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Ti LE THIEU MAU TREN BENH NHAN BENH THAN MAN PANG
LOC MAU CHU KY €O PIEU TRI ERYTHROPOIETIN VA MOT SO YEU TO
LIEN QUAN TAI BENH VIEN NHAN DAN GIA PINH, NAM 2022

Ho T4n Théng!, Nguyén Thanh Hi¢p?, Nguyén Quynh Triic?

TOM TAT

Bat van dé: Thi€u mau trong bénh than man la
mét van d& phd bién clia nhém bénh nhan nay, dic
biét 1a nhitng bénh nhan bénh than man giai doan
cudi phu thudc vao may loc mau chu ky, méc du thudc
Erythropoietin van dang dugc si dung rong rdi. Vi
vay, nghién clru dudc thuc hién véi muc tiéu xac dinh
ti 1€ thi€u mau trén bénh nhan bénh than man dang
loc mau chu ky cé diéu tri Erythropoietin; ti 1€ kém
dap Ung vdi diéu tri nay, va mét so yéu to lién quan
dén viéc kém dap Ung nay & nhiing bénh nhan bénh
than man dang Ioc mau chu ky cob dleu tri
Erythrop0|et|n bao gom nong do phospho mau, d|nh
duBng, du trlr sdt va tinh trang viém. Poi tu‘dng va
phuong phap: Nghién clu doan hé tién clu thuc
hién tir 01/09/2020 dé&n 01/12/2020. Nghién ctru st
dung ky thuat 1dy mau ngau nhién. K&t qua: Trong
95 bénh nhén tham gia nghién ciru, 100% bénh nhan
c6 thi€u mau, trong dé hon 50% la thi€u mau vira
hodc nang T| € kém dap Ung Véi Erythrop0|et|n Ia
36,8%. Két qua nghién clru cho thay cd 4 yéu t6 co
I|en quan VGi su kem dap Ung véi Erythrop0|et|n la
nong do Phospho mau (p= -0,042), sat huyet thanh
(p=0,023), ndng d6 CRP méau (p=0,007) va ndng do
Albumin mau (p=0,041). Két Iuan: Nghién clfu xac
nhan lai cac yéu t6 truyén théng gay tinh trang kém
dap rng Véi Erythrop0|et|n biéeu nay mot lan nira
khang dinh viéc can thiét clla xét nghiém dlnh ky véi
bénh nhan bénh than man loc mau chu ky dé cd thé
vlra phat hién sém thiéu mau, kém dap Ung vdi dleu
tri Erythrop0|et|n vu‘a dleu tr| b6 sung kip thdi, cai
thién t6i da hiéu qua cla viéc diéu tri thi€u mau &
bénh nhan loc méu chu ky.

T khoa: thi€u mau, loc mau chu ky, bénh than
man, Bénh vién Nhan dan Gia Dinh

SUMMARY

PREVALENCE OF ANEMIA IN CHRONIC
KIDNEY DISEASE PATIENTS UNDERGOING

HEMODIALYSIS WITH ERYTHROPOIETIN

TREATMENT AND SOME RELATED FACTORS
AT GIA DINH PEOPLE'S HOSPITAL, YEAR 2022

Background: Anemia in chronic kidney disease is
always a common issue in those who routinely have
hemodialysis even after the widely use of
Erythropoietin in treatment regimens. Therefore, our
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study’s objectives are to estimate the anemia rate, the
rate of Erythropoietin hyporesponsiveness, and
possibly associated factors, including the phosphorus
level, nutrition status, iron status and inflammation
condition of patients with hemodialysis. Methods:
During the months from September to December
2020, a cohort study was conducted using simple
random sampling in Nhan Dan Gia Dinh hospital. All
incident Erythropoietin users were characterized at
baseline and the difference between the baseline
hemoglobin (Hb) value, that is the Hb value after 30
days use of Erythropoietin and the outcome Hb value
were calculated and defined as delta Hb (AHb).
Incident ESA users were defined as hyporesponsive if
AHb < 0 g/dL. Results: In 95 patients in the study,
100% has anemia, based on the definition of WHO,
>50% with moderate or severe anemia. Erythropoietin
hyporesponsiveness rate is 36.8%. Our study finds out
4 variables associated with the hyporesponsiveness
are phosphorus (p=0.042), iron serum (p=0.023), CRP
(p=0.007) and Albumin (p=0.041). Conclusions: Our
study confirmed the traditional factors associated with
Erythropoietin hyporesponsiveness. Once again, it is
asserted that periodical laboratory tests are critical not
only in the early findings of anemia or Erythropoieitin
hyporesponsiveness, but also in supplement therapy in
order to improve the ultimate end point of anemia
therapy in patients with hemodialysis.

Keywords: anemia, cyclic dialysis, chronic
disease, Gia Dinh People's Hospital
I. DAT VAN BE

Thu6c Erythropoietin (Erythropoietin

stimulating agent - ESA) la thuGc diéu tri chinh
trong diéu tri thi€u mau & bénh nhan bénh than
man [5]. Hudng dan thuc hanh 1dm sang cta Hoi
Cai thién Két qua Toan cau vé Bénh than -
Kidney Disease: Improving Global Outcomes
(KDIGO)-2012 da khuyén cao rang mdc
Hemoglobin muc tiéu can dat dugc la 11-12 g/dL
8 nhitng bénh nhan BTM coé diéu tri véi thudc
kich thich Erythrop0|et|n Mac du dugdc diéu tri
day da vdi thudc ndy, mot s6 bénh nhan van con
thi€u mau hodac tham chi kém hodc khong dap
Ung vGi nhdm thubc nay. Tinh trang nay lam cho
viéc diéu tri thi€u mau tré nén kho khan hon[1].
Viéc tim hiéu céc yéu lién quan dén thiéu mau
G nhitng bénh nhan loc mau chu ky co diéu tri
vGi Erythropoietin chdc chan sé cai thién hiéu
qua cua diéu tri, giam chi phi y t€ va cai thién
chat lugng cudc s6ng cla bénh nhan bénh than
man. Vi vay, chdng toi tién hanh nghién ciru nay
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nhdam khao sat ti 1€ thi€u mau cling nhu cac yéu
to lién quan, hy vong gép thém dit liéu, giup cac
bac si lam sang dat dugc muc tiéu diéu tri cho
nhém bénh nhan bénh than man giai doan cudi
dang loc mau chu ky nay.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. P6i tuong, dia diém, thoi gian
nghién ciru: Nghién clu dugc thuc hién tur
01/09/2020 dén 01/12/2020 trén tat ca nhirng
bénh nhan bénh than man giai doan cudi dang
loc mau chu ky tai Bénh vién Nhan Dan Gia Dinh,
Tp. HO Chi Minh.

2.2. Phuong phap nghién ciru: doan hé
ti€n cltu, chon mau toan bd bénh nhan bénh
than man giai doan cudi dang loc mau chu ky tai
Bénh vién Nhan Dan Gia binh va dong y tham
gia nghién clu.

Quy trinh thu thap

C3 mau: Ap dung cbng thic udc lugng tir

mot ti 1€
p(1—p)
n=(Ziap)? =gz
-p = 0,57, la ti I& thi€u mau (muc tiéu 1) &
bénh nhan bénh thadn man theo Hudng dan diéu
tri thi€u mau & bénh nhan bénh than man cua
BO Y té€ Viét Nam nam 2015 [1],d = 0,1; a =

0.05; va Zi—asz = 1,96. Thay vao cdng thurc,
cd mau n > 94,15. CG mau du tru la 95.

-p = 0,64, la ti &€ kém dap Ung vdi diéu tri
Erythropoietin (muc tiéu 2) theo tac %ié Huynh
Trinh Tri [4], d = 0,1; a = 0.05; va “1-%/2 =
1,96. Thay vao cbng thiic, ¢c8 mau n = 88,5. C8
mau dy tru la 89. B

Vi vay, chdng t6i chon ¢ mau 95 bénh nhan
dé& phu hdp véi ca hai muc tiéu.

BN LMCK thoa tiéu chuin

- Hoi théng tin hanh chanh, bénh str, tién can BN
- Po dau hiéu sinh tdén, chiéu cao, can nang.

- Thuc hién xét nghiém (To): Cong thuc mau,
Creatinine, Pién gidai doé 3 théng sé (Natri, Kali, Clorua), AST,
ALT, Protein, Albumin, Fe/S, Ferritin, TSAT, Phosphore, CRP.
- Ghi nhan cac két qua tham kham lam sang.

- Ghi nhan cac phuong phap diéu tri, thudc va liéu luvong.

Urea,

v

BN thiéu mau, s& dung ESA trong thsi gian it nhat 01 thang so
v&i thoi diém To (Hb dang k)

3

| Theo ddi BN tir 30 ngay va ghi nhan lai Hb. |

v

Tinh Delta Hb (AHb) = Hb md&i — Hb cii.
AHD < 0g/dL: BN dweorc goi la “kém dap wng véoi EPO”

l

|

!

'

Xac dinh ty & thiéu
mau trén BN BTM
dang loc mau chu ky
c6 diéu tri EPO.

Khao sat cac yéu té lién quan
dén thiéu mau & BN BTM dang
LMCK c6 diéu tri EPO: chuyén
héa calci phospho, du trit sit, dinh
dudng va tinh trang viém.

2.3. Phan tich va xir ly s6 liéu nghién
ciru. Cac s6 liéu dugc nhap liéu quan ly bang
phan mém Exel, SPSS 26.0. Cac bién dinh tinh sé
dudgc mo ta bang tan sd va ti 1€ phan tram. Cac
bién dinh lugng sé dugc mo ta bang gia tri trung
binh va dd léch chudn (trong trudng hdp cac gia

tri ¢ phan phéi binh thudng — chuén). So sanh
bién dinh tinh dung kiém dinh x2 (Chi-Square
Test) hay kiém dinh Fisher’s exact (dugc st dung
khi c6 qua 20% s6 6 trong bang cé tan s6 mong
dgi nhoé han 5). So sanh bién dinh lugng dung
kifm dinh t (néu phan phéi binh thudng), phép
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kifm Wilcoxon (néu phan phéi khdéng binh
thudng), trudng hdp t 3 nhém trd 1én bang
phan tich phuong sai (One-way Anova). Dung
phép kiém Pearson hodc Spearman dé khao sat
mai tugng quan gilra cac bién s6 tuy thudc bién
s& c6 hodc khéng cd phan phdi chuén Gid tri p <
0,05 dudc xem xét c6 y nghia thong ké.

2.4. Pao dirc trong nghién ciru: Ngudi
tham gia dugc néu r6 muc dich, y nghia cua
nghién clru va tu nguyén tham gia. Quyén Igi va
thong tin cd nhan cua doi tugng dudc bao vé
theo ding quy dinh. Cac so liéu thu thap dugc
chi phuc vu cho muc dich nghién ciu. Nghién
cttu nay da dugc H6i déng dao durc trong nghién
ctu y sinh hoc Dai hoc Y khoa Pham Ngoc Thach
chap thuan.

Il. KET QUA NGHIEN cU'U
Bang 1. Bic diém nhén khdu hoc (n=96)

Pac diém | Tanso | Ty lé (%)
Nhom <40 15 15,8
tusi 40-59 54 56,8
>60 26 27,4
GiGi NI 55 57,9
tinh Nam 40 42,1

Bénh nhan c6 do tudi tir 40 — 59 chiém da s6
(56,8%) trong nghién clru. Tudi trung binh cua
bénh nhan la 52,4 + 12,0. Ti Ié nam gidi gan
tugng dudng véi nir gidi véi ti s6 ni: nam =
1,4:1. Su khac biét khéng cd y nghia théng ké (p
= 0,124).

Tan sé

9 1" 12 14 15 16

S6 nam LMCK
Biéu do 1. Thoi gian loc mau chu ky (ndm)
Thdai gian LMCK ngan nhét la 2 ndm chiém ti
€ la 7,4% va dai nhat la 16 nam chiém ti Ié
1,1%. SG nam LMCK trung binh cta bénh nhan
BTM la 7,2 £ 6,8 nam.

/

Kém dap g = Khéng kém dép (mg
Biéu dé 2. Ti I1é bénh nhdn kém dap irng voi
Erythropoietin

Pa s6 bénh nhan c6 dap Ung véi diéu tri EPO,
chi cé 36,8% bénh nhan kém dap (ng

Bang 2. Mot so yéu to tuong quan giita 2 nhom kém dap irng va khong kém dap irng

voi diéu tri EOP
Yéu to Trung binh SD 3}
Kém dap Ung 2,2mmol/L 0,6 0,042
Phospho Khéng 2,0mmol/L 0,5
Sat huyét Kém dap Ung 10,9umol/L 5,6 0,023
thanh Khong 14,1umol/L 7,9
Ferritin Kém dap Ung 196,1ng/mL 33,5 0,314
Khong 234,3ng/mL 164,9
CRP Kém dap Ung 10,1mg/L 0,3 0,007
Khong 8,6mg/L 1,9
Protid Kém dap Ung 72,9g/L 0,0 0,238
Khong 74,49/L 6,1
) Kém dap Ung 37,5g/L 0,2 0,041
Albumin Khdng 38.69/L 2.5

Nong do Phospho trung binh cia nhom kém
dap Ung vdi EPO cao han nhom khong cd kém
dap Ung vai EPO. Su khac biét co nghia théng ké
(p=0,042). Nong dd sat huyét thanh trung binh
cla nhom kém dap Ung vdi EPO thap hon nhom
khong cé kém dap Ung vGi EPO. Sy khac biét co
nghia théng ké (p=0,023). Néng d6 CRP mau
trung binh ctia nhém kém dap (ng véi EPO cao
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hon nhém khong cd kém dap Ung véi EPO. Su
khac biét cd nghia thdng ké (p=0,007). Nong do
Albumin mau trung binh ctia nhém kém dap (ing
véi EPO thap hon nhém khong c6 kém dap Ung
véi EPO. Sy khac biét c6 nghia thong ké
(p=0,041). VGi két qua & trén, chldng t6i thuc
hién ho6i quy nhi bién logistics dGi v&i bién s6 co
tugng quan vGi su kém dap (ng Vi
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Erythropoietin 1a bi€n CRP mau va Albumin mau.
Két qua, chdng t6i cé bang sau:

Bang 3. Bang mé hinh hoi quy phu hop
12log |Cox&Snelll Nargelkerke
likelihood R? R?
Step1 108,6 0,156 0,218

Gia tri 0,218 gan vdi gia tri 1 han. Vi vay, mo
hinh Nargelkerke R? Ia m6 hinh phu hgp.

TU d6, chdng toi cé bang phan loai nhu sau:

Bang 4. Ti Ié dur doan ding doi voi bién CRP

Du doan
Quan sat [Kém dap (ing| Khong [Du doan
Erythropoietin|kém dap | dung

. tng | (%)
e I R
Kgfafgga';%m 7 53 | 88,3
LG

Kha nang néng d6 CRP mau gilp du doan
ding dugc su kém dap Ung Erythropoietin la
72,6%, vGi diém cét la 50%.

TUr d6, chdng toi ti€p tuc trinh bay cac hé s6
trong phuang trinh hoi quy nhi bién logistics

Bang 5. Cac hé sé trong phuong trinh hoi quy
B S.E

Wald Df p Exp (B)
CRP 04 0,2 9,8 1 0,002 1,5
Albumin -0,3 0,1 6,6 1 0,01 0,8
Hang s6 58 3,6 2,6 1 0,108 334,8

Vi két qua trén, ching tdi thé vao dé dugc
phuang trinh hoi quy nhj bién logistics nhu sau:

Ln 1‘°P —=5,8+0,4CRP - 0,3 Alb

Nhu vay, qua phuadng trinh nay, véi gia tri
clia CRP va Alb, chiing ta c6 thé tién doan dugc
kha nang bénh nhan dé bi kém dap Ung vdi
Erythropoietin la bao nhiéu.

IV. BAN LUAN

1. Ti 1é thi€u mau. N6ng dd huyét sic t6
trung binh cha d6i tugng trong nghién clu
ching t6i la 9,8 £ 2,2 g/L Két qua nay gan nhu
tugng duong vdi nghién clru cua tac gia Vo
Thanh Hung vé&i Hb trung binh la 9,82 £ 1,51
[2], nghién cl'u mGi nhat cla tac gia Nguyen Van
Tuan (2021) la 9,4 £ 1,9g/dL [3], va kha gan vGi
két qua cua Nguyen Hoang Trung Van véi Hb
trung binh & bénh nhan LMCK la 10,83 + 1,53
[6]. Tuy nhién, két qua ching t6i hai thé’p hon so
vGi két qua mot nghlen cfu & Hoa Ky nam 2004
VvGi nong dd huyét séc t6 trung binh la 12,2 +1,6
g/dL va nghién cliu téng hgp cac nudc Chau Au
cé Hb trung binh 13 11,0 g/dL. Piéu ndy cé thé
do & cac nudc phat trién, bénh nhan dudc phat
hién bénh s6m va diéu tri bao ton BTM tot nén
tinh trang thi€u mau cla bénh nhéan it nang né
hon so Véi cac nuc dang phat trién nhu' nudc ta.

2. Yéu td lién quan

Phospho. RGi loan canxi-phospho lién quan
dén su ti€t bat thudng PTH & nhdm bénh nhan
bénh than man la moét van dé dugc nhiéu ngudi
quan tam. Ddc trung la sy giam canxi mau va
tdng phospho mau,. Su thay ddi nong dd cua
phospho bi€u hién sdm ngay tUr khi cd tén
thuong cau than. Khi mic loc cau than dudi 60

ml/phit/1,73 m2, cac bién déi sinh héa bat dau
xuat hién: phospho mau tdng nhe, canxi mau bat
dau gidm. Két quad cla ching t6i ghi nhan
phospho mau la 2,1 £ 1,0 mmol/L. Nghién clu
cla chidng t6i co két qua ndng do Phospho trung
binh cao hon khi so sanh véGi nghién ctu tai Ai
Cap cla tac gid Zaki va cong su la 4,6 = 1,3
mg/dL (1,8 £ 0,4 mmol/L) [6].

Tang phospho mau & bénh nhan bénh than
man bao gém ca tang nong do trong t€ bao va
trong huyét thanh. O' bénh nhan bénh than man
giai doan cubi, qua trinh bai tiét nudc tiéu ngay
cang giam, Iu’cjng phospho dugc huy dong tu
xuong gan nhu khéng dugc dao thai ra theo
dugng tu nhién.

Sat huyet thanh va Ferritin. Trong mau
nghién clu cta ching tbi, nong do sat huyét
thanh va ferritin trung binh [an lugt la 12,9 +
14,6 pmol/L va 220,2 + 355,4 ng/mL (bang 3.14
& 3.16). So vdi cac nghién cliu trong nudc, két
qua cla nghién clfu ching t6i hoi thap hon so
v@i nghién cfu cua tac gia Nguyen Van Tudn [3]
v0i két qua sat huyét thanh [an lugt la 14,1 £+ 2,9
pgmol/Lva xét nghiém ferritin trong mau cho két
qua la 401,6 + 343,5 ng/mL, nhung céc chi s
trong nghién clru cla chung toi van trong gic’ji
han binh thudng. Diéu nay cd 1€ la két qua cua
no luc han ché cac trudng hdp (r sat bang cach
xét nghiém sat huyét thanh va ferritin dinh ky va
chinh liéu thubc theo két qua cé dugc, nham
tranh tinh trang & sat cho cac bénh nhan bénh
than man giai doan cudi loc mau chu ky tai bénh
vién. Két qua cuta ching toi ghi nhan cé su khac
biét cd y nghia thdng ké khi so sanh trung binh
cac ndng do sat huyét thanh giira nhom kém dap
(fng Erythropoietin va nhdm khong kém dap (ing
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p = 0,023 < 0,05. Tuy nhién, Khi thuc hién test
T ddc 1ap dé so sanh ndng do ferritin trung binh
gitra 2 nhom trén, thi két qua lai cho thdy khéng
6 su khac biét co y nghia thong ké, p > 0,05.

Nong do CRP mau. Protein C hoat hda (C-
reactive protein — CRP, mg/L) la mot xét nghiém
ma dugc sir dung dé xac dinh mirc dd rdi ro tim
tang cho cac bénh ly tim mach, dau tim va d6t
guy. O bénh nhan bénh than man thi CRP cao la
mot yéu t6 nguy cc t& vong do bénh ly tim
mach. Két qua nong d0 CRP mau trong nghién
ciu ching t6i la 9,2 + 4,6 mg/L. Két qua nay
cao han so vdi CRP trung binh 6,59mg/L cua tac
gia Huynh Trinh Tri va cong su dugc thuc hién
tai An Giang. Piéu nay cd thé giai thich cho su
anh hudng cua tinh trang viém man nay Ién két
qua ndng dd sat huyét thanh va ferritin thdp hon
khi so vdi két qua vdi tac gia nay. Trong nghién
ctu cta chung toi, khi ti€n hanh so sanh néng
dé CRP mau trung binh gilta 2 nhom kém dap
Ung véi Erythropoietin va khong kém dap (ng,
ching t6i ghi nhan cd su khac biét c6 y nghia
thong ké gilta 2 nhém nay, p < 0,05. Két qua
nay cling tudng tu nhu cac nghién clru trudc do
ca trong va ngoai nudc, va dugc giai thich la do
tinh trang viém néi chung cla cd thé, sé anh
hudng dén viéc tiéu thu sat, lam giam hiéu qua
cua Erythropoietin.

Nong do Albumin huyét thanh. Néng do
Albumin huyét thanh (g/L) d6i véi bénh than
man trudc khi diéu tri thay thé than hodc trong
sudt qua trinh diéu tri thay thé than diéu anh
hudng truc ti€p dén nguy cd tir vong trong
tuang lai. K&t qua nong dé Albumin huyét thanh
trong nghién cfu chung t6i la 38,2 + 5,2g/L, cao
hon mot chit so véi két qua cla nghién clu tai
An Giang cua tac giad Huynh Trinh Tri [4] vGi két
qua la 33,47 = 4,96g/L. Tuy nhién, khi so sanh
két qua cla nghién clu ching to6i véi két qua cla
cac nghién ctu nudc ngoai thi nghién clu cua
chiing toi c6 két qua thdp han. Ti€n hanh test T
dé tim su khac biét gilra 2 gid tri trung binh cua
nong do Albumin mau gilta 2 nhom kém dap (ng
va khong kém dap (ng vaéi Erythropoietin. Ching
t6i nhan thay cd su khac biét giifa 2 gia tri trung
binh nay, p = 0.041 < 0,05. biéu nay ching to
nong dé Albumin thap cé anh hudng hiéu qua
diéu tri thi€u mau vdi Erythropoietin.

Phan tich hoi quy vé cac mai tucng quan.
Viéc s dung Albumin huyét thanh dé€ danh gid va
theo doi tinh trang dinh dudng lién quan dén cac
gia dinh sau: giam albumin huyét thanh c6 tugng
quan rat chat déi vai tinh trang tir vong ¢ nhdm
bénh nhan bénh than man dang loc mau chu ky.
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Trong nghién clru cla chdng t6i cling cho thay
nong do Albumin huyét thanh (g/L) cang thap thi
ti 16 khong dap Ung Erythropoietin cang cao. biéu
nay cho thdy, mdc du trong nghién clfu cta ching
t6i cd sO lugng mau tuong d6i nhd hon cac
nghién ciu khac nhung két qua nghién clru cla
cho két qua tugng tu' nhu cac nghién cltu ngoai
nuGc. Phan tich h6i quy da bién doi véi cac yéu to
lién quan, thi két qua la chi c6 nong do CRP va
Albumin mau la c6 tudng quan. Két qua tuong
guan cua nong d6 CRP va Albumin mau véi su
kém dap Ung véi Erythropoietin ti 1€ tién doan
ding 1a 73%. Phuong trinh hdi quy nham tién
doan kha nang xay ra viéc kém dap Ung vdi
Erythropoieitin cd dang:
Pi

Ln - =
1-Pt 58+ 0,4 CRP-0,3 Ab

Trong dod, Ln la logarit cd s6 e, Pi la xac suat
bénh nhan bi kém dap Ung vd&i Erythropoietin,
CRP la két qua nong do CRP, va Alb la n6ng do
ctia Albumin trong mau.

V. KET LUAN

Nghién cru xac nhan lai cac yéu té truyén
thong gay tinh trang kém dap dng vdGi
Erythropoietin. Diéu nay mot 1an nifa khang dinh
viéc can thiét cla xét nghiém dinh ky véi bénh
nhan bénh than man loc mau chu ky dé c6 thé
vira phat hién s6m thi€u mau, kém dap Ung vdi
diéu tri Erythropoietin, vira diéu tri bd sung kip
thoi, cai thién t6i da hiéu qua cla viéc diéu tri
thi€u mau & bénh nhan loc mau chu ky.
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