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Pit vin dé: Suy than man 1a bénh 1i i loan chuyén hda man tinh, anh huéng dén nhiéu co quan, trong d6
dang luu y 1a hé xuwong. Qué trinh chuyén hoa xuong bi duoc phan anh gian tiép thong qua 1 sb marker chu
chuyén xuong. Beta- crosslaps (C- telopeptide of collagen cross links, - CTx) 1a san pham cta su thodi
hoa collagen loai 1. Collagen loai 1 1a mot chat soi c6 trong cac khoang vi thé nim bén trong vi cdu trac
ctia xwong. Muc tiéu nghién ctru: Nghién ctru ndng do Beta- crosslaps huyét thanh & bénh nhan suy
than man giai doan cudi chua loc mau chu ki va dang loc mau chu ki. Panh gia mbi twong quan giira
ndng d9 Beta-crosslaps véi mot s6 yéu to: P9 tudi, Canxi huyét thanh va thoi gian loc mau ¢ bénh
nhan suy thin man giai doan cudi. Pdi twong va phuwong phap nghién ctru: 12 bénh nhan suy than
man giai doan cudi chua loc mau chu ki va 10 bénh nhan suy than man giai doan cudi dang loc mau chu
ki. Két ludn: 1. Co sy khac biét co y nghia thong ké giita ndng do Beta- crosslaps gitta nhom chung va
nhom bénh (p <0,001). 2. Chua thiy mdi lién quan gitra ndng do Beta- crosslaps va creatinine méau trong
nhom bénh nhan suy than man chua loc mau chu ki.

Tir khéa: Nong dé, Beta- crosslaps, suy thdn man.

Abstract
PREMILINARY STUDY OF THE SERUM BETA-CROSSLAP CONCENTRATION (BC)
IN THE CHRONIC RENAL FUNCTION FAILURE (CRFF) PATIENTS
IN HUE CENTRAL HOSPITAL
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Background: Chronic kidney disease is a chronic metabolic disorder that affects many organs of the body,
especially the skeletal system. Bone turnover markers (such as Beta- crosslaps) are useful in bone remodeling
assessment. Study objectives: 1. evaluate the concentration of serum betacrosslaps in patients with chronic
renal disease. 2. explore the relationship between the serum betacrosslaps concentration and ages, serum
calci concentration and dialysis duration in two groups (patients who have not received periodic blood
filtration and those that have been receiving periodic blood filtration). Materials and Methods: Monitoring
the serum Beta-crosslap concentration (BC) of 22 chronic renal function failure (CRFF) patients at Hue
Central Hospital. Results: 1. BC increased in both groups and the patients with blood filtration experienced
the greater increase of BC (p<0,001). 2. There is no evidence of the relationship between BC and blood
ceatinine concentration in CRFF patients with blood filtration. Conclusions: The concentration of Beta-
crosslaps increases in patients with chronic kidney failure.

Key words: Beta- crosslaps, chronic kidney.

1. PAT VAN PE bang dudi sy kiém soat cua cac hormon (PTH,

Xuong 12 mot dang mo dic biét, duogc dao  Corticoid...) va cac yéu td trung gian (Cytokines,
thai va thay thé bang xwong méi lién tuc sudt Interleukin...). Su mét can bang cua hé thong
doi, duéi su tac dong cua qua trinh tao xuong va  nay sé& lam khdi lugng chat khoang trong xuong
hiy xuong. Binh thuong hai qué trinh ndy can  ciing nhu cau tric xuwong bi thay ddi, véi hau
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qua la bénh loang xuong va gay xuong do loang
xuong [3].

Qua trinh chu chuyén xwong co thé dugc
danh gia thong qua mot sb marker hiy xuong
hodc tao xuong. Vi vay, cac marker nay gian tiép
gitip ching ta danh gia chat lugng xwong. Beta-
Crosslaps- san pham ctia sy phan hity C- terminal
telopeptide collagen- la mdt trong nhiing marker
cua qua trinh huy xuong [5],[6].

Suy than man giai doan cudi 1a bénh 1i ¢co
lién quan dén rdi loan chuyén hoa xuwong, nhét 1a
tang huy xuong. Beta- crosslaps (C- telopeptide
of collagen cross links, - CTx) la san pham ciia
su thoai hoa collagen loai 1- dong vai tro trong
cai thién tinh co hoc cia xuong gion, lam tang
tinh mém déo va dan hoi cua xuwong gion. Beta-
crosslaps Iuu hanh trong mau va bai tiét qua hé
théng than- tiét niéu. Do do, ching ta co thé do
ludng marker nay trong méu hodc trong nude tiéu.
Ciing nhu nhiéu marker chuyén héa khac, Beta-
crosslaps bi anh huong boi nhiéu yéu t khac nhau
nhu tién sir chan thuong ciing nhu mirc 6 chin
thuong, cac bénh li ciia xuong (didc biét trong
truong hop coé ti€u xuong), chirc nang than...[10].

Hién nay ¢ nudc ta, bénh loang xuong noi
chung va cac marker sinh hda xuong noi riéng
chua dugc quan tim nhiéu. Theo nhidu nghién ciru
thi loang xwong va gay xuong do cac bénh 1i khac
nhau ¢6 ti 1& luu hanh cao ¢ chau A.

2004, Lusia Alvarez va cs nghién ctru ndng do
beta-crosslaps trén 14 bénh nhan suy than man
giai doan cudi c¢6 loc mau chu ki va 20 bénh nhan
khoe manh cho th:?iy bénh 1i suy than man giai
doan cudi c6 lién quan dén su gia ting nong do
beta-crosslaps ( p< 0,001) [7].

2005, Senji Okuno va cdng sy da nghién cuu
ti 16 mat xwong & 160 bénh nhan nam STM dang
loc mau chu ki b::ing cach do néng d6 mot sb
marker chuyén hoa xwong nhu B- CTx, Alkaline
phosphatase, Osteocalcin, PTH két hop do mat do
xuong bang phuong phap DEXA 2 lan. Nghién
ctru tién hanh trong 2 nam. Két qua cho thay ndng
d6 B- CTx huyét thanh c6 twong quan thuan vdi ti
1¢ mat xuong nhanh, nong d6 B- CTx trung binh
0 bénh nhan STM dang loc mau chu ki 1a 1,61ng/
ml (cao gip 4.4 1an so v6i nhom chimg), ti 16 bénh
nhan STM ¢6 B- CTx ting cao chiém 73,8% [10].

Do nhitng van dé duoc dé cap trén, ching toi

tién hanh dé tai: “Nghién cibu néng d¢ Beta-
Crosslaps ¢ bénh nhdn suy thdn man giai doan
cuéi” nham muc tiéu:

1. Nghién ciru nong dé Beta- crosslaps huyét
thanh ¢ bénh nhan suy thdn man giai dogn cudi
chua loc mau chu ki va dang loc mau chu ki.

2. Pdnh gid moi twong quan gita nong do
Beta-crosslaps v6i mot s6 yéu t6: PG tuoi, Canxi
huyét thanh va thoi gian loc mau & bénh nhan suy
than man giai doan cuoi.

2. CAC MARKER SINH HOA VE CHU
CHUYEN XUONG

Qué trinh chuyén hoa xuong s& gdom 2 qué trinh
song song va lién tuc sudt doi: tao xwong va hay
xuong. Cac qua trinh nay sé& tao ra mot s6 san pham
¢6 thé do luong duge qua phan tich mau hay nuéc
tiéu bang mot s6 marker.

2.1. Cac marker tao xwong: Phosphatase
kiém, Osteocalcin, Carboxy-terminal propeptide
of type I collagen (PICP), Amino- terminal
propeptide of type I collagen (PINP)...

2.2. Cac marker huy xwong: Hydroxyprolin,
Glycosid, N- telopeptide of
collagen cross links (NTx), C- telopeptide of

Hydroxylysin-

collagen cross links ( Beta- crosslaps, B-CTx).

2.3. Beta — crosslaps

Beta- crosslaps (C- telopeptide of collagen
cross links, B- CTx) 1a san phdm cua su thoai hoa
collagen loai 1. Collagen loai 1 1a mdt chét soi ¢o
trong cac khoang vi thé nim bén trong vi cau trac
cua xuong; dong vai tro trong cai thién tinh co hoc
clia xwong gion, lam ting tinh mém déo va dan hoi
cua xuong gion.

Beta- crosslaps dugc luu hanh trong mau va
bai tiét qua hé théng than- tiét nidu. Do d6, ching
ta co thé do luong marker nay trong mau hoic
trong nudc tiéu. Ciing nhu nhiéu marker chuyén
hoa khac, Beta- crosslaps bi anh hudng boi nhiéu
yéu t6 khac nhau nhu tién st chn thuong ciing
nhu muc d6 chin thuong, cac bénh li cua xwong
(dac biét trong truong hop cé tiéu xuong), chiic
nang than...[2],[6],[10].

3. SUY THAN MAN

Suy than man 1a tinh trang suy giam chirc nang
than mdt cach thuong xuyén, li€n tuc cham (nhiéu
thang hay nhiéu nam) va khong hoi phuc. Suy than

Tap chi Y Dugc hoc - Truwong Pai hoe Y Duge Hué - S6 15 63



man la hau qua cua nhiéu bénh than man tinh gay
giam st tr tir s6 lwong nephron chic ning lam
giam dan mirc loc cAu than.

3.1. Chin do4n suy thin man

3.1.1. Lam sang

- Phu: tir mire do nhe dén nang

- Thiéu mau man, muc do nang dan néu khong
duoc diéu tri

- Tang huyét ap: chiém khoang 80%

- Suy tim

- Réi loan tiéu héa

- Xuét huyét: c6 thé ngoai da, chan ring hoic
ndi tang

- Viém mang ngoai tim

- Ngtra

- Chuot rat

- Hon mé

3.1.2. Cédn lam sang

C6 nhiéu xét nghiém gitip chan doén xac dinh
STM ciing nhu giai doan STM, nhung chu yéu
van dya vao Créatinin mau va Hé sb thanh thai
Créatinin.

3.2. Cac bién chirng ciia suy thin man

Ngay nay, v6i su phat trién y hoc hién dai,
nhiéu phuong phap diéu tri tién tién dugc ap dung,
gop phan cai thién chat lugng cudc sdng ciia bénh
nhéan. Nhiéu bénh nhan suy than man céc giai doan
duoc diéu tri bang nhiéu phuong phap khac nhau:
ndi khoa, loc mau chu ki, loc mang bung, ghép
than.... Piéu nay cai thién dang ké chirc ning
than. Tuy nhién, phan 16n phuong phap trén chi
cha trong dén chirc ning bai tiét ciia than, con
mot chiic nang quan trong khac it dugc quan tam:
chtrc ndng noi tiét. Chinh vi vy, phan 16n cac bién
chig cua bénh nhan suy than man lién quan dén
chtre ning noi tiét cua than.

- Thiéu mau man

- Dau co xuong khop, loang xuong, gdy xuong
bénh li

- Bénh li than kinh ngoai vi

- Sa sut tri tué

- Tran dich da mang

- Bién chimg vé tim mach: Nhoi méau co tim,
Bénh mach vanh, Tang huyét ap, Viém tim, Dot
quy...

- Roi loan Canxi- Phospho, dién giai

- Nhiém trung co hoi

- Suy dinh dudng [1],[4],[9]

4.POITUQNG VA PHUONG PHAPNGHIEN
cuu

4.1. Poi twgng nghién ctru

Nghién ctru dugc thuc hién trén cac bénh nhan
suy than man giai doan cudi chua hodc dang loc
mau chu ki tai khoa Noi Than- CXK Bénh vién
Trung Uong Hué

Tiéu chuén chon bénh:

* Nhom chirng:

- Khong méc cac bénh 1i anh huong dén chu
chuyén xuong

- Khong sir dung cac thude anh huong dén chu
chuyén xuong

- Khong hut thude 14, khong nghién bia rugu

* Nhém bénh:

- Bénh nhén suy thin man giai doan cudi
chwa loc mau chu ki

+ C4 chtrc nang than giam véi HSTT < 15 ml/phut

+ Khéng sir dung cac thube anh hudong dén chu
chuyén xuong

- Bénh nhén suy thin man giai doan cubi
dang loc mau chu ki

+ Pugc chan doan suy than man dang loc mau
chu ki

+ Chua tirng ghép than

+ Khong str dung cac thude anh huong dén chu
chuyén xuong

4.2. Phwong phap nghién ciru

- Thiét ké nghién ciru: phuong phap nghién ctru
mo ta cit ngang.

- Phirong phap thu thip sé liéu

+ Hoi va ghi nhan cac dit liéu vé hanh chinh,
tién su, cac triéu ching 1am sang

+ Tién hanh lam mot sd xét nghiém chan doan

+ Tién hanh 1am m6t s6 xét nghiém nghién ciru

4.3. Mot so tiéu chuin nghién ciru

4.3.1. Tiéu chuén chin dodn suy thin man

- Tién sir bénh than

- Thiéu mau véi hdng cau binh thuong khong
bién dang, thiéu mau dang sic.

- Ha canxi mau.

- Kich thuéc than giam: chiéu cao < 9 cm trén
siéu am, hodc < 3 dot séng trén phim than khong
chuén bi.

- Téang uré, créatinine mau

- Mitc loc cau than giam < 60 ml/phit.

Trong d6 chan doan xac dinh chu yéu van dya
vao Créatinine mau va muc loc cau than [1].
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4.3.2. Tiéu chuin chin dodn nguyén nhin
suy thdn man

bé sb licu nghién ctru dugc thuan nhat, chung
toi chi chon nhém bénh 1a nhitng bénh nhan STM
do bénh 1i viém cau than man hodc viém than bé
than man.

4.3.2.1. Tiéu chudn chan dodan STM do viém
cau than man

- Céc tiéu chuén chin doan xac dinh STM

- Tién str c6 bénh li cau than: viém ciu than
cép, hoi ching than hu...

- Phu

- Protein ni¢u > 1g/24h

-Tang huyét ap

- Hong cau niéu, try hong cau [1],[4].

4.3.2.2. Tiéu chuan chan dodn STM do viém
thdn bé than man

- Tién sir nhidém trung duong tiét niéu tai
phat nhiéu 14n, s6i hé tiét niéu, u hodc di dang
hé tiét niéu.

Tinh murc loc cau than theo CKD-EPI [11]

- Bach céu niéu (+)

- Nitrit niéu (+)

- Vi khuan niéu (+)

- Protein niéu < 1g/24h [1],[4].

4.3.2.3. Phdn do giai doan suy than man theo
Hoi than hoc Hoa Ki

Bang 1.2. Phan d6 suy than man theo
Hoi Than hoc Hoa Ki [11]

Giai doan Mb ta Gié tri
theo MLCT (ml/phuat/1,73m?)
1 Tang va téi wu >90
2 Nhe 60 — 89
3a Nhe - Vira 45 - 59
3b Vira — Nang 30-44
4 Nang 15-29

5 Suy than <15

Chiing toc va gii Nongtggn‘;“?f‘n“;/'d”l)h“yet Cong thire
<0,7 GFR = 166 x (Scr/0,7)-0.329 x (0,993)age
N da den
>0,7 GFR =166 x (Scr/0,7)~1,209 x (0,993)age
<0,9 GFR =163 x (Scr/0,9)0,411 x (0,993)age
Nam da den
>0,9 GFR =163 x (Scr/0,9)~1,209 x (0,993)age
. < = —0,329 age
NG da tréng va ching 0,7 GFR = 144 x (Scr/0,7) x (0,993)
toc khac >0,7 GFR = 144 x (Scr/0,7)-1,209 x (0,993)age
. < = —0,411 age
Nam da tréng v 0,9 GFR = 141 x (Scr/0,9) x (0,993)a9
chung toc khac 0,9 GFR = 141 x (Scr/0,9)-1,209 x (0,993)age

4.3.3. Dinh luwgng Beta- Crosslaps huyét thanh

- Mau mau: miu mau trong tinh mach cia
nhitng bénh nhan nhin d6i budi sang.

- Phan tich bing may phan tich Elecsys tu dong

- Gi6i han may do dugc: 0,01- 6,0 ng/ml

- DPanh gia két qua:

+ Khong c6 két qua cu thé cho timg nhom dbi
tuong, tuy nhién nong do Beta- crosslaps trung
binh 0,3 ng/ml.

+ Péi voi dbi tuwong nghién ctru 1a nguoi
truong thanh khoe manh: ndng do beta- crosslaps
tang dan theo do tudi, dic biét 1a phu nit giai doan
tién mén kinh va méan kinh [2],[5],[6].

4.3.4. Tiéu chudn chin dodn réi loan Canxi
madu

- Binh thuong: 2,1- 2,54 mmol/l

- Cao: > 2,54 mmol/l

- Thap: < 2,1mmol/l [1],[2]

Tap chi Y Dugc hoc - Truwong Pai hoe Y Duge Hué - S6 15 65



5. KET QUA
5.1. Pic diém chung

Bang 5.1. Dic diém chung vé dbi twong nghién ciru

S6 banh nhan Nhém chirng Nhém chwa loc mau Nhém dang loc mau
10 12 10
Gioi
Nam 05 05 05
N 05 07 05
Tudi 46,9 £ 7,34 52,83 + 16,60 46,7 £ 8,15
Nguyén nhén STM
VCTM 05 04
VTBTM 07 06
Thoi gian loc mau (thang) 12,6

5.2. Mot s6 két qua cin 1Am sang

Bang 5.2. Mot s6 két qua can 1am sang

Nhém chirng Nhém chwa loc mau Nhém dang loc mau
(n=10) (n=12) (n=10)
B-CTX 0,34 + 0,16 1,86 £ 0,97 3,44+£0,5
Canxi mau toan phan 2,22 +0,24 1,88 £ 0,36 1,96 £ 0,24
Protein mau 725+28 67,91 + 10,38 69,6 + 3,65
Creatinine mau 75,02 £ 9,70 790,41 £ 291,08 327,76 £ 52,38
Hemoglobin 13,2+ 1,04 7,61+1,88 8,06 + 1,37

5.3. Moi trong quan giira Creatinin mau va Beta- crosslaps nhém bénh nhén suy thin man giai

doan cu6i chwa loc mau chu ki

1600
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cre mau
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beta- crosslaps

2 25 3 3.5 4

Biéu d6 1. Moi tuong quan gitta Creatinin mau va Beta- crosslaps

cuia nhoém bénh nhan suy than man giai doan cuoi chua loc mau chu ki

6. BAN LUAN

- Qua nghién ctru 12 bénh nhan suy than man
giai doan cudi chua loc méau chu ki va 10 bénh
nhan suy than man dang loc mau chu ki, chung t6i
ghi nhan mot sé két qua ban dau. Trong 2 nhém
bénh nhan suy than man chua loc méu chu ki va
dang loc mau chu ki chua théy su khac biét vé
nguyén nhan gay suy than man.

- Két qua nghién ctru budc dau cho thiy
ndng do beta crosslaps ting cao trong nhom dbi
tuong Suy thdn man giai doan cubi chua loc
mau chu ki va dang loc mau chu ki, trong do
nhém dang loc mau c6 néng do beta crosslaps
cao hon han (p< 0.001). Nghién ctru cta chung

t6i ciling twong tu két qua cua Senji va Luisa
Alvarez [7] [10].

- Cac marker chuyén hoa xwong chiu tic dong
ctia nhiéu yéu td: tudi, gisi tinh, cac bénh noi tiét,
mot sb thude anh huong dén chuyén hoa xuwong. ..
Day la nhimng yéu t6 co ban anh hudng dén chuyén
hoéa xuong. Riéng nhom bénh nhan suy thdn man,
c6 mot sb yéu to dic biét quan trong: tudi, gidi
tinh, chirc ning ndi tiét cia than bi giam, cudng
tuyén can giap thira phat, quéa trinh loc méau ciing
nhu cac thude ding thudng ngay ciing nhu ché
d6 sinh hoat ctia bénh nhan. Tt ca cac ddi tuong
nghién ctiru (nhém ching va nhém bénh), ching
t6i chi kiém soat duge mot sd yéu td nhu tranh
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sir dung cac thudc anh huéng dén chuyén hoa
xuong, con mot sb 16n yéu td chung t6i van chua
can thiép dugc. Diéu nay can nhiéu sb luong bénh
nhan du 16n va thoi gian dai. Trong thoi gian ngin
nghién ctru, v6i ¢& mau qua nho, chung t6i chi
nhan thiy nong do beta- crosslaps & nhom bénh
cao hon hian nhém chimg, trong d6 nhom loc mau
chu ki cao hon nhém chua loc mau. C6 mot van
dé can dé cap o ddy 1a nhom bénh nhan loc mau
chu ki phai thuong xuyén dung thudc chong dong
Heparin. Heparin lam gidm mat do xuong thong
qua tang huy xuong, giam tao xuong hodc ca hai.
Nguyén nhén cy thé thi van chua biét 16 nhung
c¢6 kha ning 1a do heparine trc ché su tong hop
1,25(0H),vitaminD. Mac du co thé da phan tng
béng tang hip thu 1,25(OH),vitaminD qua dudng

rudt nhung mat do xwong van giam [7] [9] [10].

- Ching t6i van chua nhén thiy méi twong
quan giira néng do beta- crosslaps va ndng do
creatinine, trong khi cac nghién ctru ngoai nudc
déu két luan 2 marker nay lién quan chit ch@ véi
nhau [7] [9] [10]. C6 thé do ¢& mau cua chung toi
con qua nho. Nghién ctru ciia ching toi van tiép
tuc, hy vong sé& c6 két luan trong thoi gian toi.

7. KET LUAN

- C6 su khac biét co ¥ nghia thong ké giita nong
do Beta- crosslaps gitta nhom ching va nhom
bénh (p <0,001).

- Chua thdy mdi lién quan giita nong d¢ Beta-
crosslaps va creatinine mau trong nhom bénh nhan
suy than man chua loc mau chu ki.
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