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PAC PIEM SU’ DUNG THUOC U'C CHE MIEN DICH SAU GHEP
VA MOI LIEN QUAN PEN PAI THAO PUONG SAU GHEP THAN

TOM TAT

Muc tiéu: Phan tich dic diém sir dung thudc (c
ché& mién dich va mdi lién quan dén dai thao dutng
sau ghép trén ddi tugng 3 thang sau ghép than. Poi
tugng va phuong phap nghién ciru: Gom 508
bénh nhan co thai gian sau ghép than = 3 thang dugc
theo doi va diéu tri sau ghép tai BV Viét buc, tur
09/2017 dén 04/2018. Tat ca cac bénh nhan déu tu
nguyen tham gia ngh|en ctu. Benh nhan dugc Iay
mau vao budi sang trudc khi an va udng thudc (rc cheé
mién dich. Chan doan dai thao du‘dng sau ghep tang
dua trén tiéu chuan cla Hiép hoi Dai thao derng Hoa
Ky (ADA - American Diabetes Association). T4t ca cac
bénh nhan déu dugc sir dung phac d6 chéng thai
ghép 2- 3 thudGc trong 3 nhdm thuGc theo quy trinh
cla Bo y té. Két qua: Ti Ié str dung thudc Uc ché theo
thir tv tur cao dén thap nhu sau: MMF/MPA (92,32%);
prednisolon  (91,54%); tarcrolimus  (81,50%);
basiliximab (75,59%); cyclosporin A (17, 72%),
everolimus (6,10%). Hau hét d6i tugng sir dung cac
thudc k& trén khéng cho su' khac biét gilta phat trién
NODAT va khong NODAT; chi & ddi tugng st dung
corticoid ti 1€ bénh nhan bi NODAT la 12,47% trong
khi khong NODAT chiém 87,53% su khac biét cd y
nghia thong ké vGi p < 0,001. Ket luan: Diéu chinh
ché do s dung thudc (¢ ché mién dich dic biét la
corticoid c6 thé [am thay doi nguy co phét trién dai
thao dudng sau ghep than.

7w khoa: thuSc (e ché mién dich, dai thdo duding
sau ghép than
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Objectives: To analyze the use of
immunosuppressant drugs and the association with
new-onset diabetes after renal transplantation (NODAT)
in subjects three months post-transplantation. Subjects
and methods: Including 508 patients with kidney
post-transplant more than three months who are
followed up and treated at Viet Duc University Hospital
from September 2017 to April 2018. All patients
volunteered to participate in the study. Collect blood
samples of recipients in the morning before eating and
taking immunosuppressants. Patients were diagnosed
with new-onset diabetes after renal transplantation
based on the American Diabetes Association (ADA). All
patients received an anti-rejection regimen according to
the procedure of Vietnam's Ministry of Health.
Results: The ratio of using immunosuppressive drugs
from high to low order as follows: MMF/MPA (92.32%);
prednisolone (91.54%); tacrolimus (81, .50%);
basiliximab  (75.59%); cyclosporin A (17.72%);
everolimus (6.10%). Most of the patients using these
drugs did not show the difference of rate between
developing NODAT and non-NODAT; Only in patients
using corticosteroids, the rate of patients with NODAT
was 12.47% non-NODAT accounted for 87.53%, the
difference  was statistically significant with p
<0.001. Conclusion: Modifying an
immunosuppressant regimen, especially corticoid, may
alter the risk of developing diabetes after kidney
transplantation.

Keywords: Immunosuppressive drugs, new-onset
diabetes after renal transplantation.

I. DAT VAN DE

MGi lién quan gitfa dai thao dudng mdi mac
sau ghép than (New-onset diabetes after
transplantation - NODAT) va thu6c (c ché mién
dich s dung sau cdy ghép da dudc ghi chép lai
ro rét [1], va la yéu t6 chiém tGi 74% nguy cd
phat trién NODAT [2].Céc tac nhan c6 lién quan
nhiéu nhat vé&i NODAT la corticosteroid va
tacrolimus [3, 4]. Tang khang insulin va téng can
dugc xem nhu la cd ch€ chinh lién quan dén
corticosteroid gay ra NODAT [3]. Su lién quan
gilta corticosteroids va NODAT chd yéu phu
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thudc vao liéu lugng tich Iy va thgi gian diéu tri
[5]. Tacrolimus da dugc bao cao la co tac dung
gay bénh dai thao dudng cao han cyclosporine.
Trong nghién clu ciia Woodward va cong su da
phat hién ti 1& mac NODAT sau ghép la 18% &
nhitng ngudi dung cyclosporine va 30% & nhém
ngudi diéu tri bdng tacrolimus [6]. C6 mot chi
tiét kha tha vi khi cd nhitng nghién ciru cho thay
tacrolimus gay dai thdo dudng ciing phu thudc
vao sac tdc; trén thuc t&, mot s6 nghién clru tién
hanh & Trung Qubc cho thdy ti 1€ phat trién
NODAT thap khi diéu tri bang tacrolimus [7, 8]
D& giam nguy cd NODAT, viéc chuyén ddi cac
chat (rc ché calcineurin thanh sirolimus da dugc
dua ra. Tuy nhién, khi sir dung sirolimus lai cho
thdy ti Ié bi tiéu dudng cao han, thong qua cc
ché do phan (g bu dap cla t&€ bao beta tuyén
tuy va gidm do nhay cla insulin [9]. Suy giam
chuyén hoéa glucose ciling dugc ghi nhan &
nhitng ngudi sau ghép than dugc diéu tri bang
basiliximab, mdt khang thé CD25 gidn tiép Uc
ché su tang sinh cua té bao T, nhu la liéu phap
diéu tri cdm Ung khi ghép. Trong nhdm bénh
nhan diéu tri bang basiliximab cd 51,5% bénh
nhdn da phat trién NODAT, gidm dung nap
glucose, hoac giam du‘dng huyét Iic doi, so Vi
36,9% G nhom khong st dung dan nhap tri liéy,
nerng cd ché bénh sinh van chua dugc lam
sang to.

Nghién ctu nay nhdm phan tich méi lién quan
gitra ché do su dung thudc Uc ché mién dich
chong thai ghép va nguy cd NODAT & nhiing
ngu‘dl sau ghép than 3 thang Nhirng phat hién
nay co thé cung cap co sé de diéu chinh phac d6
sur dung thudc Gc ché mién dich d0| vGi nhirng
ngudi sau ghép than co nguy cd mac NODAT.

Il. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1 PGi tugng nghién ciru: 508 bénh nhan
cd thdi gian sau ghép than > 3 thang dudc theo
ddi va diéu tri sau ghép tai BV Viét Birc. Thdi gian
nghién cru t&r 09/2017 dén 04/2018. Tat ca cac
bénh nhan déu tu nguyén tham gia nghién cu.

2.2 Perdng phap nghlen clru: Bénh nhan
dugc 18y mau vao budi sang trudc khi &n va
udng thudc Urc ché mien dich.

Tiéu chudn chan doan dai thdo dudng sau

ghép tang: dua trén tiéu chuén cta Hiép hoi Pai
thdo dudng Hoa Ky (ADA - American Diabetes
Association) déi véi dai thao dudng tuyp 2, nhu
sau: Glucose huyét tuong luc déi (nhin an trudc
thdi diém xét nghiém it nhat 8 tiéng) > 7,0
mmol/L (126 mg/ dL)/ hodc Glucose huyét tuang
trong 2 giG sau Nghiém phap gay tang dudng
huyét theo dudng uéng (OGTT - Oral glucose
tolerance test) = 11.1 mmol/L (200 mg/dL)/
hodac Glucose huyét tuong binh thudng =
11.1mmol/L (200 mg/dL), & 3 lan do khac nhau.

Phac d6 sur dung thudc chdng thai ghép: Tat
ca cac bénh nhan déu dugc s dung phac do
chdng thai ghép 2- 3 thudGc trong 3 nhém thudc
theo quy trinh clia BO y té .

- Dan nhdp: Basiliximab tly theo do hoa hgp HLA.

- Duy tri: (Cyclosporin A hoac Prograf) +
(Cellcept/Myfortic hoac Everolimus) +
(Prednisolon hoac khong).

Sau khi cac thong tin va s6 liéu da dugc thu
thap day du tién hanh phan tich trinh bay dudi
dang tan suat va ty Ié phan tram. So sanh trung
binh gilra cac bi€n phan nhém va bién nhi phan.
Tinh chi s6 nguy cd OR (Odds Ratio): bang ti€p
lién 2 x 2. SO liéu dugc xr ly theo cac thuat toan
thong ké y hoc st dung phan mém Stata 12.0
vGi p < 0,05 sé dudc chap nhan la su khac biét
c6 y nghia thong ké.

Il. KET QUA NGHIEN cU'U

Bang 1. Phian bé déi tuong nghién cuu
theo loai thuéc chéng thai ghép su’ dung.

Loai thuéc So ;;rt)_ing T:gg 1(-},’/:;3
Cyclosporin A 90 508 17,72
Tacrolimus 414 508 81,50
MMF/MPA 469 508 92,32
Everolimus 31 508 6,10
Prednisolon 465 508 91,54
Basiliximab 288 381 75,59
Nhan xét: Trong sO6 cac thudc chong thai

ghép st dung, st dung nhiéu nhat c6 MMF/MPA,
Prednisolon, va Tacrolimus vdi ti I& st dung lan
lugt 1a 92,32%, 91,54% va 81,50%; su dung it
nhat la Everolimus véi 6,1%. C6 288 bénh nhan
trong s6 381 ngudi cd thong tin sir dung dan
nhap Basiliximab chi€ém 75,79% bénh nhan.

Bang 2: Lién quan giiia su’ dung corticoid va NODAT

Corticoid Pang dung n(%) Pa dung n(%) p OR
NODAT 58(12,47) 20(46,51)
Khong NODAT 407(87,53) 23(53,49) < 0,001 0,164
Tong s6 465(100) 43(100)

Nhan xét: Tat ca 508 bénh nhan khdi dau déu dung corticoid, nhung sau doé vi cac ly do nhu dai
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dudng viém gan nén 43 bénh nhan dugc nglring corticoid. Trong 465 bénh nhan dang corticoid, ¢ 58
bénh nhan c6 NODAT chiém 12,47%. Ty |é bénh nhan dang dung corticoid trong nhdm c NODAT va
khong céd NODAT la khac biét cd y nghia thong k&, do tin cay 95% véi p<0,001

Bang 3: Lién quan giira su’ dung Cyclosporine va NODAT.

Cyclosporine NODAT (n, %) Khong NODAT (n, %) Tong sd p OR
C 17 (18,89) 73 (81,11) 90 (100) [ 0,305 | , 5,
Khong 61 (14,59) 357 (85,41) 418 (100) !

Nhén xét: Trong 90 bénh nhan c6 dung cyclosporine, c6 17 bénh nhan cé NODAT chiém 18,89%.
Ty |€ bénh nhan NODAT trong nhdm c6 stf dung va khong s dung cyclosporine A la nhu nhau.

Khac biét khong cd y nghia théng ké véi p=0,305 >0,05

Bang 4: Lién quan giira su’ dung Tacrolimus voi NODAT.

Tacrolimus NODAT (n, %) Khong NODAT (n, %) Tong sd p OR
Co 61 (14,73) 353 (85,27) 414 (100) | 0,416 0.078
Khéng 17 (18,09) 77 (81,91) 94 (100) '

Nhan xét: Trong 414 bénh nhan dung tacrolimus c6 61 bénh nhan NODAT, chiém 14,73%

Ty |é bénh nhan NODAT trong nhdm c6 va khong s dung tacrolimus la nhu nhau. Khac biét
khong cé y nghia théng ké véi p=0,416>0,05
Bang 5: Lién quan giita su’ dung MMF/MPA voi NODAT.,

MMF/MPA NODAT (n, %) | Khong NODAT (n, %) | Téngsd | p OR
o 76 (16,20) 393 (83,80) 469 (100) | o 0oz | 353
Khdng 2 (5,13) 37 (94,87) 39 (100) | '

Nhan xét: Trong 469 nguGi dung MMF/MPA, cé 76 bénh nhan c6 NODAT chiém 16,20%. Ty lé
bénh nhan NODAT trong nhdm cd va khong diéu tri MMF/MPA la nhu nhau. Khac biét khong co y
nghia thong ké véi p=0,065

Bang 6: Lién quan giira su’ dung Everolimus voi NODAT.

Everolimus | NODAT (n, %) Khong NODAT (n, %) Tong s6 p OR
6 2 (6,45) 29 (93,55) 31 (100)
Khong 76 (15,93) 401 (84,07) 477 (100) | 0202 | 0,364

Nhan xét: Trong 31 ngudi dung everolimus, c6 2 bénh nhan cd6 NODAT, chiém 6,45%. Ty Ié bénh
nhan NODAT trong nhdém cé va khong s dung evrolimus la nhu nhau. Khac biét khéng cé y ghia
thong ké véi p=0,202

Bang 7: Lién quan giira su’ dung Basilixiamab voi NODAT.

Basiliximab NODAT (n, %) Khong NODAT (n, %) Tong sé P OR
Cé 43 (14,93) 245 (85,07) 288 (100) 0311 146
Khéong 10 (10,75) 83 (89,25) 93 (100) | '

Nhan xét. Trong nhdm bénh nhan cé diéu tri basiliximab, cé 43 bénh nhan cd NODAT chi€ém
14,93%. Ty Ié NODAT gilta nhdm co va khong diéu tri basiliximab la nhu’ nhau. Khac biét khong co y

nghia théng ké véi p=0,311

IV. BAN LUAN i

Cac thudc Uc ché mien dich s dung sau
ghép than dugc cho la yéu t6 nguy cd gay
NODAT, li do dugc cho la cd thé gay doc t& bao
B lam suy yéu kha nang bu trir hormone dan dén
rdi loan chuyén hda glucose. Trong nghién clu
cla chdng t6i theo théng ké thu dugc ti 1€ sir
dung theo th(r tu tir cao dén thap nhu sau:
MMF/MPA (92,32%); prednisolon (91,54%);
tarcrolimus (81,.50%); basiliximab (75,59%);
cyclosporin A (17,72%); everolimus (6,10%).
Trong dd corticosteroids van la thudc st dung
chinh (¢ ché mien dich sau ghép va la mot phan
cla hau hét cac phac do diéu tri. Nguy cd phat
trién NODAT lién quan dén st dung steoroid bao

gom ca liéu va thdgi gian st dung [2]. Steroids
kich hoat tan tao glucose tU phan cat protein
hodc lipid (khéng phai tir san phadm carbon-
hydrate, con goi la gluconeogenesis) va phan
giai glucose, gay tang ca dudng huyét lic déi va
sau blra an. Gidm tan tao glycogen, khang
insuline sr dung sau khi ghép than la mot mét
trong nhitng anh hudng quan trong cla li€u
phap steroid, ngoai ra con gay r6i loan chirc
nang té€ bao B. Liéu cla steroid cling da dugc chi
ra cé lién quan dén mic dudng huyét.
Tacrolimus va cyclosporine la thudc c ché
calcineurin (calcineurin-inhibitor: CNI) dugc si
dung rong rai sau ghép than. Hau hét bénh nhan
déu dugc sir dung mot trong hai thudc nhu mot
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phan cua ché do diéu tri Gc ché mién dich.
Trong sO hai thudc trén thi tacrolimus dugc cho
rang c6 nguy cd gay dai thdo dutng nhiéu han,
khoadng 50%. Khdong gibng nhu steroid, cac
thu6c nay kha ndng gay tang dudng huyét
khong phu thudc vao liéu, mac du diéu nay van
con tranh cdi. Tacrolimus la thudc Uc ché
calcineurin dang ngay cang dudc uu tién s
dung tai hdu hét cac trung tdm ghép do uu diém
hiéu qua va an toan, mac du c6 nguy cd gay dai
thao dudng. Su thi€u hut calcinerin dan dén
gidm san xuat insuline. CNI Uc ché su hap thu
glucose & t& bao do giam s6 lugng thu thé van
chuyén glucose loai 4 (GLUT-4) trén bé mét t&
bao m3. GLUT-4 la mot protein diéu tiét insuline
cd mét ch yéu & md md va cd, gip van chuyén
glucose vao té€ bao chat clia t& bao. Do do, viéc
giam GLUT-4 den dén tang dudng huyét.
Tacrolimus con giam hoat déng cla enzyme
glucokinase tai ti€u dao tuy, vi thé (c ché viéc
giai phong insuline nhg xic tac tur glucose. Ngoai
hai cg ché lam Uc ché gidi phdng insuline va
tang khang insuline & md ké trén, sir dung CNI
dugc chi ra lam phu né té€ bao chat va khong
bao, bién ddi insuline, ngoai ra CNI con dugc
cho la Gc ché& biéu hién gene ma hda insuline.
Ciling trong nghién cua nay cua chdng toi khi
xét méi lién quan cla cac thubc k& trén vdi su
phat trién NODAT, két qua cho thdy hau hét ddi
tugng st dung cac thubc k€ trén khdng cho su
khac biét gilta phat trién NODAT va khdng
NODAT; chi & d6i tugng s dung corticoid ti 1€
bénh nhan bi NODAT la 12,47% trong khi khéng
NODAT chiém 87,53% su khac biét cd y nghia

thong ké véi p < 0,001. Ti Ié NODAT cao & nhom
khéng dung corticoid & thdi di€ém hién tai ciing la
do trong nhém d& dudc chan doan NODAT trudc
day da dugc diing corticoid d€ tranh tdng dudng
huyét kho kiém soat. K&t qua cla chlng toi
khong giéng nhu nhitng bao cao da trinh bay &
trén, cd 18 do thdi diém khao sat, hau hét cac
doi tugng da dudc can thiép diéu tri tinh trang
dai thdo dudng vi thé cd thé anh hudng nhiéu
dén viéc doi chiéu so sanh.

V. KET LUAN

Diéu chinh ché& dd str dung thudc trc ché mién
dich déc biét 13 corticoid cd thé lam thay d6i nguy
0 phét trién dai thao dudng sau ghép than.
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NGHIEN CU’U HINH ANH VONG MAC VUNG HOANG PIEM BANG OCT
SAU PHAU THUAT BONG VONG MAC QUA HOANG PIEM

TOM TAT

Muc tiéu: Ngién cltu nhdm M0 ta hinh anh vong
mac vung hoang diém bang OCT trén bénh nhan bong
vong mac qua hoang diém da dugc didu tri va tim
hleu mot s& yéu t6 lien quan vdi tinh trang vong mac
viing hoang diém. Thiét k& nghién ciru: nghién cdu
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mo ta tién clru theo doi doc. POi tu'gng va phuong
phap: 31 mat cd BVM c6 bao gom hoang diém, cb vét
rach nguyén phat dugc diéu tri & Bénh V|en M3t
Trung Udng tUr thang 1 — 2014 dén thang 7 — 2014.
PT thanh cong bang CDK hodc dai don CM. Thdi gian
nhin m& < 30 ngay. Lap hd sd danh gia thai gian
xuat hién triéu chiing, phudng phap phau thuat Tién
hanh khdm bénh nhan do thi luc, 1am OCT clia bénh
nhan trén cac thdl diém kham sau PT 6 tudn va 3
thang dé danh gla tinh trang VM vung hoang dlem
bao gom thay doi hinh thai va vi cau tric VM va tim
hiéu 1 so yéu t6 lién quan dén nhu’ng bét thuGng nay
Két qua: bat terdng hinh thai viing hoang diém trén
OCT: 12/31 mat (38,7%) trong do dich duGi vong
mac(DDVM) hay gdp nhat 10/31 mét (32,3%) sau 6
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