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Nghién ciru nong d6 FGF-23 huyét thanh & bénh nhan bénh thdn man
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Tém tat

Muc tiéu: Xac dinh ndng d6 FGF-23 huyét thanh & bénh nhan bi bénh than man (BTM) chua loc mau
va loc mau chu ky. Poi twong va phuong phap nghién cliru: Nghién cru cat ngang, mo ta nong do FGF-23
huyét thanh va mét s6 cac thdng sé sinh héa khac cda 149 bénh nhan bj bénh than man tai Bénh vién Trung
uwong Hué, déi chiéu vai nhéom chirng gdm 64 ngudi khéng bi BTM. Két qua: Nong dé FGF-23 & nhdm chirng,
nhém BTM chua loc méau va nhém LMCK [an luot 1a 32,53 + 9,803 pg/ml, 333,01 + 243,02717 pg/ml, 717,66
+ 357,360 pg/ml, cé sy khdac biét cé y nghia théng ké (p < 0,05). Cac chi s& ndng d6 FGF-23, PTH, Canxi toan
phan, phospho, tich s& Canxi x phospho tang khi giai doan suy than ting (p < 0,05). Cac chi sé Vitamin D va
canxi ion giam khi giai doan suy than ting (p < 0,05). So véi PTH, FGF-23 ¢6 gid tri dw bdo t&t hon viéc ting
néng dé canxi mau toan phan. Néng dd FGF-23, PTH déu cd gid tri du bdo tdng néng dé Phospho mau, nhung
FGF-23 c6 gia tri hon vdi dién tich dudi duwdng cong cao hon. Nong dd FGF-23 va PTH déu cé gia tri du bdo
tang tich Ca x P mau nhung FGF-23 ¢6 gié tri hon vdi dién tich dudi dudng cong cao hon. Néng d6 FGF-23 cé
gia tri dw bdo ting ndng d6 PTH m&u vai dién tich dudi dudng cong bang 0,765 va cd y nghiia théng ké vdi p
< 0,05. Két luan: Néng dd FGF-23 ting cao c6 y nghia & bénh nhan bj bénh than man, va cd gié tri dy béo sy
thay d&i cac yéu t6 lién quan tdi chuyén héa mudi khoang nhu Canxi, Phospho, PTH
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Objective: To determine the serum FGF-23 levels in patients with chronic kidney disease (CKD) receiving
conservative treatment and hemodialysis. Method: Cross-sectional study, describing serum FGF-23 concen-
tration and some other biochemical parameters of 149 patients with chronic kidney disease at Hue Central
Hospital, compared with a control group of 64 people who were not affected by CKD. Results: The concen-
tration of FGF-23 in the control group, conservative treatment and hemodialysis group were 32.53 + 9.803
pg/ml, 333.01 + 243.02717 pg/ml, 717.66 + 357.360 pg/ml, respectively, there were statistically significant
differences (p < 0.05). The concentration of FGF-23, PTH, total Calcium, phosphorus, Calcium x phosphorus
accumulation increased with increasing renal failure (p < 0.05). The concentration of Vitamin D and calcium
ion decrease when renal failure level increases (p < 0.05). FGF-23 had a better predictive value of the in-
creasing total blood calcium level than PTH. FGF-23, PTH levels were all predictive of increasing blood phos-
phorus level, but FGF-23 was more valuable. Concentrations of FGF-23 and PTH had predictive values of the
increasing Calcium x phosphorus accumulation, but FGF-23 was more valuable. The concentration of FGF-23
had predictive value of the increasing PTH concentration with the area under the curve by 0.765 (p < 0.05).
Conclusion: The concentration of FGF-23 significantly increased in patients with chronic kidney disease, and
is worth predicting changes in factors related to mineral metabolism such as Calcium, Phosphorus, PTH.
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1. DAT VAN DE

Y&u t8 tang sinh nguyén bao soi 23 (Fibroblast
Growth Factor - FGF 23) da duoc chirng minh la moét
hormon c6 vai tro tac dong lén viéc khoang hda,
chuyén hoéa vitamin D, chirc ndng tuyén can gidp va
chirc nang bai tiét phosphate cdia than. Nhiéu nghién
ciru d3 cho thdy méi lién quan gitta FGF-23 va su
phat trién cla cac bénh ly tim mach, va ty 1é tlr vong
vdi cac két qud mau thudn nhau [5],[7]. Cung véi su
tang ndong d6 FGF-23 véi tién trién cla bénh than
man (BTM), nhitng tadc dong cla né I&n sy chuyén
héa khodang, vd méi lién quan cé thé cta né véi sy
phat trién cta cac bénh ly tim mach, FGF-23 cé thé
duoc xem la mot yéu t6 tién lwong [2]. FGF-23 tang
song song vdi sy gia tdng ndng dod phosphate tir giai
doan dau cta BTM, duoc biét 1a gép phan vao su
ti€n trién cla cudng tuyén can gidp thir phat bing
cach (rc ché 1,25-dihydroxyvitamin D va tdng bai tiét
phosphate [6]. FGF-23 dang n&i Ién nhu mot ddu an
sinh hoc méi cé thé gilp xac dinh bénh nhan BTM
nao cé thé huwdng loi nhidu nhat tir viéc kiém soat
tich cwc quéa trinh chuyén héa phospho bj réi loan.
Cling c6 thé 1a mirc FGF23 ting rd rét trong BTM c6
thé déng goép truc tiép vao tén thuwong md & tim,

3. KET QUA NGHIEN cU'u

mach va than, mot cau hdi thu vi chac chan sé la chd
dé nghién clru manh m& trong tuwong lai gan [8] .

Nghién ctru nay nham xac dinh néng dé FGF-23
& bénh nhan bi BTM chua loc méu va loc mau chu
ky trong tham chiéu vdi néng dé FGF-23 & cac ddi
twong khong cé BTM

2.DOI TUONG VA PHUONG PHAP NGHIEN CU'U

Nghién ctu cla chung t6i tién hanh tir thang
09/2016 dén thiang 12/2017 tai khoa Néi Than - Co
Xwong Khép va khoa Than nhan tao Bénh vién Trung
uwong Hué. Ching tdi tién hanh khao sat 213 nguoi
duoc chia lam 3 nhdm: nhém bénh nhan bénh than
man chua loc mau (88 bénh nhan), nhdm bénh nhan
bénh than man giai doan cudi dang loc mau chu ki
(61 bénh nhan) va nhém chirng (64 nguoi).

Trong d6 nhdm ching 1a ngudi khde manh di
kham strc khde dinh ky tai khoa khdm bénh Bénh
vién Truong Pai hoc Y Duoc Hué.

Phuong phap nghién ctru: nghién ctru mo ta cat
ngang, vdi cac bién s nghién ctru: Tudi, Gidi, BMI,
huyét 4p tdm thu (HATT), huyét dp tdm truong (HAT-
Tr), canxi, phospho, FGF 23, PTH, vitamin D, MLCT.

Bang 1. Mot s6 dac diém cla déi twgng nghién cliru

Nhém | n Tudi Gici BMI MLCT HATT HATTr
(nam/nir) (mmHg) (mmHg)
Chirng | 64 | 50,33+16,58 | 59,4/40,6 | 20,33+1,963 | 104,14+12,234 | 118,67+12,606 | 70,08+7,792
DPTBT2 | 88 | 54,8+14,62 47,7/52,3 |20,56+2,827 | 17,17+11,613 | 145,97+25,99 | 84,83+13,63
LMCK3 |61 | 49,23+14,31 | 55,7/44,3 | 20,571,961 | 10,48+4,505 140,3817,371 80,16%4,99
pl&2; pie3 pe; ps2;
pl&Z;p1&3; pl&Z; p1&3; pl&Z’ p1&3; 283 ’< 0 0;5 p1&3 < 0,05 pl&?: < 0,05
P p%$>0,05 | p®>0,05 | p*3>005 | P ' p?%3 0,05 p?%3 > 0,05

Mrc loc cdu than cd su khéc biét cé y nghia thdng ké gitta 3 nhdm ddi twong nghién clru, huyét dp tdm
thu va tdm truong cta bénh nhan c6 BTM cao hon nhém chirng.
Bang 2. Nong d6 FGF-23

Nhém nghién ciru Nhém chirng! Chua loc mau? LMCK3
(n=64) (n =88) (n=61)
. Trung vi 29,19 263,36 708,55
£E Nho nht 14,1 62,8 85,6
g L&n nhat 58,1 1063,9 1403,7
ﬁ Trung binh £+ DLC 32,53 £9,803 333,01+243,02 717,66 £ 357,360
£ p P '3 p™3< 0,05

Cé su khdac biét cé y nghia théng ké néng dé FGF-23 & 3 nhdm nghién ctru. Nhdm BTM chua loc mau cé
ndng dé FGF-23 cao hon nhdm chirng gdp 10 l1an, nhdm LMCK cao hon nhém chirng 22 1an va nhém LMCK

cao hon nhém chua loc méau 2,15 [an.
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Bang 3. Téng quan ndng dd FGF-23, PTH, Vitamin D va cdc chi s8 sinh héa clia cac ddi twong nghién ctru

Nhém | N FGF-23 PTH VitaminD Ca2+ Canxi TP | Phospho Ca_P
(pg/ml) (pg/ml) (ng/ml) (mmol/1) | (mmol/1) | (mmol/l) | (mmol/l)
. 32,53 37,74 35,37 1,22 2,28 1,28 2,92
Chirng | 64
+9,803 +11,489 15,462 10,635 +0,962 0,226 0,570
GD3 20 95,24 97,65 24,94 1,11 2.04 1.8 3,56
120,679 195,269 111,248 10,168 10,281 +0,665 11,049
Gba 26 309,72 84,55 21,11 1,16 2,12 1,74 3,66
+224,157 +81,467 112,089 10,281 +0,429 10,681 11,502
GBS 42 460,65 155,51 22,26 1.01 1.93 2,02 3,83
1223,227 +139,593 110,739 10,213 10,341 +0,719 1,321
mek | 61 717,661 171,73 21,61 1,18 2,45 2,03 5,11
+357,359 +205,290 15,873 0,140 10,244 +0,543 +1,999
p 213 < 0,05 < 0,05 <0,05 < 0,05 < 0,05 <0,05 < 0,05

Cdc chi s6 néng dd FGF-23, PTH, Canxi toan phan, phospho, tich s6 Canxi x phospho tang khi giai doan suy

than ting cé y nghia thong ké.

C4c chi s& Vitamin D va canxi ion giam khi giai doan suy than tang cé y nghia théng ké.
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Biéu d6 1. Pudng cong ROC ndng d6 FGF-23, PTH du bdo ting ndng d6 canxi médu toan phan

Bang 5. Nong dd FGF-23 theo giai doan bénh than man

Dién tich dw¢i dwong cong p Khoang tin cdy 95%
FGF-23 0,891 <0,05 0,828 - 0,954
PTH 0,577 > 0,05 0,426 - 0,727
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So v&i PTH, FGF-23 c6 gia tri du bdo t&t hon viéc tdng ndng d6 canxi mau toan phan.
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Biéu d6 2. Pudng cong ROC néng dé FGF-23, PTH du bdo bénh nhan ting néng d6 Phospho mau
Bang 7. Nong d6 FGF-23 huyét thanh theo ndng 6 Phospho méau

Dién tich duéi dwong cong p Khoang tin cdy 95%
FGF-23 0,819 < 0,05 0,761-0,877
PTH 0,758 < 0,05 0,691 - 0,825

Nong d6 FGF-23, PTH déu cd gid tri dy bdo tdng néng dé Phospho mau cd y nghta théng k&, nhwng FGF-23
6 gia tri hon vai dién tich dudi duwdng cong cao hon.
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Biéu d6 3. Pudong cong ROC ndng d6 FGF-23, PTH du bdo bénh nhan téng tich Ca xP mau
Dién tich du¢i dworng cong ¢ Khodng tin ciy 95%
FGF-23 0,849 <0,05 0,799 -0,899
PTH 0,720 <0,05 0,648 - 0,793
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Nong d6 FGF-23 va PTH déu cé gia tri du bdo ting tich Ca xP mau nhuwng FGF-23 c6 gid tri hon vdi dién tich
duwdi dwong cong cao hon
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Biéu d6 3.4. budng cong ROC ndng dd FGF-23 dy béo tang PTH
Bang 10. Nong d6 FGF-23 huyét thanh theo néng dé Vitamin D trong bénh than man

Dién tich duéi dworng cong

Khoang tin ciy 95%

0,765

<0,05

0,699 - 0,831

Nong dd FGF-23 c6 gid tri du bdo ting ndng d6 PTH mau véi dién tich dwdi dudng cong bang 0,765 va cé

y nghta théng ké véi p < 0,05.

4. BAN LUAN

Trong nghién clru, néng d6 FGF-23 trung binh
va trung vi & nhédm ching 1a 32,53 + 9,803 va 29,19
(14,1-58,1) pg/ml,& nhém BTM chua loc mau la
333,01 + 243,02 va 263,36 (62,8-1063,9) pg/ml,
& nhdm bénh than man loc mau chu ky la 717,66
+357,36 va 708,55 (85,6-1403,7) pg/ml. Suc khac
biét nay cé y nghia théng ké gitta 3 nhdm véi p <
0,05.

Hién qua tham khao, & Viét Nam chua c6 nghién
cl*u nao vé FGF- 23 trén bénh nhan bénh than man.

Trong mot vai nghién clru nwdc ngoai chi ra néng
do FGF-23 tang & bénh nhan bénh than man so vdi
nhom ching 1a nguoi khde manh. Tuy nhién muic
dd tang FGF-23 rat khac nhau gilra cac nghién ciru,
phu thudc vao nhiéu yéu t6 nhu murc loc cau than,
phospho, vitamin D .

Theo nghién ctru cta Lukaszyk ndm 2015 trén 84
bénh nhan bénh than man giai doan sém (2-3) cho
thdy néng dd FGF-23 cé trung vi la 46 (32-60) pg/
ml cao hon nhém chirng ¢6 trung vi la 13,5 ( 11-17)
pg/ml cé y nghia théng ké véi p < 0,001 [4]. Trong
nghién ctru vé mirc d6 dé khang insulin & bénh nhan
bénh than man giai doan 3-5 cla Fayed nam 2018
trén 100 bénh nhan, cho thdy néng do6 trung binh
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cla FGF-2313 234,1 + 23 pg/ml, trung vi la 235pg/ml
cao hon nhém chirng cé y nghia théng ké, p < 0,01
két qua nay twong tw nhdm bénh than man chua loc
mau cla chdng t6i (bénh than man giai doan 3-5) ¢co
trung vi la 263,36 pg/ml [1].

Theo nghién cuta cuta Li J.-X ndm 2018 trén 128
bénh nhan BTM giai doan 1 dén 5 cé néng dé FGF-
23 trung binh la 337,4 + 67,3 pg/ml trong d6 nhém
BTM giai doan 4 c6 ndng dd FGF-23 trung binh 13
203,4 + 21,3 pg/mlva giai doan 51a317,5 + 21,7 pg/
ml [3]. Theo nghién ciru chla Westerberg nam 2007
trén 72 bénh nhan bénh than man giai doan 1-5 co
néng dé FGF-23 trung binh 13 235 + 367 pg/ml trong
d6, nhdm bénh thadn man giai doan 3 thi ndng dé
FGF-23 trung binh la 56 + 31 pg/ml, bénh than man
giaidoan 413 266 + 315 pg/ml va bénh than man giai
doan 5 1a 702 + 489 pg/ml [9], trong nghién clru cua
chuing t6i c6 két quan kha twong déng.

Két qua nghién clru clia ching tdi & trén cho thay
d6 FGF-23 tang rat cao, cd y nghia théng ké & nhém
bénh nhan cé ting ndng d6 phospho, tich s6 Ca x P,
PTH va Vitamin D giam, déu nay cling tuong tu cic
nghién clru cia Westerberg va cta Li J.-X.

Néng d6 FGF-23 tang cao twong &ng vdi néng
dd canxi toan phan, phospho va canxi ion, vitamin
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D gidm, murc loc cau than wdc tinh thap. Trong cac
nghién ctru d3a cong bé trén thé gidi hién nay, ching
tdi nhan thay néng d6 FGF-23 trong huyét thanh lién
quan dén cac théng s6 sinh héa khac nhau & cac giai
doan bénh thdn man véi cdc mirc d6 khdc nhau cta
chirc nang than. Tuong déng véi cac bdo céo trudce
day, nghién ctru clia ching t6i cling cho thay rang
FGF-23 dugc tang lén & céc giai doan sau cla bénh
thdn man va FGF-23 gia tang dang ké & bénh nhan
bénh than man giai doan 4 trd |én.

Yéu t6 tang trudng nguyén bao soi 23 (FGF-23)
I3 mot protein cé trong lvong phan tlr 32kDa. Vai
trd chinh cla FGF23 1a diéu chinh phdt phat va (e
ché& chuyén ddi 25-hydroxyvitamin D thanh dang
hoat ddng 1,25-dihydroxyvitamin D bang céch
tang bai tiét phospho qua nudc tiéu. Viéc giam
1,25-dihydroxyvitamin D c6 thé dan dén ting hap
thu phospho trong dwong tiéu hoa, tr do gay ra
héi chirng cudng can gidp thir phat. Vi thé, ndng do
binh thwong cta FGF-23 ¢d vai trd quan trong trong
viéc duy tri chirc ndng binh thudng cla truc noi tiét
trong co thé ngudi. Hon nita, né cling hitu ich trong
viéc duy tri sy khoang hoa xuwong khoe manh va
chuyén héa canxi-phospho. Tuy nhién, sw can bang
trén bj réi loan & bénh nhan bénh than man. Khi d6
loc cau than gidm dang k& & bénh nhan bénh than
man, ndng dd FGF-23 trong huyét thanh s& ting |én,
dan dén ting bai tiét phosphate, tir d6 gay ra cac roi
loan khodng xwong & bénh nhan BTM. Cac nghién
clru trwde day cling cho thay ndng d6 FGF-23 huyét
thanh cao cé méi twong quan nhat dinh véi su xuat
hién cla cac bién c6 tim mach bao gdm: phi dai that
trdi, bénh tim thiéu mau cuc bd, dét quy, suy tim,
rung nhi...

RGi loan truc phosphate/vitamin D duogc coi 13
mot trong nhitng budc quan trong trong sy tién
trién ctia bénh than man, chju trach nhiém cho bénh
ly tim mach. Khi néng dé phosphate cao trong huyét
thanh c6 thé& din dén ty |& tir vong cla bénh nhan
BTM tang dang ké, FGF-23 c6 thé duoc coi la mot
trong nhirng chi s dé chi ra kha ndng cé bénh ly tim
mach trong bénh than man. Cac nghién clru trudc
day d3 cho thay c6 mai lién hé cha FGF-23 dé&i vdi
tang huyét ap, suy tim va réi loan nhip tim. Ngudi ta
d3 nhan thay rang vai tro clia FGF-23 trong viéc thic
day bénh tim mach thuc chat 1a thdng qua viéc kich
hoat hé théng renin-angiotensin-aldosterone, thuc
day tai hap thu natri & 6ng lwon xa, dan dén huyét
ap tang cao, gay ra chirng phi dai co tim va réi loan
nhip tim. FGF-23 c6 thé diéu chinh su can bing gita
phosphate co thé va vitamin D & mot mirc dd nhét
dinh. Tuy nhién, né cé thé gian tiép kich thich sy
xuat hién cda bénh ly tim mach & bénh nhan bénh
than man.

Qua nghién ciru duwong cong ROC, chung toi
nhan thay FGF-23 c6 tri cao hon han PTH trong viéc
du bdo cac rdi loan khodng xuong, véi dién tich dudi
dudng cong 0,891 trong viéc du bao tdng néng do
canxi mau toan phan, 0,819 trong viéc du bdo tang
ndéng do phospho mau va 0,849 trong viéc tang tich
s6 canxi x phospho.

5. KET LUAN

Nong d6 FGF-23 tidng cao cd y nghta & bénh nhan
bi bénh than man, va cé gia tri dy bdo su thay d6i
céc yéu t8 lién quan téi chuyén héa mudi khoang
nhu Canxi, Phospho, PTH.
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