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NGHIEN CU’'U ANH HU’O’NG CUA MUC LIEU MYCOPHENOLATE PEN
Ti LE BIEN CH’'NG NHIEM TRUNG & NGUO1 BENH SAU GHEP THAN

Nguyén Thi Kim Dung!, P Gia Tuyén!, Nguyén Thé Cuong?

TOM TAT

Muc tiéu: Khao sat lieu mycophenolate mofetil
(MMF) thugng dung cho bénh nhan ghép than trong
vong 3 nam dau sau ghép va tim hiéu mai lién quan
V@i bién ching nhiém trung. P6i tugng va phucng
phap: Phuong phap nghién ciru mo ta, hoi ciu 200
benh nhan sau ghep than sur dung phac do Uc ché
mién dich duy tri 3 thu6c gom Prednisolone,
Tacrolimus, MMF & cac thdi diém 6 thang, 12 thang,
24 thang, 36 thang sau ghép than. Két qua: Lieu
MMF c6 xu huéng gidm dan theo thdi gian. Liéu MMF
> 31.83 mg/kg/ngay trong 6 thang dau cé kha ndng
gay nhiém trung vdi d6 nhay 57.5% va do dac hiéu
68.2%. Két luan: Liéu MMF trong 6 thang dau c6 mai
lién quan vGi bién ching nhiém trung. 7o’ khod:
Mycophenolate, nhiem trung, ghép than.
SUMMARY

EFFECTS OF MAINTENANCE DOSES OF

MYCOPHENOLATE ON INFECTION
COMPLICATION RATES IN KIDNEY
TRANSPLANT RECIPIENTS

Objectives: To examine the usual maintenance
dose of mycophenolate mofetil (MMF) in kidney
transplant recipients treated in renal clinic of Vietduc
University Hospital within the first 3 years after
transplantation and to investigate the relationship
between the maintenance dose of MMF with infectious
complications in kidney transplant recipients.
Methods: A retrospective, descriptive study included
200 kidney transplant recipients using a triple drug
immunosuppressive regimen including Prednisolone,
Tacrolimus (Prograf®), and MMF. Data was collected
at 6 months, 12 months, 24 months, and 36 months
after transplantation including immunosuppressive
drugs doses, infection episodes and graft function.
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Results: After kidney transplantation, the dose of
MMF tends to decrease gradually over time. MMF
doses > 31.83 mg/kg/day in the first 6 months have
the potential to cause infection with a sensitivity of
57.5% and a specificity of 68.2%. Conclusion: MMF
dose in the first 6 months is associated with infectious
complications. Keywords: Mycophenolate, infection,
kidney transplant.

I. DAT VAN DE

Ghép than la phuang phap diéu tri t6i uu cho
nhitng bénh nhan giai doan cudi do dem lai chat
lugng cudc song tét hon, téng ti Ié s6ng va hiéu
qua kinh t€ cao han. Tuy viéc si dung thudc (i
ché& mién dich sau ghep than dong vai tro quan
trong trong viéc bdo vé khdi su thai ghép than
cé’p tinh nhung né cling lam giém phan (ng
mien dich binh thudng ddi v&i cac tac nhan lay
nhiém. MMF hién nay la mét thu6c quan trong
clia phan 18n phac do c ch& mién dich sau phau
thuat ghép than nhung cling dugc chiihg minh cé
lién quan dén bién chiing nhiém tring sau ghép
than so vdi Azathioprine!. Do dé ching t6i ti€n hinh
dé tai “Nghién cfu anh hu6ng cia muc liéu
Mycophenolate dén ti I€ bién chiing nhiém trung &
ngudi bénh sau ghép than” véi hai muc tiéu:

1. Khdo sat liéu Mycophenolate trén bénh
nhan trong vong 3 ndm dau sau ghép than tai
Bénh vién Hitu nghi Viét buc

2. Tim hiéu mdi lién quan gida liéu
Mycophenolate vdi bién chung nhiém trung &
bénh nhén trong vong 3 nam dau sau ghép than.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. D6i tugng
Tiéu chudn lua chon: Bénh nhan ghép
than va theo doi dinh ky da 36 thang dau sau
ghép tai khoa Than — Loc mdu, Bénh vién Hiru
nghi Viét Buc tur thang 12/2022 trg vé trudc; su
dung phac d6 thudc Gc ch&€ mien dich 3 thudc
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gom Prednisolone, Prograf, MMF.

Tiéu chuédn loai tri Bénh nhan chuyén doi
phac d6 diéu tri ma nguyén nhan khéng do
nhiém trung.

2.2. Phuong phap nghién ciru

Nghién ciru mé ta cat ngang, nghién
cau hoi cau B

C6 mau: Ubc tinh ¢8 mau theo cong thiic
udc lugng mot trung binh 1a 1442, Trong nghién
cliu nay chung téi da thu thap dugc 200 trudng
hdp du diéu kién theo tiéu chudn chon mau.

Xir’' ly s6 ' liéu: Nhap va xur ly s liéu thu thap
dugc bang phan mém SPSS 20.03.

INl. KET QUA NGHIEN cUU

Nghién cu 200 bénh nhan ghép than va
theo doi dinh ky sau ghép tai Bénh vién Hitu
nghi Viét Pic dap ng tiéu chuén lua chon va
tiéu chuén loai trr.

Bang 1. Bdc diém chung cida bénh nhan
nghién cuu voi bién chirng nhiém triung

Nhom |Nhom
khéng NT| NT | P
Gidi
Nam 117 26
NG 3 g 19309
Tudi ghép than
Trong d6 tubilaodong] 129 | 31 [0.659

(20-50)
Ngoai d6 tudi lao ddng 31 9
Nguyén nhan gay bénh than
Viém cau than man 131 33
Tang huyét ap 4 0
Than da nang 3 1 0.674
Khac 16 2
Nhom mau
Cung nhém 119 30
Khac nhom 10 1 0.693
Hoa hgp HLA
<3/6 106 23
>3/6 14 6 |02
MOoi quan hé cho — nhan
Ngudi hién s6ng cung 23 2
huyét thong
Ngudi hién s6ng khong 0.206
cung huyét thGng 108 27
Ngugi hién chét nao 22 5.8
Thuoc dan nhap
ATG 1 0
Khong dung 82 21 ]0.745
Simulect 75 19

Nhéan xét: Khong cé mai lién quan gilra gidi
tinh, tudi ghép than, nguyén nhan gdy bénh
than, nhdm mau, mic d6 hoa hgp HLA, mdi
quan hé cho nhan, thudc dan nhap véi bién
chng nhiém trung.

Bang 2. Ddc diém vé liéu thuéc irc ché mién dich, mét sé6 xét nghiém va bién chirng
nhiém trung trong vong 3 nam dau sau ghép than

6 thang 12 thang 24 thang 36 thang P
Prednisolone (mg/ngdy) | 5.76%2.92 4.08+1.35 3.95+1.31 4.04+1.39 | 0.000
Tacrolimus (mg/ngady) | 5.77%2.41 4.86£2.19 4.19+2.06 3.84%2.89 | 0.000
MMF (mg/ngay) 1669.6+271.4 | 1497.5£213.2 | 1355.3+257.6 | 1286.9+285.7 | 0.000
MMF (mg/kg/ngay) 30.39%6.68 | 26.77%5.10 | 23.95%5.65 | 22.68%6.15 | 0.000
Co 9.24+2.44 7.90+2.13 6.49+1.52 0.000
Creatinin 112.4+£25.90° | 106.3+24.90 102.1+28.66 100.3+£27.39 | 0.012
Nhiém triing h6 hap 5 (2.5%) 8 5 (2.5%) 4 (2%)
Nhiém triing tiét niéu 3 (1.5%) 2 (1%) 3 (1.5%) 5 (2.5%)
Nhiém trung tiéu hoa 0 1 (0.5%) 0 0
Nhiém CMV 5 (2.5%) 1 (0.5%) 3 (1.5%) 2 (1%)
Nhiém BKV mau 8 (4%) 17 (8.5%) 9 (4.5%) 7 (3.5%)
Nhiém BKV niéu 21 (10.5%) 32 (16%) 27 (13.5%) | 35 (17.5%)
Nhiém trung khac 3(1.5%) 4(2%) 4(2%) 3(1.5%)
a; Test Mann - Whitey U gilfa cac dudi nhdm:  nhiém triing sau ghép. Cac nhiém tring khac
nhom 6 thang va 12 thang, nhém 12 thang va 24  chiém ti Ié thap

thang, nhdm 24 thang va 36 thang

Nhén xét: Lidu thubc (ic ché mién dich gidm
theo thdi gian cd y nghia théng ké vdi p= 0.000.
Nong dd creatinin mau tai mét s6 thdi diém khac
biét cé y nghia thong ké nhung theo doi lau dai,

cac BN déu 6n dinh.

Nhiém BKV chi€m phan Ién ti 1€ trong s6 cac

Bang 3. Moi lién quan giia liéu MMF va

bién ching nhiém trung sau ghép than

Liéu MMF (mg/kg/ngay) P
Cé nhiem | Khdng (Mann
tring |nhiém tring Whitney U)
6 thang |32.41+6.93| 29.87+6.54 0.103
12 thang|26.34+5.97| 26.91+4.81 0.403

119



VIETNAM MEDICAL JOURNAL N°1B - NOVEMBER - 2023

24 thang|21.61+5.81| 24.66+5.42 0.001
36 thang |21.37+7.13| 23.1045.77 0.107
Nhan xét: Lieu MMF (mg/kg/ngéy) trong 6
thang dau cla nhém cé nhiém trung I6n hon
nhom khong nhiém triing cé y nghia thong ké véi
=0.103

ROC Curve

Sensitivity

o ol
1 - Spesificity
Diagonal segments are o produced by ties

Biéu dé 1. Dién tlch duoi duodng cong va
diém cut off cua liéu MMF trong tién luong
nguy co nhiém trung

Lién quan cua lieu MMF (mg/kg/ngay) trong
6 thang dau vdi bién chdng nhiém trung, thay:
dién tich dudgi dudng cong ROC = 0.61 vGi p =
0.03. Liéu MMF cao cé kha nang gay nhiém trung
cho bénh nhan sau ghép than trong vbng 6
thang dau. MMF > 31.83mg/kg/ngay cé kha
néng gay nhiém trung véi d6 nhay 57.5% va do
déc hiéu 68.2%.

Bang 5: Moi lién quan giita nong d¢
thuéc Tacrolimus va liéu MMF trong 6
thang dau vdi bién ching nhiém trung

>31.g3(coN laif (95CI)
T o (I
ttong 6 thng Gou| 18:8% | 6.1% | 30005008

Ue | ios| uygs| 0464

Creatinin ;2161322 ig’;% 0.521

Nhén xét: Trong 6 thang dau sau ghep, ty
I& nhiém triing va ty 1& nhiém BK niéu ctia nhém
c6 nong do Co> 7 va MMF > 31.83 cao han vdi
nhém con lai ¢ y nghia thong ké; Chi s6 ure va
creatinin khong cé su khac biét gilta nhém bénh
nhan c¢6 nong do thudc Tacrolimus >7 va liéu
MMF > 31.83mg/kg/ngay vdi nhém con lai.
IV. BAN LUAN

Nhdm nghién cu cta chdng téi bao gém
200 bénh nhan ghép than va theo doi sau ghép
tai bénh vién Hitu nghi Viét Dlc, véi do tudi
trung binh khi ghép than la 37.96 + 10.64, bénh
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nhan ghép nhd tudi nhat ndm 12 tudi, I6n tudi
nhat 1a ndm 69 tudi, tuy nhién dod tudi lao dong
(tlr 20-50 tudi) chiém da s8, diéu nay gay ganh
ndng bénh tat I6n dén kinh té€ - xa hoi. Ty Ié nam
: nif trong nhdom nghién cru cé su khac biét Ién,
trong d6 nam gidi chiém dén 71.5%. Nguon hién
than tor nguGi chét ndo la 15.8%, it hon so Vi
nghién clftu & My va chau Au. Khéng cé méi lién
quan gilra gidi tinh, tudi ghep than, nguyén nhan
gay bénh than, nhém mau, mdc dé hoa hgp
HLA, mdi quan hé cho nhan, thuéc dan nhap véi
bién chitng nhiém tring.

Nghién cru 200 bénh trong vong 3 nam dau
sau ghép than, liéu MMF trong 6 thang dau, 12

thang, 24 thang, 36 thang lan Iugt la:
1669.6+271.44; 1497.49+213.19;
1355.33+257.56; 1286.99+285.72 mg/ngay.

Hau hét cac benh nhan déu khdi dau diéu tri vai
lidu 2000mg/ngay theo hudng dan ghép than
Viét Nam?* sau d6 giam dan theo thdi gian,
nguyén nhén giam liéu bao gom do nhiém trung,
tac dung phu cua thudc: réi loan ti€éu hda, giam
bach cau hat. Liéu MMF (mg/ngay) trung binh 6
thang dau; 12 thang cao hon so véi liéu MMF
cla ngugi chau A va co su tugng dugng ¢ moc
36 thang®. Liéu MMF(mg/kg/ngay) cao hon so
vGi nghién ctu cia Yamada. Yamada va cong su
cho théy liéu MMF 10-16mg/kg cd thé du doan
AUC MMF 30-60mcg.h/mLS.

Trong_nhém nghién cfu cua chung tdi, bién
ché*ng nhiém trung hay gap nhat 1 nhiém BK.
Chidng t6i cling nhan thay cé madi lién quan gilra
liéfu MMF (mg/kg/ngay) trong 6 thang vdi bién
chL'rng nhiém trUng. MMF > 31.83mg/kg/ngay cd
kha nang gay nhiém trung véi d6 nhay 57.5% va
do ddc hiéu 68.2%. Trong 6 thang dau sau
ghép, ty 1& nhiém tring clia nhém c6 ndng do
Co> 7 va MMF > 31.83 cao gap 2.939 (95 CI:
1.445-5.975) lan_so v8i nhém con lai v6i p =
0.002. Ty Ié nhiem BK niéu trong 6 thang dau
clia nhéom c6 ndng do Co> 7 va MMF 2> 31.83 I6n
hon nhom con lai ¢ y nghia thong ké véi p =
0.005, OR = 3.569, (95CI: 1.400-9.098). Trong
nghién cfu cua Claire Borni- Duval va cong su,
AUC MMF >50 hr mg/L ciling la nguy cd mac BKV
vGi AHR = 3.6; p = 0.001.7

Theo bang 4, lieu MMF trung binh tai cac
thoi diém 24 thangJ 36 thang cta nhém nhiém
trung va khong nhiém tring co6 su khac biét, tuy
nhién két qua khong cé y nghia do nhiing bénh
nhan khong nhiém trung thudng cé xu hudng
gilr nguyén liéu khi khéng c6 tac dung phu cla
thudc.
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V. KET LUAN

Liéu mycophenolate @ bénh nhan trong vong
3 nam dau cd xu erdng giam dan theo thdi gian,
tuy nhién creatinin van ¢ muc én dinh. Liéu MMF
> 31.83 mg/kg/ngay trong 6 thang dau cé kha
nang gay nhiem trung véi dé nhay 57.5% va do
dac hiéu 68.2%. Nong dé Tacrolimus>7 va liéu
MMF >31. 83mg/kg/ngay lam tang nguy cd
nhiém triing _gap 2.939 (1.445-5.975) lan va tang
nguy cd nhiém BK niéu gap 3.569 (1.400-9.098)

[4n véi p<0.05 nhung khéng lam thay déi chi s6

creatinine trong 6 thang dau.

TAI LIEU THAM KHAO

1. Hanvesakul R, Kubal C, Jham S, et al
Increased incidence of infections following the
late introduction of mycophenolate mofetil in renal
transplant recipients. Nephrol Dial Transplant
2008.:4049-4053. N

2. Hoang Thi Piém. Nghién Cu Tinh Hinh Nhiém
Cytomegalovirus ¢ Bénh Nhan Sau Ghép Than.;
2016.

3. Lewis A, Koukoura A, Tsianos GI,
Gargavanis AA, Nielsen AA, Vassiliadis E.
Organ donation in the US and Europe: The supply
vs demand imbalance. Transplantation Reviews.
2021; 35(2): 100585. doi: 10.1016/ j.trre.2020.
100585

4. Hudng dan ghép than Viét Nam. 2017.

5. Li P, Shuker N, Hesselink DA, van Schaik
RHN, Zhang X, van Gelder T. Do Asian renal
transplant patients need another mycophenolate
mofetil dose compared with Caucasian or African
American patients? Transpl Int. 2014;27(10):994-
1004. doi:10.1111/tri.12382

6. Yamada S, Shiohira H, Uehara H, Hokama N,
Saitou S, Ooshiro Y. Implications of Clinical

Mycophenolate Mofetil Dose According to
Individual Body Weight in Japanese Renal
Transplant Recipients. Transplantation

Proceedings. 2016; 48(1): 35-41. doi:
j.transproceed. 2015.11.014

7. Borni-Duval C, Caillard S, Olagne J, et al.
Risk Factors for BK Virus Infection in the Era of
Therapeutic Drug Monitoring. Transplantation.
2013; 95(12): 1498-1505. doi: 10.1097/ TP.
0b013e3182921995

10.1016/

NGHIEN C(*U TONG QUAN HIEU QUA PIEU TRI BO TRQ' BANG
CIDOFOVIR TRONG U NHU PUONG HO HAP TAI PHAT
Nguyén Thi Ngoc!, Piao Pinh Thi2, Nguyén Pinh Phic?

TOM TAT

Muc tleu M6 ta dic diém cac nghién clru vé
hiéu qua cla cidofovir trong diéu tri. b6 trg u nh
dudng ho hap tai phat (UNDHHTP), vé hiéu qua diéu
tri va cac tac dung khong mong mudn. Paoi tugng va
phuong phap: Cac bai bdo, cac nghién cltu tai 2 co
s@ dir liu Pubmed, Cochrane, dat cac tiéu chi nghién
ctru. Két qua: Tim dugc 90 tai li€éu. Sau khi phan tich,
21 bai bao dugc dua vao nghién cru: hiéu qua diéu tri
cta cidofovir 19/21 tai liéu dé cap trong do 94,74%
nghién cdiu két luan cidofovir c6 ~hiéu qua trong diéu
tri bd trg bénh UNDBHHTP. C6 52,5% bénh nhan
thuyén glam bénh hoan toan, 34, 25% bénh nhan
thuyén glam benh mot phan. Cé 9/19 nghién ctu
nhan thay c6 giam s6 [an thuc hién phau thuat trong
mot nam. Tac dung khong mong muoén cua thudc co
3(20%) tai liéu dé cap nhu‘ng déu dugc mo ta nhe va
tu hét, 12(80%) nghlen ciu khdng cé tac dung phu
nao xay ra. Vé két qua giai phau bénh, c6 7(58,33%)
nghién clru bdo cdo khong quan sat thdy loan san
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hodc ung thu bléu mo, 3(25%) nghién clru mo ta cd
dau h|eu loan san, 2(16 67%) nghién clru quan sat
thdy cd ung thu bleu mo vay.

T khoa: u nhu du‘dng h6 hap tai phat, diéu tri
b6 trg, két qua diéu tri, tdc dung khéng mong mudn,
C|dofowr

SUMMARY
EFFECTS OF ADJUVAN THERAPY BY
CIDOFOVIR IN RECURRENT RESPIRATORY

PAPILLOMATOSIS

Objectives: Describe the characteristics of the
research on the efficacy of cidofovir in the adjuvant
treatment of recurrent respiratory papillomatosis,
Treatment Outcome and Drug-Related Side Effects
and Adverse. Subjects and methods: Articles, studies
textbooks in 2 databases PubMed, Cochrane met the
research criteria. Result: Found 90 documents. After
analysis, 21 articles were included in the study: the
treatment effect of cidofovir 19/21 documents
mentioned in which 94.74% of the studies concluded
that cidofovir is effective in adjuvant treatment of RPP.
There are 52.5% patients in complete remission,
34.25% of patients in partial remission. 9 out of 19
studies found a reduction in the number of surgeries
performed per year. Side effects of the drug are
mentioned in 3(20%) documents, but they are
described as mild and self-limiting, in 12(80%) of the
studies, no side effects occurred. Regarding the
pathological results, there were 7 (58.33%) studies
reporting no dysplasia or carcinoma, 3 (25%)
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