simulect sir dung lidu nhu khi ghép vao ngay
thir 4 sau ghép.

Ghi nhan céc tac dung phu (da day rudt, tiéu chay,
phi dai loi...) ciing nhu bién chimg c6 thé gip sau
ghép.
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3. KET QUA NGHIEN CUU

3.1. Dic diém chung

3.1.1. Tuoi va gidi ciia ngwoi nhin théin

Bang 3.1. Tudi va gidi tinh ciia ngudi nhan than

Giéi X +SD Tudi 16n nhat Tubi nhé nhat n %

Nam 38,19 + 12,38 63 18 54 81,8
Nit 39,50 + 12,07 65 21 12 18,2

Téng 38,42 + 12,24 65 18 66 100

Nhdn xét: Tudi trung binh cta nhom nghién ctru 1a 38,42 + 12,24. Tudi 16n nhat 13 65 tudi, tudi nho
nhét 1a 18 tudi. Tudi trung binh clia nam va nit khac nhau khong cé y nghia thong ké (p>0,05). Nam gi6i

chiém da s6 81,8%.

3.2. Tinh hinh sir dung thudc chéng thai ghép sau ghép than

3.2.1. Phdc do diéu tri thuéc irc ché mién dich sau ghép

Bang 3.2. Phac d6 thudc trc ché mién dich sau ghép

Phac db n %
CsA-AZA-P 2 3,0
CsA-MMF-P 57 86,4

T-MMEF-P 7 10,6

Téng sb 66 100

Nhdn xét: Phac @6 CsA-MMEF-P 1a phac do st dung nhiéu nhét chiém ty 1& 86,36%, CsA-AZA-P 1a

phac d6 it duoc sir dung nhat.

3.2.2. Chirc nang thin va néng d¢ mét sé chit sau ghép 6 thing

Bang 3.3. Chirc niang than va ndng d6 mét sb chat sau ghép

Chi s6 Nhém Cyclosporine Nhém Tacrolimus
X+SD X*SD P

Ure (mmol/L) 6,39 + 1,63 5,80+ 1,47 >0,05
Creatinin (umol/L) 120,42 +£27,54 100,14 +21,49 >0,05
MLCT (ml/phtt/1,73 m?) 55,78 £ 13,45 64,32 + 12,51 >0,05
CHO (mmol/L) 5,73 £1,59 5,39 +£0,48 >0,05
TRI (mmol/L) 3,58 +1,35 3,14+ 0,90 >0,05
HDL-C (mmol/L) 1,48 £0,48 1,47 +£ 0,44 >0,05
LDL-C (mmol/L) 3,04 £ 1,66 2,44 +£0,53 >0,05
A.uric (umol/1) 391,78 £ 90,93 388,14 + 75,32 >0,05
Glucose (mmol/L) 5,64+ 1,07 5,95+ 0,59 >0,05
ASAT (U/L) 23,07 + 12,81 29,00 + 9,54 >0,05
ALAT (U/L) 21,69 + 14,49 21,29 £ 5,41 >0,05

Nhdn xét: Churc nang thén va cac chi s sinh héa mau giira hai nhém diéu tri v6i Cyclosporin va

Tacrolimus khong c6 khéac biét ¥ nghia thong ké.
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3.2.3. Tdc dung phu ciia thuéc chong thii ghép, bién chirng sau ghép thin

Bang 3.4. Tac dung phu cta thudc chdng thai ghép

i <1nim >1 nam Chung

Bién chirng n % . v p
n %o n

Viém loét DD-TT 2 4,7 2 8,7 4 6,1 >0,05
Tiéu chay 0 0 3 13,04 3 4,5
Phi dai lgi 0 0 2 8,7 2 3,0
bai thao dudng 0 0 1 4,35 1 1,5
Tang acid uric mau 13 30,2 13 56,5 26 39,4 > 0,05
Viém gan do thudc 4 9.3 4 17,4 8 12,1 > 0,05
Giam bach cau 0 0 1 4,34 1 1,5
Giam tiéu cau 0 0 2 8,7 2 3,0
Thiy dau 0 0 1 4,34 1 1,5
Tong sb 43 23 66

Nhdn xét: Tang acid uric mau, viém gan do thudc, viém loét da day khéac biét khong c6 y nghia thong

ké giita nhom ghép < 1 ndm va nhém trén 1 nam. Ty 1¢ tang acid uric mau chung 14 39,4%. Nhiing bién

chirng chi gép 6 nhom trén 1 nam la dai thao duong, tiéu chay, phi dai loi, giam bach cAu, giam tiéu cau,

thiy dau.

3.2.4. Mt s6 bién chirng sau ghép

Bang 3.5. Mot s6 bién ching sau ghép

Ty 18
Triéu ching

n %
Phu 3 4,5
Nhiém trung dudng tiéu 9 13,6
Viém phoi 2 3,0
Suy tim 0 0

Nhdn xét: Sau ghép c6 9 (13,6%) bénh nhan nhiém tring dudng tiéu trong d6 c6 nhitng trudng hop

vi khuan da khang thuoc, khong con bénh nhan nao bicu hién 1am sang suy tim.

3.2.5. Vin dé thii ghép

Bang 3.6. Ty 1¢ thai ghép

Thai ghép n %o
Thai ghép tdi cip 0 0

Thai ghép cip 3 4,5
Thai ghép man 4 6,1

Nhdn xét: Trong 66 bénh nhan duoc ghép thi ¢ 3 (4,5%) bénh nhan thai ghép cép sau khi duoc diéu
tri voi methylprednisolone thi chirc nang than da hoi phuc sau d6. 4 bénh nhan thai ghép man chu yéu

0 nhom ghép trén 2 nam.
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4. BAN LUAN

- Tinh hinh sir dung thudc chong thai ghép

Hai thudc trong nhém CNI ¢6 ty 1¢ sir dung khéc
nhau, Cyclosporine (Neoral) dugc ding nhiéu véi
57/66 (86,36%) bénh nhan con Tacrolimus (Prograf)
it dugc str dung hon (7/66 truong hop). Trong nghién

ctru clia chung t6i thi BMI, huyét ap va ndng d6 cia
céc chat gitra nhom ding Cyclosprine va Tacrolimus
chua thdy c6 su khac biét théng ké. Tuong ty nghién
ctru ctia Nguyén Thi Hoa [2].

So sanh v&i mot sb tac gia vé néng do mot sb
chét trong huyét thanh nhu bang sau:

Bang 4.1. So sdnh ndng d6 mot s6 chit theo thude

, Chung toi Nguyén Thi Hoa
Chi sb . . - .
Cyclosporine Tacrolimus Cyclosporine Tacrolimus
Creatinin 120,42 + 27,54 100,14 + 21,49 127,4 +29,1 106,8 + 35,1
(pmol/L)
MLCT 55,78 £ 13,45 64,32 + 12,51 66,7+ 17,4 71,7+21,0
Cholesterol 573 +1,59 539+ 0,48 5,06+ 1,34 4,99 + 1,86
(mmol/L)
Triglycerid 3,58 + 1,35 3,14+ 0,90 1,97 0,79 2,29+ 1,32
(mmol/L)
HDL-C (mmol/L) 1,48 £0,48 1,47 £0,44 1,3+0,42 1,39 £ 0,53
LDL-C (mmol/L) 3,04+ 1,66 2,44 £0,53 2,88+ 1,1 2,67+1,38
Acid uric 391,78 £ 90,93 388,14 + 75,32 4419 + 83,9 383,1 £82,3
Glucose (mmol/L) 5,64+ 1,07 5,95+ 0,59 4,88 £0,93 485+1,2
ASAT (U/L) 23,07 £ 12,81 29,00 £ 9,54 28,5 £ 30,9 30,4 £ 18,3
ALAT (U/L) 21,69 + 14,49 21,29 £ 5,41 23,3 +£20,6 31,3+24,1

Theo Almawi va Kakiske thi Tacrolimus la
giam c6 y nghia dot thai ghép cap, mat chiic ning
than ghép so voi sit dung cyclosporine. Theo
Kakiske thi ty 1€ dai thao duong sau ghép & nhom
Tacrolimus (12-20%) cao hon & nhom sir dung
CsA (2-4%)), tang cholesterol mau cao hon & nhém
st dung CsA (14,5-31,9%) so vai Tacrolimus (7,8-
17,5%). Trong nghién ciru ctia chung t6i mac du
nong d trung binh cla creatinin mau ¢ nhom
dung cyclosporine cao hon nhoém dung Tacrolimus
nhung su khéac biét chua co ¥ nghia thong ké do
s6 lugng dung Tacrolimus con qua it, do d6 can
nhirng nghién ctru v6i ¢& mau 16n hon, thoi gian
theo doi dai hon ntta [4], [7], [8].

CNI vén 1a nhom thubc chdng thai ghép co
ban trong diéu tri chng thai ghép du hién nay da
ra di nhidu nhom thude mai, ty 18 sir dung phéc
dd v6i CNIs 1a 94%. Tén goi xuat phat tir co ché
tac dong cua thudc, calcineurin 1a mot phophatse
phu thudc calcium va calmodulin, thuéc CNIs
trc ché calcineurin bang cach canh tranh khi gan

véi phan tir ndi bao (Cyclosporine - cyclophylin
va Tacrolimus - FKBP12) tric ché phosphatase
kich hoat calcineurin. Két qua 13 e ché qua trinh
chuyén ma ciia IL-2 va hoat hoa té bao lympho T.
- Poc tinh trén than ciia nhém thudc CNI
(Cyclosporine, Tacrolimus) da dugc chirng minh
qua rat nhidu nghién ciru theo nhing co ché nhu
lam ting san xuét cac yéu t6 gay co tiéu dong mach
dén (endothelin, thromboxane), giam tao cac yéu
t6 gidn mach (prostacylin, prostaglandin E,, NO)
va hoat hoa hé Renin - Angiotensin (truc tiép hoac
gian tiép) [5]. Piéu nay phan nao giai thich cho sur
gia ting ndng d6 creatinin huyét thanh theo thoi
gian sau ghép, ty 1¢ bénh nhan c6 mirc loc cau than
<60 ml/phat/1,73m?1a 37,5% va 2 truong hop thai
ghép man trong nghién ctru ciia chiing toi. Nhiéu
nghién ctru téng hop cho thdy Tacrolimus c6 wu
diém hon CsA trong chdng thai ghép, it tac dung
phuy tuy nhién khong cai thién thoi gian song [4].
- Bién chirng 1dm sang khac nhau tuy theo
thudc chong thai ghép, phi dai loi hay gap khi
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diéu tri voi CsA (5,3 - 6,2% va 8,7 - 9,7%) so voi
Tacrolimus (0,5 - 1,3% va 0 - 0,5%), bién chung
vé tiéu hod hay gip do Tacrolimus nhu tiéu chay
22 - 44%, tdo bon 31 - 35%, ndén 13 - 29%. Trong
nghién ctru ctia chiing t6i phi dai 1oi ty 1€ 4,04%,
tiéu chay 3,03%. THA sau ghép la kha cao do
93,9% bénh nhan sau ghép c6 sir dung thude diéu
tri THA cao hon vdi téng két tir nhidu nghién ciru
cua tac gid Bertram LK (41 - 82%) [7].

5. KET LUAN

Trong khoang thoi gian nghién clru tir thang
11 ndm 2013 dén thang 9 nam 2014 trén 66 bénh
nhan suy than man giai doan cudi da duoc ghép
than va diéu tri sau ghép tai Khoa N¢i Than — Co
xuong khép, Bénh vién Trung uong Hué, ching
t61 rut ra mot s két luan sau:

- Phac d6 CsA-MMF-P la phac d6 s dung

nhiéu nhét chiém ty 1¢ 86,4%, C-AZ-P 1a phac d6
it dugc sur dung nhét

- BMI, huyét ap, chtrc ning than, men gan, bilan
lipid, acid uric, duong mau khong thdy c6 su khac
biét gilta hai nhém Tacrolimus-Mycophenolate
mofetil-Prednisolone va CyclosporinA-
Mycophenolate mofetil-Prednisolone.

- Nhitng bién chimg chi gap ¢ nhém trén 1 ndm
la dai thao duodng, ti€u chay, phi dai lgi, gidm bach
cAu, giam tiéu cau, thuy dau. Ty 1¢ tang acid uric
mau 1a 39,4%, viém gan do thudc 1a 12,1%.

- Sau ghép c6 9 (13,6%) bénh nhan nhiém
tring duong tiéu trong d6 c6 nhimg trudng hop vi
khuan da khang thudc, khong con bénh nhan nao
biéu hién 1am sang suy tim.

- Trong 66 bénh nhan dugc ghép thi c6 3
(4,5%) bénh nhén thai ghép cip, 4 bénh nhén thai
ghép man.
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