Tap chi Y Duoc Hué - Trvding Bai hoc Y - Duoc, Pai hoc Hué - S6'5, tp 13, thdng 9/2023
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Tém tat

Dat van dé: Bénh than lién quan t&i HIV |a nguyén nhan gay tlir vong & bénh nhan HIV. Mét sé cong thirc
tinh mdc loc cau than (MLCT) dugc dung trong 1am sang; tuy nhién, dé chinh xac cta cac cong thirc nay &
bénh nhan HIV 1a khac nhau. Muc tiéu clia nghién ciru nay 1a dénh gia dnh hudng cla MLCT theo 3 phuong
phdap (CKD-EPI, MDRD, CG) t&i ty |é tlr vong trong vong 6 thang va 12 thang & bé&nh nhan HIV tién trién. D6i
twong va phuong phap: Day |a nghién ctu quan sat thuan tap bénh nhan nhiém HIV [an d3u tién t&i thdm
kham tai cac co s& phong kham ngoai trd OPC & Viét Nam. K&t qua: Téng s6 1108 bénh nhan dép (ng tiéu
chuan lya chon. Nhitng bénh nhan cé MLCT thap, wdc tinh theo céng thirc CG va MDRD cé nguy co tlr vong
cao hon trong vong 6 thang va 12 thang. MLCT theo cong thirc CG cé dién tich dudi duwdng cong tién luong
tlr vong sau 6 thang va 12 thang cao hon cé y nghia théng ké so vdi cdng thirc CKD-EPI va MDRD (p < 0,05).
K&t ludn: MLCT thap tinh theo céng thirc CG cd lién quan tdi ti 1é tién lugng tlr vong cao & bénh nhan HIV
tién trién.

Tir khéa: murc loc cu thén, CKD-EPI, MDRD, CG, HIV, OPC, dién tich dudi dudng cong (AUC).
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Abstract

Background: HlV-associated renal disease was considered as an etiology of fatal condition in patients
with HIV. Few equations (Chronic Kidney Disease Epidemiology Collaboration, Modification of Diet in Renal
Disease and Cockcroft-Gault) have been used in clinical for calculating creatinine clearance, however the
prediction of these formulae in HIV patients have been different. Our goal was to evaluate the effect of
baseline eGFR by three equations on 6- month and 12-month mortality in advanced HIV patients. Materials
and method: We conduct a retrospective, observation cohort study of patients with HIV infection who
firstly presented for care at selected HIV OPCs in Vietnam. Results: Of total of 1108 patients was eligible for
analysis. HIV- positive patients with CKD stage 3 and 4 defined by CG and MDRD formula increased risk of 6-
month and 12- month mortality. CKD-EPI were not correlated with 6-month and 12-month mortality in any
stage of CKD. AUC (area unde curves) for 6-month mortality and 12-month with respect to eGFR calculated
by CG formula was statistically higher than AUC by CKD-EPI and MDRD (p < 0.05, Delong test). Conclusion:
Low eGFR calculated by CG were associated with higher mortality in patients with advanced HIV.

Keywords: HIV, eGFR, CKD-EPI, MRDR, CG.

1. DAT VAN DE Mét trong nhirng nguyén nhan gay tlr vong hang dau
HIV 1a mét trong nhitng van dé y t&€ quan trong & bénh nhan HIV la réi loan chirc ndng than, chiém
trén thé gidi. Tinh t&i ndm 2017, s6 lwong nguwdi mac  tir 7,3 - 10,4% [1],[2]. Theo hudng dan cla BO Y t&
HIV 13 36,9 triéu ngudi, s& ca nhiém méi la 1,8 triéu.  vé viéc quan ly va diéu tri HIV, nhan biét sém tén
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thwong than gitp phong ngira tién trién va cac bién
chirng, diéu chinh liéu thudc khang vi rdt theo murc
loc cau than [3], [4].

C6 nhiéu cong thirc tinh mure loc ciu than duoc
st dung trong |dam sang nhw CKD-EPI, MDRD va
Cockcroft- Gault, trong dé cong thirc CKD-EPI duwoc
xem la c6 gid tri chinh xac hon. Tai Viét Nam, chuwa cé
nghién ctru nao danh gia dé tin cdy cta 3 cong thirc
tinh mirc loc cau than trén & bénh nhan HIV. Do vay,
chuing t6i ti€n hanh nghién clru ddnh gia anh hudng
cla murc loc cdu than nén theo céc cong thire ti ti
I& tlr vong tai thoi diém 6 thang va 12 thang & bénh
nhan HIV tién trién.

2. D01 TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Dai twong nghién ciru

Nghién ctru thu thap bénh nhan tlr 22 phong kham
ngoai tru tai Viét Nam. Thoi gian thu tuyén bénh nhan
tir thang 4/2017 dén thang 3/2019. Tiéu chuan lya
chon: tudi > 18; duoc chan dodn xac dinh HIV bang
xét nghiém 3 phuong phédp; CD4 < 100 té bao/uL;
bénh nhan cé kha nang nhan thirc dé dién phiéu chap
thuan tham gia nghién ctu. Tiéu chuan loai trir: diéu
tri ART trén 4 tuan lién ti€p trong ndm qua.

2.2. Phurong phéap nghién ctru

Nghién ciru thuan tap quan sét, lva chon c&
mau thuan tién tlr viéc thu thap thong tin y khoa tir
danh séch bénh nhan cé két qua xét nghiém khang
dinh HIV duong tinh va xét nghiém creatinine huyét
thanh trong suét thi gian nghién ctu.

3. KET QUA NGHIEN cU'U
3.1. Pac diém nhom d6i twong nghién ciru

2.3. Phwong phap xtr ly sé liéu

Thong tin bénh nhan tham gia nghién clru sau
khi nhap vién duoc thu thap theo: thong tin dich té,
tudi, gidi, chidu cao, can ndng, giai doan |dm sang
tai thoi diém nhéap vién, s6 lugng CD4 tai thoi diém
nhép vién, HBsAg, anti - HCV, Chi s6 sinh hda: néng
do ure, creatinine mau, két cuc bénh nhan: sau 6
thang, 12 thang

S6 liéu nghién ctru dwoc phan tich va x{ ly bang
phan mém STATA. Chung toi s& dung kiém dinh T-test
va Man- Whiney cho céc bién lién tuc, Chi- square va
Fisher cho bién phan loai. Théng ké Kappa dugc st
dung dé danh gia sy thdng nhat giitra cac giai doan
murc loc cdu than dugc xac dinh béi cac cdng thirc
CG, MDRD va CKD-EPI. Kiém dinh Bland- Altman
duoc sir dung dé minh hoa bang db thj cac gidi han
théng nhat gitra 3 cong thirc, mac du dit liéu phan
b6 khéng chudn. Do 1&ch chudn SD sy khac biét cla
3 cong thirc dwoc s dung dé do ludng mirc d6 gidi
han sy théng nhat. Tat ca céc kiém dinh théng ké c3
2 phia, dugc coi la khac biét co y nghia thong ké vai
gid tri p < 0,05. MGi lién quan gitra chirc nang than va
t&r vong tai thoi diém 6 thang, 12 thang dugc dénh
gid hodi quy tuyén tinh diéu chinh theo gidi, tudi,
BMI, tinh trang |am sang, CD4, HBsAg, anti -HCV.

2.4. Pao dwrc nghién cliru

Tat ca thdng tin bénh nhan dwoc bdo méat, nghién
ciru dugce sy chdp thuan cta hdi déng dao dirc tai
Bénh vién Nhiét d&i Trung wong va Bénh vién Nhiét
ddi tai thanh phé HB chi Minh.

Bang 1. Dic diém chung nhém nghién clru

Pic diém N %
Téng 1108 100%
Gigi
N@¥ 286 25,8%
Nam 822 74,2%
BMI
Nhe cén 544 49,1%
Can nang binh thuong 547 49,4%
Thira can 17 1,5%
Giai doan |am sang luc nhap vién
Giaidoan1va?2 365 32,9%
Giaidoan3va4 743 67,1%
S8 lwgng CD4 luc nhap vién
<50 828 74,3%
50-100 280 25,7%
Tinh trang HBsAg
Duong tinh 123 11,1%
Am tinh/Khéng xét nghiém 985 88,9%
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Tinh trang Anti-HCV

Duong tinh 278 25,1%
Am tinh/ Khéng xét nghiém 830 74,9%
Median IQR
Tudi (n3m) 36 30-41
BMI (kg/m2) 18,8 16,9 - 20,4
Creatinin huyét thanh (mg/dL) 0,89 0,74-1,01

D6 tudi trung binh cla nhém d6i tuwgng nghién ctu 13 36 (IQR 30 - 41), BMI trung binh 18,8 kg/m? (IQR
16,9 - 20,4) va creaninin trung binh 0,89 mg/dL (IQR 0,74 - 1,01). Bénh nhan chl yéu la nit (74,2%), nhém nhe
can 49,1%, can ning binh thudng 49,4%. Cé 67,1% trudng hop giai doan 1am sang 3, 4 tai thoi diém nhap
vién, 74,3% c6 s6 lugng té bao CD4 thap hon 50 so vdi 25,7% tir 50 - 100. Ti lé bénh nhan duong tinh HBV va

HCV lan luot 1a 11,1% va 25,1%.

Bang 2. Anh hudng murc loc ciu than nén téi tir vong tai thoi diém 6 thang

Giai doan eGFR OR 95% Cl p aOR¢ 95% ClI p
CKD-EPI

Giai doan 1 >90 1 - - 1 - -

Giai doan 2 60 - 90 1,18 0,76 - 1,86 0,452 1,13 0,70-1,85 0,616
Giai doan 3 30-60 2,25 0,73-6,89 0,157 1,98 0,58 -6,72 0,275
Giai doan 4 15-30 17,97 1,61-200,54 0,019 6,12 0,53-71,20 0,148
MDRD

Giai doan 1 >90 1 - - 1 - -

Giai doan 2 60 - 90 0,86 0,55-1,34 0,507 0,81 0,50-1,31 0,392
Giai doan 3 30-60 2,93 1,27-6,81 0,012 2,96 1,17-7,48 0,022
Giai doan 4 15-30 16,87 1,51-188,44 0,022 5,54 0,47-64,65 0,172
CG

Giai doan 1 >90 1 - - 1 - -

Giai doan 2 60 - 90 1,29 0,84-1,96 0,237 1,08 0,68 -2,70 0,751
Giai doan 3 30-60 3,55 1,73-7,29 0,001 2,27 1,00-5,15 0,050
Giai doan 4 15-30 31,06 3,16 -304,44 0,003 9,66 0,91-101,99 0,059

d: diéu chinh theo tudi, gidi, BMI, giai doan 1am sang, s6 luvong t&€ bao CD4, tinh trang HBsAg, HCV

Ti 1é t&r vong tai thoi diém 6 thang tdng cd y
nghia & bénh nhan bénh than man tinh v&i muc loc
ciu than thip wdc tinh theo cong thirc CG va MDRD.
Bénh nhan bénh than man giai doan 3, 4 (eGFR theo
céng thirc MDRD) tang ti 1é tlr vong 2,93 va 16,87
lan, nguoc lai, ti 1& t&r vong tang 3,55 va 31,06 lan
khi st dung cong thirc tinh CG. Sau khi diéu chinh

hiép phuwong sai (covariates), nguy co tlr vong sau
6 thang & bénh nhan bénh than man tinh giai doan
3 tdng 2,96 va 2,27 lan so vdi giai doan 1, khi st
dung lan lwot cdng thirc tinh MDRD va CG. Ngugc
lai, khi s&t dung cdng thirc CKD-EPI thi khdng co suw
lién quan nao vdi ti lé t&r vong sau 6 thang cd y nghia
théng ké.

Bang 3. Anh hudng muc loc ciu than nén tdi tor vong tai thoi diém 12 thang

12 thang OR 95% ClI p aOR¢ 95% ClI p
CKD-EPI

Giai doan 1 1 - - 1 - R
Giai doan 2 1,24 0,82-1,89 0,315 1,31 0,83-2,08 0,243
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Giai doan 3 2,45 0,82-7,32 0,110 2,30 0,70-7,63 0,171
Giaidoan 4 9,79 0,88 - 109,05 0,064 4,18 0,36 - 48,37 0,252
MDRD

Giai doan 1 1 - - 1 - -
Giai doan 2 0,95 0,63-1,43 0,804 0,99 0,64 -1,55 0,982
Giai doan 3 2,45 1,06 - 5,68 0,036 2,63 1,05-6,56 0,038
Giai doan 4 9,26 0,83 -103,32 0,070 3,88 0,34 - 45,02 0,278
CG

Giai doan 1 1 - - 1 - -
Giai doan 2 1,44 0,97-2,13 0,067 1,31 0,86 - 2,00 0,216
Giai doan 3 3,37 1,65-6,89 0,001 2,68 1,19-6,04 0,018
Giai doan 4 17,35 1,78 - 169,57 0,014 7,73 0,74 - 80,82 0,088

d: diéu chinh theo tudi, gi¢i, BMI, giai doan 1am sang, s lvgng t&€ bao CD4, tinh trang HBsAg, HCV

Bénh nhan bénh than giai doan 3 tinh theo cong thirc CG cé ti lé tlr vong sau 12 thang ting 3,37 [an so véi
giai doan 1, va 17,35 [an sau khi diéu chinh hiép phwong sai. Trwong hop st dung cdng thirc CKD-EPI khéng
c6 lién quan téi tlr vong sau 12 thang & bat c& mdrc loc cau than nao.
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Hinh 1. Phan tich dudng cong ROC mirc loc cu than theo 3 céng thirc cho ti 18 tir vong
thoi diém 6 thang, 12 thang

Theo biéu d6, dién tich duéi dwdng cong (AUC)
cho ti I8 tlr vong trong 6 thang lién quan dén eGFR
duogc tinh theo cdng thirc CG |a cao nhat cd y nghia
théng k& (AUC = 0,579) so vdi cdng thirc CKD-EPI
(AUC = 0,536) va MDRD (AUC = 0,520). Dién tich
dudi dudng cong theo CK cao hon dang k& so véi
CKD-EPI va MDRD (p < 0,05, Delong test) trong khi
khong co su khac biét gitra 2 cong thirc CKD- EPI va
MDRD. Dién tich dudi dudng cong cho ti 1é t&r vong
trong vong 12 thang theo cong thirc CG |3 cao nhat
(AUC=0,574, p < 0,05, Delong test).

4. BAN LUAN

Vi c6 rat it nghién ctu danh gid dy bdo cla GFR
udc tinh trén déi twgng bénh nhan HIV, sau khi tinh
todn murc loc cau than co sé& theo cong thirc CG,

MDRD, CKD-EPI, chung toi st dung k&t qua nay dé
tién lwgng tlr vong trong vong 6 thang va 12 thang.
Mac du s6 lwvong bénh thdn man tinh giai doan 3 -
5 trong nghién cru cla chung t6i chiém ti 1& thap,
nhung két qua phan tich chi ra rang nguy co tlr vong
trong vong 6 thang tdng |&n cd y nghia d6i vdi bénh
nhan c6 eGFR < 30 va eGFR 30 - 60 khi tinh theo cong
th&rc MDRD va CG. Sau khi diéu chinh cac yéu t6 gay
nhiéu tiém an, phan tich cac dudinhém rd rang (tudi,
gidi, BMI, giai doan |1dm sang ban dau, s6 lwong CD4,
tinh trang HBsAg, anti HCV), eGFR 30 - 60 tinh theo
céng thirc MDRD va CG lién quan cd y nghia tdi bién
c8 trong vong 6 thang. Tuy nhién, bénh nhan bénh
than giai doan 3 - 4 theo céng thirc CG cé tang nguy
co tlr vong trong vong 12 thang, trong khi & bénh
nhan bénh than giai doan 3 theo cong thirc MDRD,
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khong cé su khéc biét. Nguoc lai, tat cd truong hop
bénh than man tinh theo cong thirc CKD-EPI khong
c6 lién quan cd y nghia tdi tlr vong trong vong 6
thang, 12 thang. Dudng cong AUC cho ti lé tlr vong
trong vong 6 thang va 12 thang cta eGFR theo cong
thirc CG cao hon cé y nghia khi tinh theo cong thirc
CKD-EPI va MDRD. Chung t6i tin rang eGFR tinh theo
céng thirc CG |a t8t hon MDRD va CKD-EPI trong tién
lwgng tlr vong & bénh nhan HIV.

K&t qua nghién cru clia chiing toi chi ra rang eGFR
cho phép xac dinh bénh nhan HIV ¢ tang nguy co tlr
vong. Nghién ctru clia Lisa Hamzah va coéng su cho
thay sau khi diéu chinh cac yéu t6 gay nhiéu, eGFRs
<45 va eGFR > 105 mL/phut/1,73 m? cé lién quan tai
tang nguy co t&r vong. eGFR co s& < 90 mL/phut/1.73
m?2cd lién quan tdi nguy co tang tién trién bénh than.
Ti 1é tién trién bénh than cao nhat véi bénh than man
tinh giai doan 3 - 4 & ngudi da mau co eGFR 30 - 59
mL/phit/1,73 m2va nguoi da trang hodc ching toc
khac cé eGFR 30 - 44 mL/phdt/1,73 m?[5].

Cac két qua cla chung tdi cling twong ty két qua
nghién ciru cla Karolina Szummer vé gid tri tién
lwong va déng thuan cla mirc loc cdu than tinh theo
3 cong thirc CG, MDRD, CKD-EPI & bénh nhan suy
tim. K&t qua nghién ciru cho thdy eGFR theo cdng
thirc CG (AUC 0,740, 95% CI 0,734 - 0,746) dy doan
tién lvgng nang tét hon CDK -EPI (AUC 0,697, 95% ClI
0,690 - 0,703) va MDRD (AUC 0,680, 95% Cl 0,734 -
0,746). Tuy nhién, sau khi cai thién phan loai thyc té,
cong thirc CG gilp xac dinh thém 12.8% bénh nhan
c6 nguy co tlr vong so v&i MDRD va CKD-EPI [6].

Két qua cua chung téi cling twong ty véi nghién
cru thudn tap tién clru cia Anna Tomaszuk- Kazberuk
tim ra phuong phap GFR nao c6 gid tri tién lwong tot
nhat vé ti 1é tlr vong trong vong 5 ndm & bénh nhan
nhdi mau co tim cdp cé can thép mach vanh qua da
l[an dau tién. K&t qud nghién clru cla tac gia thay
rang chi cd GFR 2 55 mL/pht theo cong thirc CG doc
lap v&i ti & t&r vong thap va dwdng cong ROC cho tir
vong theo murc loc cdu than tinh theo CG cao hon ¢é
y nghia so v&i tinh theo 2 cong thirc con lai. Tir d6 tac
gia két luan rang viéc s dung cdng thirc CG dé tién
lwong tlr vong sau nhdi mau co tim t6t hon MDRD
va CKD-EPI [7].

Két qua nghién clru cla ching téi khac véi két
qua nghién clru cda tac gid A Mocroft [8]. Trong
nghién ctru nay, su khac biét vé& eGFR theo cdng
thirc CG diéu chinh khéng khac biét nhiéu so véi
BSA hodc CKD-EPI, va 2 cdng thirc nay dy bao bién
¢6 1am sang cé d6 chinh xac twong dwong nhau do
vay c6 thé duoc sir dung dé danh gid GFR & bénh
nhan HIV. Diéu nay cd thé giai thich rang do s6 luong
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bénh nhan nghién ctu cla chung t6i nho hon so
vGi nghién clru cia A Mocroft. Hon nita déi tugng
nghién ctru nay da st dung ARV trong khi ddi tuong
nghién ctru cla chung t6i chua duoc sir dung thudc
khang vi rut.

K&t qua nghién cru nay ciing chi ra rang eGFR
tinh theo cong thirc CKD-EPI khong cd lién quan téi
tlr vong trong vong 6 thang, 12 thang, trong khi nguy
co tlr vong tang |&n dang k& khi quan sat bénh nhan
cé eGFR < 60 theo cong thirc MDRD. Két qua nay
khac biét vdi nghién clru cla tac gia Fowzia Ibrahim,
khi ma GFR < 60 tinh theo cong thirc CKD-EPI c6 lién
quan tdi ti lé t&r vong hon khi dwgrc tinh theo cong
thirc MDRD. Su khdc nhau két qua 2 nghién ctru cé
thé dwoc gidi thich 13 do khac nhau vé phuong phap
nghién ctru, trong khi tac giad Fowzia Ibrahim si* dung
md hinh nguy co ti [& Cox d& mé ta ti 1& t&r vong con
nghién ctru clia ching t6i st dung hoi quy logistic [9].

V@i nhitng dit liéu han ché trong viéc danh gia d6
tin cdy cla ca 3 cong thirc d& do murc loc cau than va
tién lwong tlr vong trén déi tuong HIV tai Viét Nam,
can thiét c6 nhiéu nghién ciru khac vé van dé nay.
Tém lai, su thdng nhat trong quan sat quan thé néi
chung va bénh nhan HIV nai riéng, két qua clia ching
t6i Gng ho viéc st dung cdng thirc CKD-EPI va MDRD
dé tinh eGFR va s dung CG dé tién luvgng tlr vong &
bénh nhan HIV.

Nghién clru nay cé vai han ché. Pau tién, nghién
ctru clia ching t6i khéng cé tiéu chuan vang phuong
phap do GFR (st dung két qua xét nghiém creatinin
trong 24 gi®, inulin) nén ching téi khéng thé danh gia
chirc nang than co ban thyc sy va phai so sanh eGFR
tinh theo 3 cong thirc véi cac cong thic khac. Do
vay, chung t6i khéng thé xac dinh tryc tiép cong thirc
CKD-EPI, MDRD hoac CK trong viéc danh gia chuirc
nang than & bénh nhan HIV. Th hai, nghién cru cia
chuing tdi khéng c6 phan tich bénh ly nén nhu tdng
huyét ap, dai thao dudng...vi mét s6 nghién ctru cho
thay cac yéu td nay cé anh hudng téi eGFR va ti lé tir
vong & bénh nhan HIV. Cudi cling, mét s6 bénh nhan
nghién cru khong hoan thanh theo d&i trong vong 6
thang, 12 thang, do vay, két qua tién lvong tlr vong
thiéu dd chinh xdc. Bénh nhan co gidm eGFR ¢ s6
lwong twong d6i nhé cling anh huéng téi két qua
nghién cru nay.

5. KET LUAN & KIEN NGHI

Bénh nhan HIV v&i bénh than giai doan 3 - 4 tinh
theo cong thirc CG, MDRD tdng nguy co tlr vong
trong vong 6 thang va 12 thang. Viéc tinh murc loc
cau than sr dung cong thirc CKD-EPI khéng cé lién
quan tdi ti 1é tlr vong trong 6 thang va 12 thang.
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