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Tém tat

Muc tiéu: Kh3o sat ndng d6 suPAR niéu (soluble urokinase plasminogen activator) trwdc diéu trj véi mirc
dé déap ing diéu tri giai doan sém & hodi chirng than hu (HCTH) tién phét [an dau & tré em. Phwong phép:
Nghién ciru theo ddi doc céc trudng hop bénh. Két qua: Nghién ctru trén 30 tré em dwoc chan dodn HCTH lan
dAu cé theo ddi tai Trung tdm Nhi, Bénh vién Trung wong Hué va Khoa Nhi tdng hop, Bénh vién Trudng Dai
hoc Y Dugc Hué thay ndng dd suPAR/creatinin niéu 2712 + 2217 pg/mg (605 - 11443 pg/mg), ndbng d6 suPAR
niéu/creatinin niéu & nhém bénh nhi 1-6 tudi cao haon cd y nghta so véi nhdm bénh nhi 7-15 tudi, khéng cé su
khac biét gitta nhom c6 dai mdu va khéng ddi mau. Néng dé suPAR niéu/creatinin niéu khéng méi lién quan
¢6 y nghia vdi albumin mdau, murc loc cau than va protein niéu. Sau giai doan tin cdng, 100% bénh nhi d4p
(rng hoan toan vdi diéu tri. Sau 6 thang theo ddi va diéu tri, ndng dé suPAR niéu khéng cd sy khac biét cd y
nghia gitta cdc nhém khoéng tdi phat (67,8%), tai phat khong thuong xuyén (25%) va tai phat thudong xuyén
(7,2%) (p=0,33). K&t ludn: Nong dd suPAR niéu/creatinin niéu trwdc didu tri chwa cho thay gid tri tién doén
kha ndng dap (ng diéu tri giai doan sdm. Can nhiéu nghién clru hon dé hi€u thém veé vai trd cla suPAR niéu
& HCTH tré em.

Tir khéa: Soluble urokinase plasminogen activator, suPAR niéu, héi chirng thén hu tré em.

Abstract
The relationship between urinary suPAR and treatment

responsiveness in pediatric nephrotic syndrome
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Objectives: To investigate the relationship between the concentration of urinary soluble urokinase
plasminogen activator (suPAR) pretreatment with the treatment responsiveness in children with primary
nephrotic syndrome. Methods: Longitudinal follow-up study. Results: A study of 30 children diagnosed with
the initial nephrotic syndrome was followed up at Hue Pediatric Center of Hue Central Hospital and Pediatrics
Departement of Hue University of Medicine and Pharmacy Hospital. Urinary suPAR/creatinine ratio was 2712
+2217 pg/mg (605 - 11443 pg/mg), urinary suPAR/creatinine ratio in children 1-6 years old was significantly
higher than that in group 7-15 years old, there was no signifficant difference about urinary suPAR between
hematuria and non-hematuria group. Urinary suPAR/creatinine ratio was not significantly associated with
serum albumin, glomerular filtration rate and proteinuria. After 2 months of steroid treatment, 100%
patients was completely remission. Following- up 28 patients after 6 months of steroid treatment: the rate
of completely remission, infrequent relapse and frequent relapse were 67.8%, 25% and 7.2% respectively,
there was no signifficant difference about urinary suPAR/creatinine ratio among three groups. Conclusions:
Pre-treatment urinary suPAR/creatinine ratio do not help predict the ability of steroid responsiveness in the
early period of treatment. More research is needed to understand more the role of urinary suPAR in pediatric
nephrotic syndrome.
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1. DAT VAN DE

Ho6i chirng than huw (HCTH) 1a mdt bénh cau
than man tinh, hay tai phat, diéu trj dai dang. T6n
thwong chi yéu cla HCTH tré em I3 tén thuong
t8i thiéu (MCD: minimal change disease) va bénh
cau than xo hda cuc bd (FSGS: focal segmental
glomerulosclerosis), trong bénh FSGS thudng dé
khang va da phan tién trién dén suy than giai doan
cudi [6]. Cac nghién clru cla cac tac gia trén thé gidi
gan day ndi |én vai tro cda chat hoat hda urokinase
plasminogen hoda tan trong nwdc tiéu (hay con goi
I3 suPAR niéu) trong chan doan FSGS ciing nhu kha
nang dap (ng diéu tri [2], [3]. Segarra (2014) [1],
Palacios (2013) [5, 9], Huang (2014) [7] nhan xét
rang suPAR niéu tang dic hiéu & nhém FSGS tién
phat va cé lién quan dén mirc dd ning cla bénh.
NOng d6 suPAR huyét thanh va nudc tiéu 1a mét chi
s6 hitu ich gitp danh gia dap ng diéu tri & bénh
nhan HCTH tién phat, gidp phan biét MCD va FSGS &
giai doan sau diéu tri. Ngoai ra suPAR huyét thanh va
nuwéc tidu cd lién quan vai dap &ng didu tri 1au dai &
HCTH tién phat [4].

Nghién ctru suPAR niéu cé nhitng loi diém hon
s0 V@i SUPAR huyét thanh nhuw sau: (1) suPAR niéu
duoc danh gid dwa vao chi s& suPAR niéu/creatinin
niéu nén no gidam anh hwdng cla viéc gidm muc loc
cau than 1én néng dé suPAR. (2) Nghién ctru cla Wei
va Chang néu ra suPAR cé thé duoc san xuat bai
tic bao bj tén thwong nén xét nghiém suPAR niéu
s& bao gdm ca suPAR huyét thanh va suPAR tur tuc
b3ao. Didu nay giup tach biét t6n thuong FSGS rd hon
cac bénh ly ngoai than khac. (3) Cac dang don vi clia
suPAR muén gay tén thwong cau than phai qua dugc
mang loc cau than, nén viéc dinh lugng suPAR niéu
s& phan dnh ré rang hon mai lién quan gitra suPAR
va tén thuong cau than. (4) Anh hwdng clia suPAR
Ién cau than tuy thudc vao ngudng ndng do suPAR
nén viéc dinh lvgng suPAR niéu sé tranh duoc sy
chdng chéo 1én nhau cta suPAR huyét thanh va gilp
cho viéc phan tach tén thwong FSGS rd rang hon [8],
(71, [5], [3].

Vi vay nghién ctru cda ching téi dwoc tién hanh
v&i muc dich tim hiéu méi lién quan gitta suPAR
niéu v&i mirc dé dap ng diéu tri bang cach danh
gid ndng d6 suPAR trong nwéc tiéu bénh nhan HCTH
trude didu tri véi mirc dd dép ng vai liéu phap
corticoid cGia bénh nhan.

2. DOI TUGNG VA PHUONG PHAP NGHIEN CU'U
Nghién ciru mé ta theo ddi doc 30 bénh nhi duoc
chan doén va diéu tri HCTH tai phong Nhi Than-Noi
Tiét-Than Kinh, Trung tdm Nhi khoa, Bénh vién Trung

uvong Hué va Khoa Nhi téng hop, Bénh vién Trudng
Pai hoc Y Dugc Hué.

2.1. Tho'i gian nghién ciru:

Tlr thang 3/2019 dén thang 3/2020.

2.2. Tiéu chuan chon bénh:

Bénh nhi dwoc chadn dodn HCTH theo tiéu chuan:

- Protein niéu = 50 mg/kg/24 gio hodc ty |é protein/
creatinine niéu > 200 mg/mmol

- Albumin mau gidm < 25 g/L. [10]

- Mac bénh [an d4u. Khdéng cé céc biéu hién lam
sang ngoai than nhu ban cdnh buwdm, ban vong, ban
xuat huyét dang bét, dau khép...

2.3. Tiéu chuan loai trir

- Bénh nhan khéng déng y tham gia nghién ctru.

- B&nh nhan HCTH khéng diéu trj theo dung
phéc do6.

2.4. Cac budc tién hanh

Bénh nhi dugc lam xét nghiém suPAR nudc tiéu
khi chan doan Ian dau va truwdc khi diéu tri.

Xét nghiém suPAR niéu, protein niéu, creatinin
niéu duoc thuc hién trén cuing 1 mau nudce tiéu trudce
diéu tri clla bénh nhan. suPAR niéu dinh luong bang
phuong phap ELISA tai phong xét nghiém cta Khoa Sinh
ly bénh - Mién dich tai Trwong Dai hoc Y - Dugc Hué.

Theo ddi doc ddp (ng diéu tri cla bénh nhan sau 6
tuan diéu tri tdn cong véi prednisolone 2mg/kg/ ngay.

Dinh nghia dap (rng diéu tri:

- Ddp trng hoan toan: protein/creatinin niéu < 20mg/
mmol, hodc que thir & dang vét trong 3 ngay lién tuc.

- Pdp trng 1 phdn: protein niéu giam hon 50%
so v&i giad tri ban dau va protein/creatinin niéu &
khoang 20-200mg/mmol.

- Khéng ddp trng: protein niéu khéng gidm hon
50% so v&i gia tri ban dau hoac protein niéu dai
dang>200mg/mmol.

HCTH tdi phdt: Protein niéu/creatinin niéu
>200mg/mmol hodc > 50mg/kg/ngay hodc Albustix
> 3+ trong 3 ngay lién tiép, hodc phu toan kém
albumin mau < 25g/l & bénh nhan d3 dwoc chan
dodn HCTH trudc dé.

HCTH tdi phdt thuong xuyén: > 2 |an tai phat
trong 6 thang hodc > 4 lan téi phat trong 1 ndm [10].

2.5. Xtr li 58 liéu: bang phan mém SPSS.

S& dung kiém dinh dé& xac dinh méi lién quan
gitta nébng dd suPAR/creatinin niéu véi cac bién
nhém tudi, mirc do dap ¢ng diéu tri. Néu s mau
n £ 20 hodc cé ki vong < 5 sé& hiéu chinh sang test
chinh xac Fisher. p<0,05: khac biét cé y nghia thdng
ké. Khao sat sy tuwong quan gilta suPAR/creatinin
niéu véi néng dd albumin méu, mdrc loc ciu than,
protein niéu bang cach sir dung hé s6 tuong quan
Spearman.
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3. KET QUA Dai mau gdp 2/30 bénh nhan (6,7%). Néng do

3.1. Pic diém chung ciia nhém nghién ciru protein niéu/creatinin niéu 0,76 + 0,79 (0,23-3,10)

Ty 1& nam méc HCTH nhiéu hon so véi nit véi ty mg/mmol.Néng dd Albumin mau 15,6 + 4,4 g/I.Néng
1& 2/1. Nhém tudi phat hién HCTH nhiéu nhat 13 1-6  d6 creatinin mau 13 33,5 + 18,5 (16-109) umol/I. Sau
tudi, chiém 66,7%, nhdm 7-10 tudi 13 13,3%, nhém 6 tuan diéu tri tdn cdng, 100% bénh nhan dap &ng
11-15 tu6i 13 20%. Tudi trung binh phat hién bj hoan toan. Sau 6 thang diéu tri: 67,8% khong tai
HCTH 13 5,0 £ 2,9 tudi; nho nhat 13 2 tudi va Ién phat, 25% tai phat khdng thudng xuyén va 7,2% tai
nhat 13 15 tudi. phat thuwong xuyén.

3.2. Nong do suPAR & bénh nhi HCTH truéc diéu tri
Bang 1. Nong dd suPAR nuwéc tiéu bénh nhan HCTH [an dau.

Néng dé suPAR niéu

Trung binh Min Max
NB&ng dd suPAR niéu (pg/ml) 12300 £ 3200 5724 18084
Nong dd suPAR/creatinin niéu (pg/mg) 2712 £ 2217 605 11443

Nhén xét: Nong d6 suPAR niéu trwdc diéu tri la 12300 + 3200 pg/ml, ti s6 suPAR/creatinin niéu I3
271242217 (pg/mg).

3.3. Mai lién quan giita suPAR/creatinin niéu vé&i cac dic diém lam sang, can 1am sang
Bang 2. M&i lién quan gilta suPAR/creatinin niéu v&i mot s& dic diém 1am sang

Nhém tudi Pai mau suPAR/creatinin niéu (pg/mg) p
1-6 Cé n=0 0
Khéng n=20 3284 + 2504 (710 - 11443)
7-15 Cé n=2 1549 + 705 (605 - 2681) p=003
Khéng n=8 1636 + 567 (1235 - 2038)

Nhan xét: Nong d6 suPAR/creatinin niéu & nhém 1-6 tudi cao hon cé y nghia so v&i nhém 7-15 tudi
(p<0,05). Ndng d6 suPAR/creatinin niéu & nhdm dai mau khéng khac biét nhiéu so véi nhém khong dai mau.

Bang 3. Mai lién quan gilra suPAR/creatinin niéu véi mot sé dac diém can 1am sang

Can lam sang suPAR/creatinin niéu (pg/mg)
Nong dé albumin mau (g/l) rs=-0,105, p=0,579
Mrc loc cau than (ml/phut) rs=-0,259, p=0,213
Néng do protein niéu (g/1) rs=-0,106, p=0,413

Nhan xét: Khdng cd méi lién quan gitra ndng d6 suPAR/creatinin niéu véi albumin méu, mirc loc cau than
va ndng dd protein niéu (p>0,05).
3.4. Ma&i lién quan giita suPAR niéu v&i dap &rng diéu tri
Bang 4. M&i lién quan gitra suPAR niéu v&i dap &rng diéu tri

Péap rng diéu tri suPAR/creatinin niéu (pg/mg) p
Sau 6 tuan Dap rng hoan toan n=30 2712 + 2217
n=30 Dép &ng 1 phan n=0 0
Khéng dap ingn=0 0
Sau 6 thang Khéng tdi phat n=19 2965 + 2351
n=28 Téi phat khéng thudng xuyén n=7 1853 + 1046 0,33
Tai phat thuong xuyén n=2 2768 + 2264
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4. BAN LUAN

Day |a mét nghién clru tién ciru, thye hién dinh
lwong néng dd suPAR niéu & bénh nhi & Viét nam
mac HCTH [an d3au, chua diéu tri. Thuc té & tré em,
thé giai phau bénh hay gép ctia HCTH la MCD (da s8)
va FSGS. V& 1am sang va can |am sang, hai thé bénh
nay ltc khéi bénh kha giéng nhau, chi khac vé dap
rng lau dai va tién lvgng suy than man vé sau. V4
muc dich tim hiéu liéu cé y&u t6 mién dich nao cé
thé gitip phan biét hai nhdm thé giadi phdu bénh va
du dodn dap rng diéu tri ngay tir dau hay khéng,
chlng téi d3 tién hanh xét nghiém néng dd suPAR
niéu cdia b&nh nhan lic khdi bénh, sau dé theo ddi
doc dép (rng diéu tri d& xem liéu ndng d6 suPAR ban
dau cé gid tri khac biét dé tién doan dap rng diéu
trj vé sau.

Hién nay, cdc bdo cdo vé suPAR & HCTH tré em
kha it. K&t qua nghién clru cta ching t6i cho thay:
Néng d6 suPAR niéu trung binh 12300+3200 pg/ml
(5724-18084 pg/ml). Néng d6 suPAR/creatinin niéu
271242217 pg/mg. Két qua nay cé thap hon so véi
nghién ctru clia Fujimoto la 3194 (2395-4347)pg/mg
creatinin niéu [4]. Tuy nhién, nghién ctru nay duoc
thyc hién & ngudi I&n, noi ma tén thuong xo hda
cau than gip kha cao.

Trong nhédm nghién ciru cla chang téi khéng cé
bénh nhan tdng huyét &p va suy than, cé 2 bénh
nhan cd triéu chirng dai mau. Vé méi twong quan
gilta sUPAR niéu va dai mau, chung téi nhan thay
SuPAR niéu khong c6 khac biét gitta nhirng bénh
nhi cé trén 6 tudi cé hay khdng cé biéu hién dai
mau, diéu dic biét |a suPAR niéu & bénh nhi dudi
6 tudi, khéng dai mau (tudi hay gap cla thé MCD)
lai cao hon cé y nghia so vdi nhédm tré trén 6 tudi.
Diéu nay cé vé mau thuln véi cac nghién ctru &
trén khi nhan manh rang suPAR niéu c6 thé la chi
diém gilp xac dinh thé FSGS. Hodc do nhém nghién
clru cla chung téi & tré em, ti 1&é FSGS khéng cao
nén khong cé sy khac biét.

Vé méi tuwong quan gitta sSUPAR niéu vdi céc yéu
td can ldm sang, ching t6i nhan thdy suPAR niéu
khéng c6 méi twong quan véi mirc loc cau than (rs=-
0,259, p=0,213), albumin mau (rs =-0,105, p=0,579)
va protein niéu (-0,106, p= 0,413). Nghién ctu cla
Fujimoto thay suPAR niéu cé m&i twong quan thuan
V@i protein niéu (rs=0,5, p= 0,003), va khéng cé méi
tuwong quan véi murc loc ciu than [4]. Huang va cac
cong sy cong bd rang suPAR niéu cd méi lién quan
thuan vdi protein niéu (rs=0,287, p=0,024), lién quan

nghich véi albumin mau (r=-0,269, p=0,034) & bénh
nhan FSGS tién phat nhuwng khong lién quan & bénh
nhan tén thwong téi thiéu (r= 0,192, p=0,529), bénh
cau than mang (r= -0,189, p=0,399), bénh FSGS th
phéat (r=-0,264, p= 0,384). Cling khéng c6 méi lién
quan gilta mtrc loc cdu than va suPAR niéu.[7].

Danh gid suPAR niéu vdi mirc d6 dap ng diéu
tri. Nghién ctru clia ching tdi cho thay rang, sau giai
doan tan cong (6 tudn) 100% dap ng hoan toan
vGi liéu phép corticoid. Sau 6 thang diéu tri, cé
67,8% khong tai phat, 25% tai phat khong thuwong
Xuyén va 7,2% tai phat thwong xuyén, tuy nhién
khéng c6 su khéc biét cd y nghia vé néng d6 cla
SUPAR niéu & 3 nhom trén (p=0,33). Trong nghién
ctru clia Fujimoto va cong s, ho thay rang suPAR
niéu trudc diéu trj tdng cao nhung khéng cé sy
khac biét gitta cdc nhém FSGS, MCD va bénh cau
than mang. Tuy nhién, suPAR niéu chi gidm sau
diéu tri @ nhém HCTH dap &ng diéu tri va nhom
MCD, khéng gidm & nhédm FSGS hay bénh cau than
mang. Ho k&t luan rang suPAR niéu trudc diéu tri
khéng gilp ich tién doan dap rng diéu tri cling
nhu phan biét FSGS va MCD [4]. Huang va cong
su nghién ctru & 16 bénh nhan trong khoang thoi
gian trung binh 80 tuan, thay rang nong d6 suPAR
niéu ban dau khong khéc biét gitta nhom dap &ng
diéu trj hoan toan va khong dap &rng hoan toan.
& nhém dap rng hoan toan, suPAR niéu sau thoi
gian theo ddi gidm cé y nghia théng ké vdi p=
0,017, va tang cé y nghia & nhom khéng dép tng
hoan toan, FSGS v¢&i p=0,031 [7].

Vay ndng dd suPAR ban dau khdng cd y nghia
tién lugng dap (ng diéu tri & HCTH tré em. K&t luan
nay dat ra cho chung t6i mot cau hoi mai la liéu ¢
phai suPAR niéu |a chat chi diém cho FSGS tién phat
hay khong? Hay nhdm bénh nhan nghién ctru cla
chung t6i déu 1a MCD hodc thoi gian theo d&i cla
nhém ching ti con kha ngan. Trong cac nghién citu
cla Huang va Fujimoto déu goi y suPAR niéu co thé
I chat chi diém gilp chan dodn FSGS vy thi thoi
diém xét nghiém dé cé gia tri chan doan |a vao thoi
diém nao sé co gid tri nhat?

Chung t8i nght can cé nhiéu nghién ciru hon vé
SUPAR niéu & HCTH tré em trong tuong lai.

5. KET LUAN

N6ng d6 suPAR niéu/creatinin niéu trudc diéu tri

chua cho théy gia tri tién dodn kha nang dap tng
diéu trj giai doan som.

JOURNAL OF MEDICINE AND PHARMACY ISSN 1859-3836 59 I



Tap chi Y Duoc hoc - Trwdng Bai hoc Y Duoc Hué - S6 4, tép 11, thdang 8/2021

TAI LIEU THAM KHAO

1. SegarraA., etal.(2014), Diagnostic value of soluble
urokinase-type plasminogen activator receptor serum
levels in adults with idiopathic nephrotic syndrome.
Nefrologia. 34(1): 46-52.

2. DavinJ. C.(2016), The glomerular permeability factors in
idiopathic nephrotic syndrome. Pediatr Nephrol. 31(2): 207-15.

3. Wei C,, et al. (2011), Circulating urokinase receptor
as a cause of focal segmental glomerulosclerosis. Nat
Med. 17(8): 952-60.

4. Fujimoto K., et al.(2015), Clinical significance of
serum and urinary soluble urokinase receptor (suPAR) in
primary nephrotic syndrome and MPO-ANCA-associated
glomerulonepbhritis in Japanese. Clin Exp Nephrol. 19(5):
804-14.

5. Franco Palacios C. R., et al.(2013), Urine but not
serum soluble urokinase receptor (suPAR) may identify
cases of recurrent FSGS in kidney transplant candidates.
Transplantation. 96(4): 394-9.

I 60 JOURNAL OF MEDICINE AND PHARMACY ISSN 1859-3836

6. Hjorten R., Z. Anwar, and K. J. Reidy(2016), Long-
term Outcomes of Childhood Onset Nephrotic Syndrome.
Front Pediatr. 4: 53.

7. Huang Jing, et al.(2014), Urinary soluble urokinase
receptor levels are elevated and pathogenic in patients
with primary focal segmental glomerulosclerosis. BMC
Medicine. 12(1): 81.

8. Fujimoto Keiji, et al.(2020), P0221soluble urokinase
receptor (supar) is a predictor of disease state and renal
prognosis in primary nephrotic syndrome. Nephrology
Dialysis Transplantation. 35(Supplement_3).

9. Carlos R Franco Palacios, et al.(2013), Urine but not
serum soluble urokinase receptor (suPAR) may identify
cases of recurrent FSGS in kidney transplant candidates.
Transplantation. 96(4): 394.

10. Gordillo RobertoandAdrian Spitzer(2009), The
Nephrotic Syndrome. Pediatrics in Review. 30(3): 94-105.



