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NGHIEN CU’U MOI LIEN QUAN GITUPA OSTEOCALCIN
VA CTX HUYET THANH V&1 MAT DO XUONG
TRONG DU’ BAO MAT XUONG VA PIEU TRI LOANG XUONG
O pOI TUONG PHU N’ TREN 45 TUOI
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Tém tat

Pat van dé: Osteocalcin va CTX huyét thanh (OC va sCTX) c6 lién quan v&i mat d6 xwong (BMD) va thay
d&i ndng do rat sém khi diu tri véi thudc chéng lodng xwong. Nghién ciru mdéi lién quan gitta OC va sCTX v3i
BMD & nhdm phu nit trén 45 tudi va danh gia su bién d6i néng d6 clia OC va sCTX so véi BMD trén nhirng phu
nit man kinh lodng xuong khi diéu trj vdi Fosamax plus. D8i twgng va phwong phap nghién ciru: M6 t3, tién
clu, can thiép diéu tri c6 theo d&i doc 6 thang. 142 phu nit trén 45 tudi dwoc dinh lwgng OC, sCTX, do BMD
tai cOt séng that lung (CSTL) va cd xwong dui (CXD). 37 phu ni¥ man kinh lodng xwong trong nhém dwoc diéu
tri v&i Fosamax plus 1vién/tuan, Calcium sandoz 1g/ngay. Két qua: OC tuong quan nghich cd y nghiia véi BMD
CSTLva CXb (r=-0,39, p=0,001; r=- 0,19, p = 0,022). sCTX twong quan nghich v&i BMD CSTL (r =-0,23, p
=0,007) va BMD CXDP nhung chuwa cé y nghia théng ké (r =-0,123, p = 0,145). Gid tri t6i thi€u cta OC va sCTX
dy doan thiéu xwong 13 14,46 ng/ml (ss = 76,1%, sp = 40%) va 396,25 pg/ml (ss = 66%, sp = 52%). Sau 3 thang
va 6 thang diéu tri, ti 1& gidm OC va sCTX lan lwot 13 41,6%, 55% (p < 0,0001) va 78,3%, 72% (p < 0,0001). Ti
I& gidm cla BMD sau 6 thang tai CSTL 13 4,2% (p < 0,001) va tai CXD 13 3,6% (p > 0,05). K&t ludn: Néng d6 OC
va sCTX déu twong quan nghich véi BMD CSTL va CXD, nhung gitra sCTX vdi BMD CXP chua cé y nghia théng
ké. Gi4 tri t6i thi€u cGa OC va sCTX du doén thiéu xwong 1a 14,46 ng/ml va 396,25 pg/ml. Néng dd OC va sCTX
giam s&m va dang ké so vdi su thay d8i rat chAm cla BMD sau 6 thang diéu tri.

Tir khéa: OC, sCTX, BMD, phu ni¥ man kinh lodng xwong, Fosamax plus.

Abstract

RELATIONSHIP BETWEEN SERUM OC AND sCTX WITH BONE
MINERAL DENSITY IN PREDICTING BONE LOSS AND TREATING
FOR POSTMENOPAUSAL OSTEOPOROSIS WOMEN OVER 45 YEARS
OLD WITH FOSAMAX PLUS THERAPY
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Backgrounds: Serum OC and ssCTX are correlated with BMD and have early changes under antiresorptive
therapies. This study was aimed to find correlations between serum OC, sCTX and BMD changes in women
over 45 and evaluated early changes of the two markers in postmenopausal osteoporotic women with
Fosamax plus therapy. Materials and Methods: Cross-sectional and prospective study. 142 women over 45
were tested for serum OC and sCTX and determined BMD at lumbar spine and femur neck. 37 postmenopausal
osteoporotic women of the group were treated with Fosamax plus therapy. Results: OC and sCTX showed
negative correlation with BMD of lumbar spine and femur neck in all of women over 45. The correlation
between sCTX and BMD of femur neck was not significant. The lowest values of OC and sCTX to predict bone
loss in non-osteoporotic women were 14.46ng/ml (ss = 76.1%, sp = 40%) and 396.25pg/ml (ss = 66%, sp =
52%). The decreasing rates of serum OC and sCTX after 3 and 6 months with Fosamax plus therapy were
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41.6%, 55% (p < 0.0001) and 78.3%, 72% (p < 0.0001), respectively. Slow increasing rates of BMD at two sites

were 4.2% (p < 0.001) and 3.6% (p > 0.05), irrespectively. Conclusions: OC and sCTX were inversely correlated

to BMD of lumbar spine and femur neck in all of women over 45. The lowest values of OC and sCTX to predict

bone loss in non-osteoporotic women were 14.46ng/ml and 396.25pg/ml. Serum OC va sCTX decreased early

in comparision to BMD improvement in postmenopausal osteoporotic women with Fosamax plus therapy.
Keywords: OC, sCTX, postmenopausal osteoporotic women, Fosamax plus

1. DAT VAN DE

Ma4t xwong la mot qud trinh tw nhién, lién tuc
va tdng din theo tudi. @ phu nit, man kinh 13 hién
tuong cd lién quan dén suy giam estrogen gy mat
xwong nhanh nén cé nguy co cao loang xwong va
g3y xwong. BMD thé hién khéi lvgng khodng xuwong
hién tai va dwgc do lvdng trong tinh trang ‘tinh’, thay
ddi cham, khéng phan anh duwoc cd qud trinh mét
xuwong. Do BMD chi danh gid dugc cau tric xuwong
hién tai nhung khéng danh gid hét nhitng thay déi
sinh héa dién ra rat sém va lién tuc ctia xuwong. Qua
trinh hdy xwong va tao xwong gidi phéng cac marker
chu chuyén xuwong (BTMs) cé gid tri du bao mat
xuong va giup theo d&i dap rng sodm diéu tri lodng
xuong, dac biét & phu nit sau man kinh.

Cac nghién cru dy bdo mat xwong cla BTMs
cho thay, nhitng phu nit c6 BMD thap thi néng dé
BTMs cao hon nhitng phu nitr c6 BMD binh thuong
va ¢ twong quan dang ké gitra cdc BTMs véi BMD
& phu nit sau man kinh hon & phu nir tré [9]. Su
thay d6i ciia BTMs sau thoi gian ngan diéu tri lodng
xuong gitp danh gia hiéu qua cda liéu trinh, tir d6
xac dinh nén ti€p tuc hay dirng diéu tri. Dén nay,
bisphosphonate van la thudc dwoc lwa chon hang
dau vi hiéu qua diéu tri lodng xuong cao, giam dang
ké nguy co gdy xwong va gia thanh chap nhan duorc,
dac biét I3 alendronate. Nhin chung, sau it nhat 3
thang diéu trj v&i bisphosphonate trén phu ni¥ man
kinh lodng xwong, cac marker hay xwong giam 60%
va tao xwong giam 30% so v&i ban dau [8].

O Viét Nam, chua cé nhiéu nghién ctru vé sy lién
quan gitta BTMs va BMD, déc biét & phu nit trén 45
tudi va sau man kinh. V&i mong muén st dung céc
marker chu chuyén xwong nhu 13 c6ng cu canh bao
s&m qua trinh mat xuwong, phong ngira lodng xuong
va danh gid dap ng sém diéu tri lodng xuong,
ching t6i thyc hién dé tai nghién ciru “Nghién
cttu méi lién quan giiva Osteocalcin va sCTX huyét
thanh véi mét dé xwong trong dw bdo mét xwong
va diéu tri lodng xwong & déi twong phu ni¥ trén 45
tuéi” nham muc tiéu:

1. Khdo sdat méi lién quan gitka mét sé yéu té nguy

co loéing xuwong, néng dé OC va sCTX vdi BMD trong
dw bdo mét xuwong & nhifng phu ni¥ trén 45 tudi.

2. Ddnh gid sy thay déi ndng dé OC va sCTX so
vdi BMD trudc va sau diéu tri véi Fosamax plus &
nhitng phu n¥ mén kinh lodng xuwong trén 45 tudi.

2. DOI TUQONG VA PHUO'NG PHAP NGHIEN cU'U

2.1. Bai twong nghién cliru: 142 bénh nhan nir
trén 45 tudi dén kham, diéu tri tai phong kham,
khoa No6i Co Xwong Khép bénh vién Chg Ry tir
thang 7/2014- 5/2016.

2.1.1 Tiéu chudn chon bénh: Nhirng bénh nhan
déng y tham gia nghién ctu.

2.1.2. Tiéu chudn logi trir: Bénh nhan mac cac
bénh ly va/hodc dung nhitng thuéc dnh huwéng dén
BMD nhu viém khép dang thap, viém cot séng dinh
khoép, ddi thao dwong, cwong gidp, suy dinh dudng,
bénh than man..., dung corticoid kéo dai, dang diéu
tri lodng xwong, c6 chdng chi dinh hodc khéng dung
nap alendronate, vitamin D, calcium, khéng déng vy
tham gia nghién ctru.

T4t ca cdc bénh nhan déu duoc kham va tw van lam
mot s6 xét nghiém sinh hda co ban, dinh lwgng OC,
sCTX va BMD tai hai vi tri CSTL va CXD (thoi diém TO).

Nhitng bénh nhan man kinh lodng xwong duoc
tu vdn déng y tham gia diéu tri lodng xuong vdi
Fosamax plus (Alendronate 70mg + Vitamin D
28001U, 1vién mdi tuan) va Calcium sandoz 0,5g (2
vién mdi ngay), thoi gian theo ddi doc 6 thang. Cac
bénh nhan nay tiép tuc dugc dinh lwong OC, sCTX
thang th 3 (T3), thang thi 6 (T6) va do BMD thang
th 6 (T6). C6 37 bénh nhan tham gia va sau thang
thi 3 con lai 34 bénh nhan diéu tri dén hét thing
thir 6. 3 bénh nhan khéng ti€p tuc diéu tri vi gia dinh
neo ngudiva & tinh xa.

2.2. Phwong phap nghién ciru: M6 t3 va tién
ctru, can thiép diéu trj c6 theo ddi doc 6 thang.

- Khdm |dm sang, do chiéu cao, can nang va
tinh BMI.

- Dinh lwgng OC va sCTX trén mdy Cobas Intergra
(Roche - Thuy S¥) tai trung tdm Medic thanh phd H6
Chi Minh. Hai xét nghiém nay chwa duoc thuc hién
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d6ng thoi tai bénh vién Cho Ray.

- Do BMD CSTL va CXD trén may Hologic QDR 4500 Elite cia M tai b&nh vién Cho Ray. K&t qud do BMD
duoc thé hién bang don vi g/cm2. Banh gid BMD theo tiéu chuin ctia WHO-1994 dya chi s6 T-score ( T<-2,5:
lodng xwong; -2,5<T<-1: thi€u xwong; T>-1: binh thudng).

2.3. XU ly s6 liéu: S6 liéu dwoc phan tich va xt ly bang phan mém SPSS 22.0.

Két qua dat dugc cd y nghia thdng ké khi p <0,05.

3. KET QUA NGHIEN cU'U
3.1. Bac diém chung cia nhém nghién ciru
Bang 1. M6t s6 dic diém cla nhdm nghién ciru

. . ~ Trung binh Trung vi
Thap nhat Cao nhat (n = 142) (n = 142)
Tudi (ndm) 46 88 58,87 £9,03
Chiéu cao (cm) 142 168 153,93 +5
Can nang (kg) 36 78 55,97 + 8,40
BMI (kg/m?) 17,12 32,89 23,60 + 3,21
Albumin g/dL 3,6 5,6 4,41 +0,28
Calcium TP (mmol/L) 1,9 38 2,36 £0,17
Phospho (mg/L) 24,5 59 39,36+ 6,21
BMD CSTL (g/cm?) 0,35 1,17 0,83+0,15
BMD CXD (g/cm?) 0,33 0,10 0,66 0,14
Estadiol (pg/ml) 8 568 33,65 [19,45;54,1]
OC (mg/ml) 6,45 61,68 20,76 [14,85;28,86]
sCTX (pg/ml) 66,05 1377 526,75 [351,33;739,38]
3.2. Méi tuong quan gitra OC va sCTX véi BMD CSTL va CXP
Bang 2. Twong quan gitta OC & sCTX v&i BMD CSTL va CXP

oc(T) sCTX (T)
BMD CSTL(T,) r=-0,39 r=-0,23
(n=142) p =0,0001 p = 0,007
BMD CXb (To) r=-0,19 r=-0,123
(n=142) p =0,022 p=0,145

Nhén xét: Co sy tuong quan nghich gitta BMD CSTL va CXD vai OC va sCTX

3.3. Gia tri dyw doan mat xwong cia OC va sCTX
ROC Curve

1,0

Sensitivity

T T
0,0 02 04 06 08 10

1 - Specificity

Hinh 1. Budng cong ROC thé hién gia tri t8i thiéu cla sCTX dy dodn thiéu xuong
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Nhdan xét: Dién tich dudi duong cong (AUC): 0,604 [0,459; 0,748].
Diém cét: 396,25pg/ml (46 nhay 66%, d6 dic hiéu 52%)
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Hinh 2. Dudng cong ROC thé hién gia trj t8i thi€u cia OC dy doan thi€u xuong
Nhdn xét: Dién tich duwéi duong cong (AUC): 0,58 [0,448; 0,716].
Diém cét: 14,46ng/ml (dd nhay 76,1%, do dic hiéu 40%)
3.4. Thay d&i BMD trwdc va sau diéu tri véi Fosamax plus
Bang 3. Thay d6i BMD CSTL trwéce va sau diéu tri vdi Fosamax plus

TB A %A P
BMD CSTL (T )
° +
(n =37) 0,70£0,11
BMD CSTL (T
(n (i534)( J 0,73+0,12 0,03 +0,05 4,22% 0,001
Nhén xét: BMD CSTL gidm cham cd y nghta sau diéu tri.
Bang 4. Thay d6i BMD CXP truwdc va sau diéu trj vdi Fosamax plus
TB A %A P
BMD CXD (T )
° +
(n =37) 0,55+0,13
BM(? (_:);2)(1-5) 0,57+0,12 0,02 £0,08 3,6% 0,188
Nhén xét: BMD CXD giam cham khéng cd y nghia sau diéu tri.
3.5. Thay d6i OC & sCTX trudc va sau diéu tri
Bang 5. Thay d6i nong dd OC truwdc va sau diéu tri
ocC Trung vi A %A P
To
25,52 [19,9;
(n=37) 5,52 [19,9;35,33]
(:3_/;(;) 14,9 [12,35;17,85] 10,62 41,6% <0,0001
(26_/;2) 11,47 [8,36;13,34] 14,05 55% <0,0001
T6/T3 3,43 23% <0,0001
(n=34)

Nhén xét: Nong d6 OC gidm nhanh cé y nghia theo thoi gian diéu tri.

JOURNAL OF MEDICINE AND PHARMACY

129



Tap chi Y Duoc hoc - Trwdng Bai hoc Y Duoc Hué - Tap 7, s6 5 - thdng 11/2017

Bang 6. Thay d6i nong do sCTX trwdc va sau diéu tri

sCTX Trung vi A %A P
To 588,90

(n=37) [362,70;760,60]

T3/To 127,80 461,10 78,30% <0,0001
(n=137) [103,85;191,75]

T6/To 165,15 423,75 72% <0,0001
(n=34) [121,40;196,62]

T6/T3 37,35 30% <0,49
(n=34)

Nhén xét: Néng d6 sCTX gidm nhanh cé y nghia theo thdi gian diéu tri.

4. BAN LUAN

Nhiéu nghién cttu d3 chirng minh kha nang dv
bdo mat xwong cla cac BTMs trén nhiéu d6i tugng
va c6 su lién quan chat ché gitra cac BTMs véi BMD
& ngudi ldn tudi hon 1a ngudi tré. Gan day, két qua
nghién ctru OPUS trén nhitng phu nit truwdc va sau
man kinh thay cé su twong quan nghich gitta BMD
CXD vdi su tdng cao ndng dd sCTX (p = 0,009) [5].
Rosenbrock theo d&i nhitng phu ni¥ quanh tudi man
kinh ké&t luan cé tuong quan nghich cé y nghia gitra
BMD CSTL véi OC va sCTX (p < 0,01). Téng hop tir
133 nghién cru vé BTMs va BMD trén nhiéu loai déi
tuwong bénh nhan, cac tic gid nhan thay d6i véi phu
nlt sau man kinh, coé sy trong quan nghich gitra cac
BTMs gdbm BAP, OC, sCTX, uNTX (NTX nuérc tiéu) vdi
sy thay d6i BMD tai CSTL hodc CXD [3,10].

K&t qua nghién ctru cla ching toi ciing khang
dinh co sy tuwong quan nghich gitta OC va sCTX véi
BMD CSTL va CXb. Sy twong quan gilta sCTX voi
BMD CXD chua cé y nghia théng ké (r = -0,123, p
=0,145) c6 thé do c& mau chua dd Ién nhung ciing
phu hop vdi két qua cta nhiéu nghién ctru khac trén
thé gidi.

Nong dé tdi thiu clia OC va sCTX dé dy doan
thiéu xuong trén nhém phu nit chua lodng xwong
[an lwot 13 14,46 ng/ml va 396,25 pg/ml. Nghién clru
buwédc dau cho thdy méi tuong quan giita OC, sCTX
véi BMD va quan trong la xac dinh duoc ngudng
t8i thiéu gitp du dodn mat xwong & nhitng phu ni¥
chuwa loang xuong.

Fosamax plus la mot alendronate
(bisphosphonate) két hop vitamin D ¢ kha nang
giam sé lugng té€ bao hly xuong qua nhiéu co ché
phirc tap nén lam giam dang k& cac marker chu
chuyén xuong khi cé dap ¢ng véi thudc nay. Thudc
cling gian tiép lam tang s6 lugng té bao tao xuong.
Khi diéu trj v&i alendronate, chu chuyén xuong giam
hon 40%, nong d6 cha marker hdy xwong gidm trong
vong 3 thang va ndng d6 cla marker tao xwong cling
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gidm trong 6- 12 thang [1]. Nghién ctru cta Burnett
(2009) trén nhitng phu nit lodng xwong sau man
kinh diéu tri véi alendronate nhan thay néng d6
sCTX gidm dang ké sau 3-6 thang so véi ltc bt dau
diéu tri.

Trong nghién ctru ca chung téi, sau khi diu trj
v@i Fosamax plus, ndng dé cha OC gidm tang dan,
vai ti 18 gidm dang ké sau 3 thang |13 41,4% va sau 6
thang 1a 55%. K&t qua nay cling phlu hop vdi nghién
cru cla Pino trén déi twgng man kinh lodng xuong
[6]. Twong tw, ndng dd sCTX cling gidm nhiéu vdi ti
|é giam sau 3 thang la 78,30% va sau 6 thang la 72%.
Nghién ctru cta Chrisgaut theo d&i sy thay d6i cla
sCTX khi diéu tri véi alendronate cling thay marker
nay giam lan lwot 64,8% va 68,4% sau 3 va 6 thang
diéu tri. Nhiéu nghién ctru khac cling nhan xét sau
3-6 thang diéu tri, ndbng d6 sCTX gidm khodng 60%
va két qua nghién ctru cla chung téi cling khdng 13
ngoai l&. Trong khi cé sy dap (rng nhanh va dang ké
cla OC va sCTX véi Fosamax plus thi BMD tai hai
vi tri bién d6i rat cham. Sau 6 thang diéu trji, BMD
CSTL chi tdng 4,2% (p < 0,001) va BMD CXD chi tdng
3,6% khéng cé y nghia théng ké (p > 0,05). Su khac
biét nay cling phu hop vdi két qua nhiéu nghién ctru
trén thé gidi, chu chuyén xuong giam rat nhanh khi
bat dau diéu tri véi thudc chdng hly xwong duong
uéng, trong khi BMD ting cham, t&i thiéu tir 6 thang
dén 12 thang [4,2].

Ti 1& gidm ndng dé OC va sCTX gilta thang thir 6
v@i thang th 3 cla liéu trinh [an luot 14 23% va 30%,
khéng cao hon nhitng thang trudc. Didu nay ciing
tuwong ty két quad nhidu nghién ctru khac khi dénh
gid sy thay d6i ciia OC va sCTX, déu nhan thay cac
marker giam rat nhanh sau 1-3 thang nhung sau dé
gidm nhe dang binh nguyén [7).

5. KET LUAN VA KIEN NGHI
Nghién ctru 142 phu ni trén 45 tudi kham, diéu
tri tai phong kham va khoa N6i Co Xuong Khép bénh
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vién Cho Ray tir thang 7/2014- 5/2016. Trong d6, 37
phu ni* man kinh lodng xwong duwoc diéu tri, sau
3 thang con lai 34 ngudi tiép tuc dén hét 6 thang,
ching t6i nhan thay:

5.1. C6 su tuong quan nghich gitra néng dé OC
v&i BMD CSTL (r =- 0,39, p = 0,001) va BMD CXD (r
=-0,19, p = 0,022). Twong ty, cé tuwong quan nghich
gitta néng d6 sCTX véi BMD CSTL (r=-0,23, p=0,007)
va BMD CXD (r =-0,123, p =0,145). Gia tri tdi thiéu
cla OC va sCTX dy doén thi€u xwong 1a 14,46 ng/ml
va 396,25 pg/ml.

5.2. Ndng dd OC va sCTX giam cé y nghta so vdi
trudce diéu tri ngay tir sém, sau 3 thang va 6 thang.
OC va sCTX c¢d ti lé gidm [an luot 13 41,6% , 55% (p
< 0,001) va 78,3%, 72% (p < 0,001). BMD tai CSTL
sau 6 thang diéu tri chi tdng 4,2% (p <0,001) va BMD
tai CXD chi tang 3,6% (p > 0,05). Nhu vay, buwdc dau
da xac dinh OC va sCTX la hai marker gitp danh gia
dap rng sdm vai thubce chéng lodng xuwong & phu nit
man kinh. Tuy nhién, can thiét tdng c& mau theo ddi
dé thay rd hon nita sy thay d6i rat chdm cta BMD
so v&i OC va sCTX.
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