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C3p nhat diéu tri lodng xwong
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Tém tat

Lodng xwong la bénh Ii xwong thudng gip ddc biét & ngudi cao tudi va phu ni sau man kinh. Lodng xuong
lam gia tang ti 1& t&r vong va ti 18 bénh dong mac. Nhitng ndm gan day dua trén hiéu biét sdu hon vé co ché
bénh sinh da gép phan tao ra nhitng liéu phdp diéu tri hiéu qud mai trong diéu tri bénh li lodng xwong. Bén
canh nhitng nhém thudc chdng huy xwong nhu biphosphonates da dwoc st dung tir 1au thi cdc nhém thudc
tdng tao xwong nhu hocmon tuyén can giap PTH hay duoc chap thudn gan day la Romosozumab gitp cho
viéc diéu tri bénh li nay cé nhiéu thuan Igi hon. Muc dich cla bai téng quan nay nhdm trinh bay nhitng tién
b6 trong cac liéu phap diéu tri lodng xuong. Noi dung bao gdm ddnh gia yéu t6 nguy co, nhirng liéu phap
khéng dung thudc va nhém thudc dic hiéu trong diéu tri loAng xwong. Bai téng quan cling s& thdo luan vé sy
Iwa chon cac liéu phap diéu tri bao gdm co ché, tinh an toan, hiéu qua trén mat dé xwong, nguy co gay xuong
va thoi gian st dung. Sy hiéu biét mét cdch day du vé cac liéu phap diéu tri mdi sé gilp viéc diéu tri bénh li
lodng xwong hiéu qua hon.

Tir khod: lodng xwong, mdn kinh, biphosphonates.
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Summary

Osteoporosis is a common bone disease, especially in the elderly and post-menopausal women.
Osteoporosis increases mortality and comorbidities. In recent years, a profound understanding of the
pathogenesis has contributed to the development of new effective therapies in the treatment of osteoporosis.
In addition to the anti-resorptive drug groups such as bisphosphonates, which have been used for a long
time, the group of anabolics agents such as PTH or recently approved Romosozumab make the treatment of
this disease more advantageous. The purpose of this review is to present advances in osteoporosis therapies.
Content includes risk factor assessment, non-pharmacological and pharmacological therapies in the
treatment of osteoporosis. The review will also discuss treatment options including their mechanism, safety
profile, effectiveness on bone density and fracture risk, and duration of use. A comprehensive understanding
of new therapies will make the treatment of osteoporosis more effective.
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1. PAI CUONG

Loang xwong la bénh li xwong thuong gap dac
biét & ngudi cao tudi va phu nit sau man kinh [1].

Lodng xwong lam gia tang ti & t&r vong va ti |é
bénh déng méc [2]. Gay xwong hong do lodng xuong
lam gia tang ti 1é tl&r vong tir 8-18% sau 1 nam & ca
nam va nit [3]. Cac nghién cttu cling cho thay rang
viéc diéu tri lodng xwong da lam gidm ti 1é t&r vong
trén bénh nhan gay xuwong.

Tuy nhién sy gidm ti | tlr vong va giam nguy co
g3y xuong c6 khac biét gitta cdc nhém thudc diéu
tri lodng xuwong. Trén mot nghién clru tai Dai Loan
trén 46 729 bénh nhan bénh nhan giy xwong, thi
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viéc diéu tri lodng xuwong biang biphosphonates
(BPs) dwdng uéng (alendronate hay risedronate) hay
zoledronic acid truyén tinh mach cho thay gidm tj 1&
tlr vong ndi chung khi so sanh vdi raloxifen. Va diéu
nay cling dugc ghi nhan déi véi tic nhan diéu tri
lodng xwong khac 1a denosumab. D&i véi ngudi trén
65 tudi thi méi lién quan gitta cac thudc nay vdi giam
ti 1é t&r vong c6 su khac biét cd y nghia [4].

Gan day chuiing ta c6 thém nhitng liéu phap diéu
tri hiéu qua méi trong diéu tri bénh |i lodng xuwong
dya trén nhitng hiéu biét day du hon vé bénh sinh
cla bénh Ii loang xuong.
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2. XAC DINH NGUY CO GAY XUONG

Tat ca phu nit sau man kinh va nam gidi trén 50
tudi can dugc danh gid nguy co gdy xuong. Theo
hwdng dan cla Hiép hdi N&i tiét 1am sang M cung
cap hwdng dan diéu tri lodng xuwong sau man kinh
theo nguy co gay xwong [5]:

Nguy co thap: khéng cé gy xuong cot séng, gay
xuong héng trudc day, T-score héng hay cot séng
trén -1,0 va FRAX (fracture risk asessment tool) dudi
ngudng diéu tri. Panh gid lai nguy co gdy xuong sau
2 -4 nam.

Nguy co trung binh: khéng cé gay xuong, T-score
gitta -1,0 va -2,5 va FRAX duéi ngudng diéu tri. Danh
gid lai sau 2 dén 4 ndm.

Nguy co cao: gdy xwong hdng hay cdt séng trudc
dd vai chan thuwong nhe, T-score < -2,5, FRAX hay
FRAX diéu chinh bing TBS (trabecular bone score-
chi s6 xwong x8p) trén ngudng diéu tri (gdy xuong
chinh > 20% hay gay xuwong héng > 3%).

Nguy co rat cao: gdy nhiéu vi tri & hang va cot
s6ng, gay xuong lic dang diéu tri lodng xwong, chi
s6 T-score rat thap < -3, nguy co cao té ng3, st dung
ldu dai glucocorticoid, nguy co gay xuwong FRAX (>
30% d6i vai gdy xuwong chung hay > 4,5% d6i voi gay
xwong hong).

3. Al CAN DIEU TRI LOANG XUONG

Cho phu nit sau man kinh va nam gidi > 50 tudi

- Lodng xwong hay thiéu xwong cé gdy xuong
trudc do tai xwong hdng, cdt séng

- T-score < -2,5 tai cot sdng, cd xwong dui, toan
b6 xuong hong, hay 1/3 xuong quay

- T-score gitra -1,0 va -2,5 néu FRAX wdc tinh nguy
co gdy xwong 10 nam d6i vdi gdy xwong chinh > 20%
va gdy xuong hong > 3% hay trén ngudng ddi véi moi
qudc gia.

Khéng cé khuyén cdo chung cho tat cd bénh
nhan, can cd nhan hod diéu tri dwa trén cac yéu td
lam sang khac.

4. THUOC TRONG DIEU TRI LOANG XUO'NG

Hién tai cuc quan |i thwc phdm va thudc Hoa Ki
chap thudn nhitng nhém thudéc sau day trong diéu
tri va dy phong lodng xuong: BPs (alendronate,
alendronate plus D ibandronate, risedronate, and
zoledronic acid), estrogen, chd van/déi khang
estrogen (raloxifene), phirc hop estrogen chon loc
ddc hiéu mo (conjugated estrogens/bazedoxifene),
hocmon tuyén can gidp (PTH, teriparatide), peptide
lién quan d&n hocmon tuyén cin gidp dang analog
(PTHrP, abaloparatide), (rc ché RANKL (denosumab),
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khang thé don dong ngudi khang sclerostin
(romosozumab), and calcitonin.

Diéu tri thudc trong diéu tri lodng xwong duoc
chia thanh hai nhém dya trén co ché hoat dong bao
gdbm chdng huy xwong va tang tao xuwong. Thudc
chéng huy xwong bao gbm BPs, denosumab, diéu
hoa thu thé estrogen va thudc tang tao xwong bao
gém teriparatide va romosozumab [6].

4.1. Biphosphonates

Biphosphonate (BPs) Ia nhém thu6c diéu trilodng
xuong lam gidm nguy co gy xwong dau tién duoc
st dung. Alendronate, risedronate, ibandronate
and zoledronate 1a nhitng thuéc thuéc nhém BPs.
BPs I3ng dong trén bé mit xuwong s& trc ché farnesyl
diphosphate synthase, enzyme diéu hoa chirc ndng
cla té& bao huy xwong [7]. Nghién cru meta analysis
cho thay BPs lam gidm nguy co gay xuwong chung, gdy
xuong cdt sdng va gay xwong ngoai vi tri cot séng 1a
trén bénh nhan lodng xwong [8]. Alendronate giam
nguy co gay xuong cot séng khoang 50% sau diéu tri
3 ndm diéu trj trén bénh nhan trudc cd gy xwong
cbt sdng trwdc d6 cd chi s6 T-score <-2,5 va giam ti 1é
gay xwong khoang 48% trén bénh nhan khong cé gay
xuwong trude do [9, 10]. Ibandronate giam ti 1é gy
xuong cot sdng khodng 33 - 50% sau 3 ndm nhung
khéng lam gidm nguy co gay xuong ngoai cot séng.
Zoledronic acid giam gay xuong cdt séng 62 - 72% va
giam gdy xuong hdng 41% va nhirng vj tri khic ngoai
cbt séng khodng 21 - 25% sau 3 ndm.

Tat ca cac thudc nhdm BPs déu cé thé anh hudng
chirc nang than va chéng chi dinh trén bénh nhan
giam murc loc cdu than dudi 30 - 35 ml/phut. BPs cé
thé gay ra hay |am nang tinh trang giam canxi mau,
do d6 can kiém tra canxi mau trudce khi st dung. Tac
dung phu cda nhédm BPs duwdng udng la viém thuc
quan, khé nuét, dau da day va hiém hon 1a hoai tl
xwong ham hay gdy xuwong héng khéng dién hinh.

BPs duwong udng can dwoc uéng khi da day rong,
uéng cling cdc nwdc I&n (xap xi 200 ml), sau khi udng
can gitt tw thé thang khoang 30 phdt. Riéng déi véi
vién udng phong thich cham risedronate thi cé thé
uéng sau an.

Zoledronic acid 1a nhém thuéc sir dung dudng
tinh mach véi 5mg mdi ndm cho diéu tri lodng xwong
va mbi 2 ndm cho dy phong du lodng xwong. St
dung duwdng truyén tinh mach cai thién van dé tuan
thd diéu tri. H6i chirng gid cum (sbt, dau dau, dau
co, dau khdp) khoang 32% sau Ian truyén dau tién
va giam dan vdi nhirng liu sau. D& gidm triéu chirng
gid cim bénh nhan phai & tinh trang dd nudc va sir
dung paracetamol sé&m sau khi truyén zoledronic
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acid. Zoledronic acid duoc xem |a lywa chon dau tién
cho bénh nhan g3y xwong héng. Theo cac khuyén
cdo tinh trang thiéu hut vitamin D nén duoc diéu
chinh néu cé trudc khi diéu tri thudc lodng xwong.

4.2. Raloxifene

Raloxifene giam ti 1é gdy xuwong cot s6ng khodng
30 - 40% bénh nhan gy xwong cot séng trudc dé
va giam 55% bénh nhan chua gdy xwong cot séng.
Raloxifene gia tdng nguy co huyét khéi tinh mach
sau [6].

4.3. Chat twong tw hocmon tuyén giap
(teriparatide, abaloparatide)

Chi dinh cho lodng xwong do glucocorticoid &
nam gidi va phu nit lodng xuwong nguy co cao. Giam
nguy co gay xuwong codt séng 65 - 77% va gdy xuwong
ngoai cot séng khodng 35 - 53% trén bénh nhan
lodng xwong, sau thoi gian diéu tri trung binh 18
thang [11]. Thoi gian s dung gidi han la 2 nam do
su lo ngai gia tang nguy co ung thu xuong. Do do
tranh s&t dung trén bénh nhan bénh Paget, trudc
do ¢ xa tri lién quan dén xuong, ung thu di cdn
xuong hay ung thu hay sy gia tdng ndng do alkaline
phosphatase hay cac réi loan di truyén gia tdng nguy
co ung thu xwong [12].

4.4. U'c ché Sclerostin (Romosozumab)

Romosozumab 13 khéng thé don dong nguoi
khéng sclerostin. FDA duoc chi dinh diéu tri cho phu
n* sau man kinh cé nguy co gay xuong cao, tién s
gdy xuong nhiéu yéu t6 nguy co gy xuwong, kém
dap rng hay kém dung nap vdi céc liéu phép diéu tri
lodng xwong san c6 khac. Tiém duwdi da méi xthangs
V@i lieu 210 mg. Romosozumab giam gdy xuong va
gia tang mat dé xuong (bone mineral density-BMD)
tai c8t sdng va cb xwong dui khi so sdnh vdi placebo,
alendronate, teriparatide trén phu nira sau man kinh
cé mat d6 xwong thap [13, 14]. Khi so sanh placebo
sau 12 thang thi giam nguy co gay xwong mai 73% va
gdy xuwong lam sang 36% [14]. Romosozumab dung
mdi thang trong vong 12 thang. Romosozumab cé
thé lam gia tdng nguy co nhdi mau co tim, dot quy,
tlr vong do tim mach. Tinh trang canxi mau ha can
duogc diéu chinh trudc khi sir dung. Romosozumab
lién quan dén nhitng trwdng hop hiém cda hoai tlr
xuwong ham va gay xuwong héng khéng dién hinh.

4.5. Denosumab

Denosumab |a khang thé don dong ngudi khang
RANKL dugc chidinh trén bénh nhan nam va ni¥ nguy
co gdy xwong nguy co cao, that bai hay khdong dung
nap vdi nhitng liéu phép diéu tri lodng xuong khac.
Denosumab |3 khdng thé don dong dAu tién sir dung
trong diéu tri lodng xwong. RANKL 13 protein xuyén
mang déng vai trd trong sw séng, sy hinh thanh va

chirc nang cda huy cét bao. Denosumab giam gdy
xuong cot sdng khoang 68% sau 1 ndm va gay xuong
héng khoang 20% sau 3 nam va nguy co gay xuong
tiép tuc gidm kéo dai dén 5 ndm. Denosumab duoc
dung dang tiém duéi da véi lieu 60 mg mdi 6 thang.
Tinh trang ha canxi mau can duwoc diéu chinh truéc
khi diéu tri. Denosumab lién quan dén tinh trang gia
tdng nhay cdm, nguy co nhiém trung. Denosumab
lién quan dén nhirng trudng hop rat hiém cac case
g3y xwong hong khong dién hinh va hoai tir xwong
ham. Sau khi dirng thu6c thi tinh trang gdy xwong
xay ra nhanh c6 thé dan dén gay nhiéu d6t séng néu
trudc dé cé gdy xwong. Khodng thai gian nghi diéu
tri la khong thich hop cho denosumab [15] trong khi
BPs thi cé thé duy tri mat d6 xwong it nhat 2 ndm sau
khi nglrng thudc. BPs c6 thé | lya chon tiép sau diéu
tri denosumab dé& bdo toan mat d6 xuong trong khi
néu tiép sau la teriparatide | thi lai cho thay cé sy
mat xwong & mot vai vi tri tai cot séng [16].

4.6. Calcitonin

Calcitonin dugc chi dinh trong diéu tri lodng
xuwong & phu ni* sau man kinh it nhat 5 nam.
Calcitonin cho thdy gia tdng mat dé xuong & cot séng
va gidm nguy co gdy xuong cdt séng trén bénh nhan
gdy xuong cot séng trwdc dé nhung khdng gidm
nguy co gay xuong ngoai cdt sdng [17]. Calcitonin
giam dau dang k& cd thé sir dung trong thoi gian
ngan dé gidm dau cap lién quan dén gdy than dot
s6ng [18].

4.7. Liéu phap diéu tri trién vong

Uc ché& dong thoi Dickkopf (Dkk1) va sclerostin.
Dkk1 la mot chat d6i khang con dudng tin hiéu Wnt,
con dudng déng vai tro quan trong trong sy tao
xuong. Khi trc ché sclerostin thi ghi nhan sy gia tang
sy biéu hién cha Dkk1. Gan day ngudi ta ghi nhan
rang khang thé khang dong thoi sclerostin va Dkkl
thi cho hiéu qua cao hon trong sy hinh thanh xwong
trén dong vat. Hiéu qua hiép dong con cai thién kha
nang lién xwong sau gdy xwong [19]. Can ti€p tuc ch&
nhirng nghién ctru tiép theo.

4.8. Liéu phap két ho'p va ndi tiép

Liéu phap két hop cac nhdm thudc khéng duoc
khuyén cdo vi sy gia tdng tadc dung phu va chi phi
diéu trj trong khi sy cai thién mat dé xuwong la khéng
dang ké&. Tuy nhién trong mot s6 trudng hop lodng
Xuong nguy co rat cao thi liéu phap néi ti€p da duoc
nghién ctru dong thai khac phuc dwoc khoang thoi
gian st dung han ché& d6i vdi mét s& nhém thudc
tang tao xwong [6]. Bénh nhan c6 gdy xwong gan day
va/hay BMD rat thap (T-score < -3,0) c6 nguy co gy
xwong dic biét cao trong tuwong lai. Don tri liéu bang
thudc chéng huy xuong 1a khéng dd lam giam nguy
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co trén nhitng nhém bénh nhan nay. Xem xét nhirng
liéu phap tich cwc hon véi sy ndi tiép céc thudc
chdng loding xwong co thé sir dung. Theo nghién ctru
ARCH thi so sanh hai nhdm loang xwong sau man
kinh gitta m6t nhém diéu tri alendronate 24 thang
va 1 nhom diéu tri Romosozumab trong 12 thang va
theo sau alendronate 12 thang thi két qua cho thay
nhém Romosozumab-Alendronate c¢6 nguy co gay
xuong mai thdp hon 48% (p < 0,001) va thdp hon
27% nguy co gdy xuong lam sang (p < 0,001). Nguy
co gdy xwong ngoai cot séng thap hon 19% va nguy
co gdy xwong hong thap hon 38% va quan trong la
khong lam gia ting dang k& nguy co bién chirng tim
mach nghiém trong [20].

4.9. Cac khuyén cdo chung cho bao vé sirc khoé
xuwong

- Cung cap day du canxi 1000 mg/ngay cho nam
tlr 50 - 70 tudi, 1200 mg/ngay cho phu ni¥ trén 51
tudi va nam > 71 tudi cung cip bd sung canxi néu
ché& d6 an khéng dd, vitamin D 800 - 1000Ul/ngay
cho ngudi trén 50 tudi va can dat néng do 25-
hydroxyvitamin D 30 - 50 ng/ml.

- Ngirng hut thuéc 1d va tranh uéng ruwou qua
murc.

- TAng cuwdng cac hoat dong thé chat tdng cudng
strc manh cua co, thé thao chju tai.

- Ngan nglra té nga.

5. THO1 GIAN DIEU TRI

Bénh lodng xwong cé thé quan Ii diéu tri thanh
céng nho cac liéu phéap diéu trj dac hiéu va theo dai
sau diéu tri. Loi ich cda cac liéu phap diéu tri s& gidm
nhanh trong trwong hop BPs. Khi bénh nhan d3 giam
nguy co gdy xwong, cai thién mat dé xwong tham chi
binh thudng thi bénh nhan van |a bénh nhan lodng
xuong vi cac tén thwong vi cdu tric van con. Tuy
nhién viéc str dung kéo dai lam gia tdng cac tac dung
phu hiém nhu tang gdy xuwong khéng dién hinh khi
str dung cdc tdc nhan chéng huy xwong [21]. Xem xét
lgi ich va nguy co la can thiét.

Khoang nghi thudc “BPs holiday”: trén nhirng
bénh nhan diéu trj v&i BPs c6 nguy co giy xuong
thap (T-score > 2,5 va khéng cé giy xwong gan day
thi cé thé tam thdi ngung sau 3 ndm diéu trj vdi liéu
phap tinh mach va 5 nam véi liéu phap duwong uéng.
Khoang nghi thuéc dugc dinh nghia 13 tam thoi
nguwng liéu phép BPs (dén trén 5 nam). Liéu phap BPs
hay liéu phép thay it nhat dén 10 ndm vé&i BPs udng
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va 6 ndm d6i véi zoledronic acid truyén tinh mach
trén 1 s6 d6i tuwgng: trén 70 tudi, gdy xuwong hong
hay dét séng, diéu tri vdi glucocorticoid > 7,5 mg
prednisolone/ngay hay twong duwong. Ca nhan hoa
thoi gian diéu tri cu thé 13 can thiét [22-24].

Néu gdy xwong xay ra sau khi ngwng BPs thi can
danh gia lai FRAX va bat dau diéu trj lai. N&u khong
¢ gdy xwong mdi xay ra sau khi ngirng thudc thi
danh gid lai FRAX sau 18 thang ddi véi risedronate va
ibandronate, 2 nam ddi véi alendronate, 3 ndm d6i
vdi zoledronate dé xac dinh khi nao can bat dau diéu
tri lai. Thoi diém két thic ngirng diéu tri BPs nén dua
vao tirng ca nhan bénh nhan nhu sy gia tang nguy co
gdy xuong, gidm mat do xwong hay sy gia tang cac
marker chu chuyén xwong.

Theo AACE/ACE cic nhdm thuéc (c ché huy
xuong khdng phai BPs thi khdng khuyén cdo khodng
nghi thuéc theo khuyén cdo [5]. D&i v&i denosumab
thi thi gian diéu trila 5 - 10 ndm tuy thudc vao nguy
co gdy xwong theo mot s& hudng dan. Sau khi ngung
denosumab cé thé chuyén sang tac nhan chéng huy
xuong khéc. Tranh ngung s& dung thudc denosumab
néu khdng cé ké hoach cho liéu phap thay thé vi viéc
ngung thudc cd thé lam gia tang nguy co gay xuong
va sy giam BMD. Liéu phap dung thudc nén duoc
danh gia lai trong sudt qua trinh diéu tri.

6. THEO DOI

Bénh nhan chua doi hdi diéu tri tai thoi gian
danh gid ban dau can duwoc danh gia lai.

Bénh nhan s dung thudc dugc phé chuin bai
FDA nén duogc lam xét nghiém va danh gia lai mat
dd xwong sau 2 nam hay thudng xuyén hon néu can.

Xac nhan bat ki gdy xuong cdt sdng mdi nén
duogc 13p lai néu ghi nhan cé chiéu cao gidm, dau
lwng mdi, thay d6i tu thé hay nhirng dau hiéu nghi
ngd trén X quang ngwc, theo ddi sy thay déi hinh
anh trén phim.

Thudng xuyén danh gia sy tuan tha diéu tri.

7. KET LUAN

Ca nhan hod diéu trj lodng xwong |a can thiét. Sw
ra doi cla cac tdc nhan diéu tri madi cho phép cac
thay thuéc 1am sang c6 thém sy lua chon dac biét
trén doi twong nguy co gdy xuong rat cao. Su lya
chon téc nhan diéu tri nén duogc dua trén nguy co
gay xwong, nhitng yéu t6 khac vé 1am sang, chi phi
diéu tri va s lya chon bénh nhan.
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