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TOM TAT

Muc tiéu: Nhan xét mot sé dac diém 1am sang, can l1am sang va mé bénh hoc (MBH) &
bénh nhan (BN) suy gidm chirc nang than ghép (CNTG) c6 ngd doc cip thubc e ché
calcineurin (calcineurin inhibitor - CNI). Déi tweng va phwong phap: Nghién ctru mo ta cét
ngang 81 BN suy giam CNTG dwoc sinh thiét than tai cac thoi diém khac nhau, trong dé tap
trung vao BN dwoc chan doan cé biéu hién ngd doc cap tinh thubc CNI trén MBH tai Bénh vién
Quan y 103 tir thang 5/2019 dén hét thang 12/2020. Nhan xét dac diém tudi, gi¢i tinh, can 1am
sang va cac ton thwong MBH trén manh sinh thiét than sau ghép cta BN ngd doc thudc CNI
cép trong qua trinh diéu tri. Két qua: Trong sb BN nghién ctru, BN nam chiém chi yéu (80,2%).
Nguyén nhan cha yéu cta gidm CNTG Ia thai ghép cép, 7/81 BN (8,64%) c6 biéu hién ngd doc
cép CNI trén MBH. T4t ca BN ngd doc CNI déu diéu tri bang tacrolimus va cé dén 71,43% BN
¢6 ndng do tacrolimus huyét thanh trong gi¢i han binh thwong & thoi diém sinh thiét than ghép.
Biéu hién ngd doc cap tinh CNI trén MBH chi yéu 1a hién twong xuét hién khéng bao trong bao
twong té bao biéu mé éng lwon gan (100%), trong khi khéng bao trong bao twong té bao co
tron déng mach chi chiém 14,29%. Khéng c6 sw khac biét cé y nghia théng ké vé cac chi sb
can lam sang & nhém BN ngod doc cap tinh CNI don thuan va nhém cé két hop thai ghép. Két
luan: Biéu hién tén thuwong trén MBH véi sw xuat hién cac khong bao trong bao twong té bao
biéu mé éng than gdp & 100% sé BN c6 ngd doc cip tinh CNI trong nghién clru.

* Tor khéa: Ngd doc cép thube tre ché calcineurin; Ghép than; Suy giam CNTG.

Comments on some Clinical, Subclinical, Histopathological
Features of Post Kidney Transplant Dysfunction Patients Used
Calcineurin Inhibitor

Summary

Objectives: To comment some clinical, subclinical, histopathological features of post kidney
transplant dysfunction patients diagnosed as acute calcineurin inhibitor (CNI) nephrotoxicity.
Subjects and methods: A cross-sectional descriptive study on 81 patients with impaired kidney
transplant function who had biopsy at different times, in which the study focused on patients
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diagnosed as acute CNI nephrotoxicity on histopathology at Military Hospital 103 from 5/2019 to
12/2020. Remark on age, gender, combined lesions, subclinical and histopathological features
on post-transplant kidney biopsy pieces of patients. Results: Most patients were males (80.2%).
Acute rejection was the most reason for graft loss, there were 7 out of 81 patients (8.64%)
diagnosed with acute CNI nephrotoxicity on histopathology. 100% of those patients were
treated by tacrolimus and 71.43% of patients had serum tacrolimus concentration within normal
limits at the time of kidney transplant biopsy. Expression of acute CNI nephrotoxicity on
histopathology is mainly the appearance of vacuoles in the cytoplasm of the proximal tubular
epithelium (100%) whereas the vacuole in the arterial smooth muscle cell cytoplasm accounts
for 14.29%. There was no significant difference in subclinical indicators in the group of patients
diagnosed with acute CNI nephrotoxicity alone and those with combined rejection. Conclusion:
The vacuoles in the tubular epithelial cytoplasm is the most common in patients with acute
CNI nephrotoxicity.

* Keywords: Acute calcineurin inhibitor nephrotoxicity; Kidney transplant; Impaired kidney
transplant function.

DAT VAN BE Viét Nam chwa c6 nhiéu nghién ciru vé
doc tinh ctia cac CNI trén than ca cép va
man tinh. Vi vay, chdng téi thwc hién
nghién ctu nay nhadm: Nhan xét mét sé
didc diém I4m sang, can ldm sang va
MBH cua cac BN cé suy giam CNTG lién
quan dén ngd déc cép tinh thubc CNI.

Déc tinh trén than lién quan dén cac
chéat &rc ché calcineurin (CNI) & BN sau
ghép than 1a mét van dé lam sang dang
quan tam. Cho dén nay, khéng cé céac
yéu t6 1am sang dang tin cay nao dé dw
doan trwéc nhirng nguwdi cd nguy co do.
Poc tinh trén than cta CNI duwoc kiém
soat bang cach gidm liéu CNI va trong
nhirng trwdng hop nghiém trong, BN chi
dwoc chi dinh ngwng dung CNI. V& chan
doan MBH, déc tinh cép tinh cta CNI trén
than dwa vao 3 tén thwong chinh bao
gdbm: Sw xuét hién cta khéng bao trong
bao twong biéu mé éng lwon gan, bénh ly
dong mach nhd cip tinh (nhitng tén
thwong mét 1&p co tron clia mach mau,
xuét hién khéng bao trong bao twong co
tron...) va huyét khéi tdc mach (TMA) chi

POl TUONG VA PHUONG PHAP
NGHIEN CUU

1. D6i twong nghién ciru

81 BN ghép than dwoc sinh thiét than
sau ghép tai cac thoi diém, trong do
nghién ctu tap trung vao cac BN duwoc
chan doan c6 biéu hién ngd déc cép tinh
thuéc CNI trén MBH tai Bénh vién
Quan y 103 t& thang 5/2019 dén hét
thang 12/2020.

* Tiéu chuén Iwa chon BN:

yéu lién quan dén cac tiéu dong mach va
tiéu cau than. Trén thé gidi va & Viét Nam
c6 nhiéu céng trinh nghién clu vé cac
yéu tb6 tién lwong va nhirng bién dbi
thuwdng gap sau ghép than; tuy nhién &

78

- Bénh nhén c6 suy giam CNTG & ca
2 gioi.

- Bénh nhan dung thuéc CNI sau ghép.

- Ba diéu kién tién hanh sinh thiét than
dé lam xét nghiém MBH.
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* Tiéu chuén loai trir:

- Bénh nhan méac mét sé bénh ly man
tinh: Dai thao dwong, rdi loan chuyén hoa
lipid mau, c6 st dung thubc loi tiéu thdm
thau, tang huyét ap vo can.

- Bénh nhan bi phinh déng mach than,
hep dong mach than, cé kich thwéc than
< 60% trén siéu am.

- Bénh nhan c6 bénh ly rbi loan déng,
chay mau.

2. Phwong phap nghién coru

* Thiét ké nghién cru: Nghién ctru mé
ta, cat ngang

* N6i dung nghién ctru:

- Cac BN duwoc lay thong tin vé tudi,
gidi, cac tén thwong két hop va cac xét
nghiém can 1am sang (néng dd thudc CNI
huyét thanh thoi diém sinh thiét than
ghép, néng dod creatinin mau, ure mau,
kali mau).

- Manh bénh phdm sinh thiét than
dwoc danh gia trén kinh hién vi quang
hoc trén cac tiéu ban nhuém H.E, nhuém
dac biét gébm nhudm PAS, nhuém ba mau
Masson, nhuém bac va nhuém hdéa mé
mién dich.

* Xtr ly s6 ligu: St dung phan mém
SPSS 22.0 xac dinh va so sanh ty & phan
tram, gia tri trung binh.

KET QUA NGHIEN CcUU

Béng 1: Mét s dac diém lam sang chung (n = 81).

Dic didm Sé lweng (n) | Ty 18 (%)
Gioi
Nam 65 80,2
N 16 19,8
Tudi trung binh 37,01 £10,33
Nguyén nhan gay giam CNTG
1. Thai ghép cap
Dich thé 9 11,11
Trung gian té bao 22 27,16
Két hop ca 2 7 8,64
2. Thai ghép man tinh
Dich thé 0 0
Trung gian té bao 1 1,23
3. Ngb doc CNis 7 8,64
4. Nguyén nhan khac 35 43,22

Trong 81 BN ghép than dwoc sinh thiét than ghép, c¢6 80,2% BN la nam; tudi trung
binh cda cac BN trong nghién ctu la 37,01 £ 10,33. Nguyén nhan gay giam CNTG
gbm thai ghép cép chiém ty 1& cao nhét (46,91%); trong d6: 7/81 ca (8,64%) cb ngd

doc thuée CNis cép tinh.
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Béng 2: Bac diém |am sang nhém ngd doc cap CNIs (n; = 7).

Dac diém Sé lwong (ny) ‘ Ty 16 (%)
Gigi
Nam 5 71,43
N 2 28,57
Tén thuong két hop
Khéng cé 3 42,86
Thai ghép 4 57,14
Thoi gian sinh thiét than sau ghép
<01 thang 6 85,71
> 01 thang 1 14,29

Cac BN trong nhém cé ngd doc cap tinh CNIs chi yéu 1a nam gidi (71,43%).
57,14% BN c6 tén thwong thai ghép két hop va da phan dwoc sinh thiét than ghép
trong vong 01 thang sau ghép (85,71%). C6 01 trworng hop ma thdi diém sinh thiét
than sau ghép cach xa nhat thoi diém ghép than véi thoi gian 1a 04 thang.

Bang 3: Mét sb chi tiéu can lam sang khac thdi diém sinh thiét than.

. s Nhém khong két hop thai ghép Nhom két hop thai ghép
Chi so p
(n=3) (n=4)
Ure (mmol/l) 23,04 + 6,69 26,7 +4,19 > 0,05
Creatinin (umol/l) 406,79 + 165,52 446,55 + 131,45 > 0,05
Kali (mmol/l) 3,51 £0,37 4,29 +0,79 > 0,05
Hong cau (T/I) 3,21 +£0,35 3,19 £0,19 > 0,05
Huyét séc t6 (g/l) 95,67 + 8,33 93,25 + 9,29 > 0,05

Néng dd ure, creatinin va kali huyét thanh trung binh & nhém BN c6 két hop thai
ghép cao hon trong khi lwgng hdng cau va huyét séc t6 thap hon & nhém khéng cé két
hop thai ghép, tuy nhién s khac biét khéng cé ¥ nghia théng ké (p > 0,05).

Béng 4: Ty l& BN trong nhém ngd déc CNIs theo néng dé tacrolimus huyét thanh
thoi diém sinh thiét than (n, = 7).

Néng dé tacrolimus S6 lwogng (n) Ty lé (%)
<8 ng/ml 3 42,86
8-10 ng/ml 2 28,57
> 10 ng/ml 2 28,57

Nong d6 tacrolimus huyét thanh th&i diém BN sinh thiét than cha yéu ndm trong gidi
han binh thwdng (< 10 ng/ml), chiém 71,43%. Chi c6 2/7 BN c6 nbng do tacrolimus
huyét thanh cao hon gi¢i han khuyén céo.
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Béng 5: Mot s6 dac diém tén thwong MBH & nhém ngd doc cap CNI (n; = 7).

Pac diém S6 lweng (n) Ty 1é (%)
Khéng bao trong bao twong té bao biéu mé éng lwon gan 7 100,00
Khéng bao trong bao twong té bao co tron ddng mach 1 14,29
Huyét khéi mach mau nhé 0 0,00

Ca 07/07 BN (100% BN) trén manh sinh thiét than sau ghép xuét hién khéng bao
trong bao twong t& bao biéu mé éng lwon gan va c6 01/07 BN (14,29%) c6 tbn thuong
bénh ly ddng mach nhd, cap tinh véi biéu hién xuat hién khong bao trong bao twong té
bao co tron déng mach. Khéng ghi nhan trwéng hop nao cé huyét khdi mach mau nhé
va tiéu cau than.

Mét s hinh &nh MBH ctia BN trong nghién céu:

Anh 1, 2: Hinh anh khéng bao trong bao twong té bao biéu mé éng than
(HE, 4x va 10x).
(MS: 203856)

.
58 -

Anh 3, 4: Hinh anh khéng bao trong bao twong té bao 6ng than & mét truong hop ¢
két hop thai ghép cap dich thé. (MS: 206639)
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Anh 5, 6: Hinh anh khéng bao trong bao twong té bao co tron déng mach
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(HE, 4x va 10x).
(MS: 207334)
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Anh 7, 8: Hinh anh khéng bao

DA
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trong bao twong té bao co tron déng mach

(Masson, 4x va 10x).
(MS: 207334)

BAN LUAN

Su ra doi va st dung CNI ma dau tién
la cyclosporin vao cudi nhitng nam 1970
va tacrolimus vao nam 1984 da tao ra
cudc cach mach trong linh vwc cly ghép
tang trén ngwdi. Cho dén nay, 94% BN
sau ghép duoc diéu tri bang nhém CNI.
Dac tinh trén than lién quan tryc tiép dén
CNI & mét trong nhitng van dé 1am sang
da va dang dwoc quan tam. Boéc tinh trén
than cép tinh xdy ra & 17 - 50% ngudi
ghép than c6 st dung CNI [1]. Tuy nhién,
nhirng wéc tinh nay rat khac nhau, do sw
khac biét vé thoi gian theo dbi, loai thubc
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CNI dwoc st dung, s6 lvong dbi twong
nghién ctu va néng dé CNI muc tiéu
trong mau. Trong nghién ctu cia chung
t6i, c6 81 trworng hop BN dwoc sinh thiét
than ghép tir thang 5/2019 dén hét thang
12/2020 do c6 biéu hién suy gidm CNTG
trén 1am sang, sé BN nam chiém cha yéu
(80,2%). Tubi trung binh trong nghién ctu
la 37,01 + 10,33. Két quéa nay ciing twong
tw nhw cac nghién clru clia cac tac gia
trén thé gidi va trong nwdc, nhw trong
nghién ctru cGa Mojgan J. va CS, c6 dén
61,4% BN la nam gidi va tudi trung binh
cua cac BN la 34,87 £ 12,96 [2].
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Nguyén nhan gay suy gidam CNTG gdm
thai ghép cép dich thé, thai ghép cép qua
trung gian té bao, thai ghép man tinh, ngo
doc thubc CNIs, huyét tdc mach va céac
bénh ly than ndi sau ghép... Trong nghién
clru nay, nguyén nhan cha yéu gay giam
chirc nang than sau ghép la do thai ghép
cép, chiém 46,91%, két qua nay cao hon
so v&i két qua nghién clru clia Katsuma
Ai va CS: chi c6 6,2% BN sau ghép coé
gidam CNTG do thai ghép cép va sb liéu
nay trong nghién clru cia Kim J. la
25,93% [3, 4]. Diéu nay dwoc giai thich 1a
do nghién clru cia ching t6i chd yéu la
BN sau ghép than < 1 nam trong khi
nghién cu cua cac tac gia khac co thoi
gian theo déi dai hon. Trong nghién ctru
nay, c6 7 BN (8,2%) biéu hién ngd doc
thudc CNI c4p tinh trén MBH va tat ca BN
nay déu dwoc st dung tacrolimus. Theo
nghién ctu cta Jacobson P.A. va CS, ty
I& gap ngd déc CNI trén than & nhém BN
c6 st dung cyclosporin (22,6%) cao hon
nhém cé str dung tacrolimus (19,8%) [1].
Khong phai tat ca BN sir dung CNI déu c6
biéu hién doc tinh trén than. Cho dén nay,
khong c6 cac dau hiéu Iam sang dang tin
cay nao dé dw doan trwdc nhivng ngudi
c6 nguy co nay. Boc tinh trén than cua
CNI dworc kiém soat bang cach giam liéu
CNI va trong nhirng trwdng hop nghiém
trong, BN dwoc chi dinh ngwng dung CNI.
Tuy nhién, sw gidm liéu CNI lién quan dén
viéc tang nguy co thai ghép cép tinh va
tbn thwong mién dich tiém tang dwéi lam
sang. Trong nhém BN sau ghép cé ngd
doc cdp CNI, nam gi6i ciing chiém cha
yéu (71,43%), da phan BN duwoc sinh
thiét than trong vong 01 thang sau ghép,
chi ¢6 duy nhét 01 BN c¢6 thoi diém sinh
thiét than ghép cho két qua ngd doc cap
CNI la sau 4 thang ké tir ngay ghép than.

Nong d6 tacrolimus trong huyét thanh
cta cac BN thoi diém sinh thiét than ghép
phan I6n < 10 ng/ml (71,43%). Theo
nghién ctru clia Lusco M.A. trén BN tén
thwong than, diéu nay duoc giai thich 1a
do tac dung cia CNI cé thé khong lién
quan dén liéu lwong [5].

Nong d6 ure va creatinin huyét thanh
cua cac BN trong nhom c6 ngd doc CNI
déu & mlrc cao, gia tri trung vi lan lwot 1a
25,01 mmol/l va 398,07 pmol/l, cao hon
trong nghién ctru cuia Jacobson P.M. va CS
(gid tri trung vi cta ndéng do creatinin
huyét thanh la 188 pmol/l (149,6 -
220 umol/l) [1]. Trong sb cac BN nay, cé
4/7 BN (57,14%) c6 t6n thwong thai ghép
két hop trén manh sinh thiét than sau
ghép. Nong dd ure va creatinin huyét
thanh trung binh ctia nhém c6 két hop
thai ghép cao hon nhém con lai nhwng sw
khac biét nay khéng cé y nghia thdng ké
v6i p > 0,05.

Cac nghién ctu trén thé gi¢i da chi ra
biéu hién tén thwong cép tinh do ngd doc
CNI trén than bao gébm biéu hién bénh
déng mach nhé cép tinh, tbn thwong té
bao biéu md dng than véi viéc xuéat hién
cac khéng bao trong bao twong va huyét
khéi vi mach [5, 3, 6]. Mét trong nhiing
tdn thwong MBH clGa bénh déng mach
nhé cép tinh la sy xuét hién cac khéng
bao trong bao twong té bao co tron l&p
4o gitra clia cac dong mach, diéu nay da
lan dau tién dwoc Murray chirng minh
nam 1985 [7]. Co ché gay ra cac tén
thwong nay la do CNI géy giai phong cac
chét co mach, bao gém endothelin, gay
ton thwong thiéu mau cuc bd. Sy co thét
mach & cac tiéu déng mach 1am phat sinh
doc tinh CNI chc nang, ma khéng co6
thay déi vé mat hinh thai [5]. CNI ciing c6
thé gay doc truc tiép cho té bao ndi mé
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mach mau, té bao co tron mach mau va
té bao biéu mé béng than. Huyét khéi vi
mach dwoc cho 1a do tén thwong ndi mac
mach mau the phéat lién quan dén co
mach, ngoai ra con do thubéc CNI gay
tang két tap tiéu ciu va kich hoat
prothrombotic. Cac co ché nay duwoc
Ponticelli nghién ctru tir 2007 [8]. Trong
nghién ctru cda chdng t6i, 100% BN ngd
ddoc CNI cép tinh trén mau sinh thiét co
xuét hién khéng bao trong bao twong té
bao biéu mé éng than va 1/7 BN (14,29%)
xuét hién khéng bao trong bao twong té
bao co tron thanh ddng mach (mdot trong
nhirng biéu hién cda bénh ly ddng mach
nhé cép tinh). Trong cac nghién cteu khac
vé tén thuwong éng than, cac khéng bao
trong bao twong l1a biéu hién trén MBH
twong dbi phd bién va dé& dang nhan biét
& cac BN c6 ngd doc cap CNI [6]. Trong
nghién ctru nay, chung téi chwa ghi nhan
trwong hop BN nao cé tbn thwong huyét
khdéi & vi mach trén manh sinh thiét than
ghép. Piéu nay dwoc giai thich la do da
s6 BN trong nghién ctru nay cé ngd doc
CNI trén MBH véi biéu hién giam CNTG
sém, dwoc sinh thiét than ghép trong
khoang 01 thang sau ghép nén sé& hiém
gap tén thwong huyét khdi vi mach. Theo
nghién cu Schwimm S. va CS, huyét
khdi vi mach gdp & 3 - 14% BN ¢ st
dung thuéc CNI [9].

KET LUAN

Nghién ctru 81 BN suy giam CNTG
dwoc sinh thiét than; trong d6, 07 BN
(8,64%) dwoc chan doan cé tbn thuong
than do ngd déc cép tinh thubc wc ché
calcineurin (CNI): Tén thwong & éng than
véi cac khéng bao trong bao twong té
bao biéu mé béng than chiém ty 1& cao
nhét (100%) & nhixng BN c6 ngd ddc cap
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tinh CNI. Néng dd tacrolimus huyét thanh
thi diém sinh thiét than ghép cla cac BN
cha yéu trong gi6i han binh thuwéng. Cac
chi s6 can 1am sang & nhém c6 va khéng
co ton thwong thai ghép két hop tuy co
sy khac nhau nhwng khéng cé y nghia
théng ké.
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