TAP CHIi NGHIEN ClPU Y HOC

HIEU QUA DIEU TRI LOANG XWONG BANG ZOLEDRONIC ACID
O PHU N(F SAU MAN KINH TRONG 3 NAM
TAI BENH VIEN DA KHOA QUOC TE HAI PHONG

Hoang Vin Diing"?*’, Nguyén Thi Thu Phwong'?

'Bénh vién Da khoa Quéc té Hai Phong,
2Trwong Pai hoc Y Dwgec Hai Phong

Zoledronic acid (ZOL) la mét bisphosphonate thé hé méi, duoc khuyén céo diéu tri lodng xwong
c6 hiéu qué cai thién mat do xwong va gidm nguy co lodng xwong. Nghién ctru nhdm xéc dinh mirc
céi thién méat do khoang xwong tai cot séng that lung va cb xuong dui sau 12 va 24 thang truyén
ZOL va khéo sét tinh an toan diéu tri. Nghién ctru héi ciru trong 3 ndm: 2022 — 2024 trén 183 phu
ni¥ man kinh cé lodng xwong (Tscore < -2,5) ¢6 truyén ZOL. Vi tri ¢6 xwong dui, c6 sw cai thién méat
doé xwong sau 1 ndm diéu tri: tdng 4,1% (p < 0,05), va tdng 5,5% sau 2 ndm truyén ZOL so véi ban
dau (p < 0,05). Taij vi tri cot séng that lung, c6 sw céi thién mat d6 xwong sau 1 ndm diéu tri: téng
5,3% (p < 0,05), va tdng 6,2% sau 2 ndm truyén ZOL so véi ban dau (p < 0,05). Nghién ctru hiéu qua
diéu tri ZOL & phu ni¥ lodng xwong sau man kinh tai Bénh vién Da khoa Quéc té Hai Phong khang
dinh zoledronic acid 5mg truyén tinh mach hdng ndm giup cai thién mat doé xwong dang ké, an toan.

Tir khoa: Loang xwong, zoledronic acid, mat dé xwong.

l. DAT VAN BE

Loangxwong saumankinh (Postmenopausal
Osteoporosis - PMO) 1a& bénh ly chuyén héa
xwong phd bién, d&c trung bdi sy suy gidm
mat dé khoang xwong (Bone Mineral Density
- BMD) va suy gidm c4u trac vi thé clia xwong,
dan dén tang tinh gion va nguy co gay xuong
cao. Nguyén nhan cbt I16i ciia PMO 1a sy suy
gidm néng do6 estrogen sau man kinh, mot yéu
t6 bao vé quan trong cho hé xwong."2Té chirc
Lodng xwong Qudc té (IOF) wéc tinh hién nay
ti 1& hién méc LX & phu ni¥ sau man kinh trén
thé gidi xap xi 30%.%4 Tai Viét Nam, theo nghién
ctu tai cdng déng nan 2021 clia Hoang DK va
cong sw cho thdy 27% phu ni¥ = 50 tudi bi lodng
xwong va téi 49% dua tiéu chuan chi dinh diéu
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tri thubc lodng xwong theo khuyén céo cua
IOF.5 Nghién ctru clia nhém tac gia Nguyen HT,
Nguyen BT va céng sw nam 2024 cho thay ty
I& gay lun dét séng tiém an & ngudi = 50 tudi
la 12,2%.5 V& diéu tri, bisphosphonate duéng
udng (alendronate, risedronate...) la lwa chon
d4u tay nhwng tuan tha kém do lich ding hang
tuan va tac dung phu dwéng tiéu hoa. Zoledronic
acid (ZOL) 1a mot thudce thudc bisphosphonate
thé hé mai, tiém truyén tinh mach duy nhét
5mg mdi nam. Thi nghiém HORIZONPivotal
Fracture Trial (HORIZONPFT) chirng minh ZOL
¢6 hiéu qua cai thién mat d6 xwong sau 1 nam,
3 nam va 6 nam twong (rng”®: Hiéu qua gidm
70% gay dbét sdng va 41% gay hong sau 3 nam
& & phu ni® man kinh.5 Tuy vay, bang chirng vé
hiéu qua ctia ZOL trén phu ni¥ sau man kinh tai
Viét Nam con han ché. Khac biét vé di truyén,
ché d6 dinh dwéng (thiéu hut canxi, vitamin D),
16i sébng va kha nang tiép can dich vu y té c6
thé anh huéng téi dap ng diéu tri va tinh an
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toan cla thuéc. Do do, dé tai dwoc tién hanh
v&i muc tiéu: Xac dinh mirc cai thién mat dé
khodng xwong (BMD) cét séng that lwng va
c6 xwong dui sau 12 va 24 thang truyén ZOL
va khao sdt tinh an toan va ti 1é truyén thuéc
hang ndm & déi twong nghién ciru.

Il. DOI TWONG VA PHUONG PHAP
1. Péi twong

- Lwa chon déi twong nghién ctru: Béi twong
nghién cu la phu nl* man kinh ty nhién dap
¢ng day du cac tiéu chuan:

+ Chan doan lodng xwong bang do mat do
xwong phwong phap DXA (T-score < -2,5).

+ Pa truyén zoledronic acid (liéu 5 mg/nam)
lan dau nam 2022.

+ C6 hd so bénh an day du theo déi trong
3 nam (2022, 2023, 2024), sau lan truyén dau
tién nam 2022.

- Loai trr d6i twong nghién ctru: nhivng
ddi twong co truyén thudc ZOL, nhwng khoéng
day da két qua do mat do6 xwong trwdc va sau
truyén hang nam. Man kinh th phat do cét
budng tring, t& cung, suy sinh duc...

2. Phwong phap

Thiét ké nghién ctru

Nghién clru md ta cét ngang két hop theo
ddi doc (cohort hdi ctru).

Thoi gian nghién citru

Trong 3 ndm: tir thang 01/2022— hét thang
12/2024.

Cé méau

Chon mau thuan tién, thu thap toan bod sb
lwong bénh nhan dap ¢ng da tiéu chuén lya
chon: n = 183 bénh nhan.

Quy trinh tién hanh nghién ctru:

Phéc dé diéu tri: tht cd BN déu dwoc truyén
zoledronic acid (Aclasta 5mg, nha san xuét:
Novartis Pharma Stein AG, Switzerland): liéu

dung 1 lo, truyén tinh mach 1 nam/ 1 lan, 1an
truyén tiép theo sau lan truyén trwdc 12 thang.
Quy trinh truyén tuan tha theo quy trinh truyén
thudc diéu tri lodng xwong (zoledronic acid) ctia
Bo y té theo Quyét dinh s6 361/QD-BYT.

Chi sé nghién cteu:

- C4c chi sb vé dac diém chung dbi twong
nghién ctu: Tudi, gidi, chiéu cao (cm), can
nang (kg), BMI, th&i gian man kinh (nam)...
Danh gia cac chi sb nghién ciu bang khai thac
triéu chirng trong hdé so bénh an két hop khai
thac truc tiép va/hoac phéng van qua dién thoai.

- Pac diém mat d6 xwong: Mat do xwong
duoc do bang phwong phap hap thu tia X nang
lwong kép (DXA) trén may Osteosys Han Quéc
tai khoa Chan doan hinh anh Bénh vién da
khoa quéc t& Hai Phong. Thu thap cac chi sb
vé Tscore, Zscore, BMD tai cac vi tri cd xwong
dui (CXP) va cot sbng that lung (CSTL). Phan
loai lodng xwong theo tiéu chudn WHO 1994.9

- Diém nguy co gdy xwong theo mé hinh
FRAX: nguy co gdy cb xwong dui va nguy
co gay xwong chung. Phéan loai nguy co gay
xwong theo IOF: nguy co thp — trung binh —
cao — rat cao."

- Ti 1& truyén thudc ZOL hang nam tai Bénh
vién: ti 1& truyén thuéc ZOL hang ndm tai Bénh
vién sau 1 nam, sau 2 nam truyén liéu dau tién.
Khao sat mot sb yéu td anh hwdng dén ti e
truyén thuéc ZOL.

- Dac diém vé hiéu qua diéu tri trong 3 nam:
Phan tram thay ddi mat dd xwong; phan tram
thay déi nguy co gay xwong theo thang diém
FRAX sau c&c lan truyén thubc (1an1, 1an 2).

- B&c diém cac tac dung khéng mén muén
sau c4c lan truyén.

Thoi diém dénh gia:

- Thoi diém ban dau (TO): 14 thei diém bénh
nhan bat dau truyén zoledronic lan dau, ndm
2022.
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- Thoi diém truyén 1an the 2, sau 1 ndm diéu
tri (T1): nam 2023.

- Thoi diém truyén 1an thir 3, sau 2 nam diéu
tri (T2): nam 2024.

Chi sé danh gia:

- Ti lé truyén thubc ZOL: dwoc tinh dya trén
sb lwgng bénh nhan quay lai truyén thubc lan
2, 14n 3 sau 1 va 2 nam trén tdng sb bénh nhan
duorc truyén thube 1an du ndm 2022.

- Hiéu qua diéu tri:

+ S thay dbi mat dd xwong (phan trdm thay
ddi BMD) sau diéu tri 1 ndm va 2 nam so VO
mat dd xwong thoi diém trwde khi truyén thube
lan 1 (n&m 2022): % thay dbi BMD = (BMD nam
lan sau — BMD ban d4u) x 100%/ BMD ban d3u.

+ Sy thay dbi nguy co' gay xwong sau didu
tri 1 ndm va 2 ndm so véi thoi diém trwdc didu
tri: % thay d6i nguy co gay xwong theo mé hinh
FRAX = (FRAX lan sau — FRAX ban dau) x
100%/ FRAX ban dau.

- Mot sb tac dung khédng mong muén sau
méi 1an truyén thubc.

Thu thap va xu ly s6 liéu

Khai thac thong tin tw hdé so bénh an va
phdng van ban cAu tric (qua dién thoai va/ hodc
khi bénh nhan tai kham). Loai bé nhirng ho so
bénh an khéng day du div liéu cét 16i nhw dac
diém mat do xwong, dac diém truyén ZOL va
khong lién hé hoac BN khéng dén kham lai truc
tiép dwoc. S dung phdn mém SPSS (phién
ban = 20.0). Tinh tn suét, ty & phan tram, gia
tri trung binh + d6 1éch chuén, so sanh ty lé:
Chi-square (x?). Phan tich héi quy (néu can) dé
tim cac yéu tb lien quan doc 1ap véi viéc tuan
thd. Y nghia théng ké véi p < 0,05.
3. Pao dlrc nghién ciru

Nghién ctu hdi cru, thu thap sb lieu dua
trén thong tin tr bénh an nghién ctru nén khéng
l4y phiéu chap thuan tham gia nghién ctru ti
phia bénh nhan. Moi thdng tin trong nghién ctru
déu dwoc bdo mat va chi phuc vu muc dich
nghién ctru.

Ill. KET QUA

1. Pac diém déi twong nghién clru

Bang 1. Pac diém chung cuia d6i twong nghién ctru tai thoi diém ban dau (T0)

Dac diém Trung binh Do léch
(n=183) (T6i thiéu — toi da)
Tuéi trung binh (ndm) 11,3 (48 — 86)
Th&i gian man kinh (nédm) 9,5 (2-36)

BMI

4,3 (16,2-28,8)

Tudi trung binh déi twong nghién ctru 14 67,9 + 11,3 tudi, tudi thap nhéat 1a 48, cao nhét Ia 86 tudi.
Thoi gian man kinh trung binh la 18,4 + 9,5 nam. Chi s6 BMI |4 23,2 + 4,3.

Bang 2. Dac diém mat doé xwong va nguy co’ giy xwong theo FRAX th&i diém ban dau (T0)

DPic diém . Do léch
Trung binh O .
(n=183) (Toi thieu — toi da)
Mat d6 xwong cd xwong dui
0,607 0,210 (0,351 - 0,842)

(BMD, g/cm?)
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DPic diém . Do léch
Trung binh e .z .
(n=183) (Toi thieu — toi da)
Mat dd xwong cot sdng that lung
0,802 0,163 (0,371 - 1,332)
(BMD, g/cm?)
T-score tai cb xwong dui -3,6 1,1 [(-2,5) - (-5,3)]
T- score tai cot sdng that lung -39 1,3 [(-2,3) - (-5,5)]
Nguy co gy cb xwong dui (Theo FRAX) (%) 4,0 0,9 (2,1-10)
Nguy co gay xuong chung (Theo FRAX) (%) 12,9 6,7 (5-29)

Mat d0 xwong trung binh tai CXD va CSTL nguy co gay cd xwong dui trén 3%.
twong (ng la: 0,607 g/cm?va 0,802 g/cm?. 2. Pac diém hiéu qua diéu tri ZOL cua doi
Nguy co gay xwong chung & mirc dwdi 20%, twong nghién ciru

Bang 3. Ty lé truyén ZOL hang nam diéu tri lodng xwong cta déi twong nghién ctru

Ti 1é tuan tha $6 bénh nhan truyén thuéc Ti 1& (%)
Thoi diém ban dau (T0) 183 183/183 (100)
Sau 1 nam, thoi diém truyén 1an 2 (T1) 153 153/183 (83,6)
Sau 2 ndm, thoi diém truyén 1an 3 (T2) 59 59/183 (32,2)

Tilé truyén ZOL diéu tri sau nam dau tién la 83,6%, sau nam th 2 13 32,2%.

Bang 4. Hiéu qua cai thién mat dé xwong sau 1 va 2 nam diéu tri ctia déi twong nghién cliru

Hiéu qua cai thién mat dé xwong BMD th&i diém BMD sau 1 ndm, BMD sau 2 nam,
(BMD) ban dau (T0) thoi diém thei diém
(g/lcm?) truyén 1an 2 (T1) truyén lan 3 (T2)
(9/cm?) (9/cm?)

Mat dé xwong trung binh
0,607 £ 0,210 0,632 +£0,134 0,641 £ 0,135

(o} (BMD)
xwong dui Phan trdm thay ddi -
0 +4,1* +5,5
(LSC, %)
Mat dé xwong trung binh
L. 0,802 + 0,163 0,845+ 0,143 0,852 + 0,151
Cot song (BMD)
that lwng Phan trdm thay ddi .
0 +5,3* +6,2
(LSC, %)
Tai vi tri CXD, co sw cai thién mat dé xwong cai thién mat dd xwong (BMD) sau 1 nam diéu

(BMD) sau 1 nd&m diéu tri: tding 4,1% (*p < tri: tang 5,3% (*p < 0,05), va tang 6,2 % sau 2
0,05), va tang 5,5% sau 2 ndm truyén ZOL so n&m truyén ZOL so v&i ban dau (**p < 0,05).
v&i ban dau (**p < 0,05). Tai vi tri CSTL, c6 sw
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Bang 5. Tac dung khéng mong muédn sau truyén ZOL cta d6i twong nghién ctru

Sau lan truyén thi 2
(n =153), n (%)

Sau lan truyén thir nhat

Tac dung khong mong muén
ung g g mu (n =183), n (%)

Triéu ching giébng cim 64 (45,5) 10 (6,5)
Sét 42 (33,5) 5(3,0)

Pau co 22 (22,0) 2(1,5)

Pau nguc 5(3,0) 0 (0,0)

Nhirc dau 12 (6,5) 2(1,5)

R&i loan nhip tim 0 (0,0) 0(0,0)
Téac dung khac 14 (7,5) 9 (5,5)

Mot sb tac dung khéng mong muén sau
truyén ZOL lan dau tién nhw sau: Triéu chung
giéng cum (45,5%); sbt (33,5%); dau co (22%);
nhirc dau (6,5%); dau nguc (3%), rdi loan nhip
tim (0%).Sau truyén ZOL lan 2, i & tac dung
khéng mong muén gidm rd rét: Triéu chang
giéng cum (35,5%); sbt (23,5%); dau co (12%);
nhirc dau (6,5%); dau nguc (3%), rdi loan nhip
tim (0%).

IV. BAN LUAN

Qua nghién ctu danh giad hiéu qua diéu
tri loAng xwong & phu nir man kinh sau 2 1an
truyén ZOL cho thay, dic diém chung nhém
nghién clru nhw sau; Tudi 67,9 + 11,3 (48 -
86); th&i gian man kinh 18,4 £ 9,5 nam; BMI
23,2 + 4,3; BMD co ban CXb = 0,607 g/cm?,
CSTL = 0,802 g/cm?; FRAX gay xwong chung
< 20%, gay cd xwong dui > 3%. Két qua nay
so v&i nghién ctru HORIZONPFT c6 tudi trung
binh 73 tudi; 72% c6 Tscore CXD < -2,5; 63%
c6 gay dbt sdng sdn c6.” Anh huéng cla cua
man kinh t&i lodng xwong lién quan tryc tiép tor
s suy gidm ndng dd hormon sinh duc estrogen
la mot trong s& hormon chinh diéu hoa tinh 6n
dinh ctia chu chuyén xwong, khi estrogen gidm
di dang ké (giai doan man kinh) lam cho chu
chuyén xwong tang lén dan dén téc d6 mét

xwong tang Ién, tang ti 1é loang xwong va nguy
co gay xuong. Do do, & giai doan man kinh téc
dd mat xwong cé thé tang 1én 5 - 7%/nam. Déi
twong nghién clru cua chung téi cé thoi gian
man kinh nhiéu ndm, phan 16n 1a trén 10 n&m.
Do do, téc dd méat xwong & nhirng dbi twong
nghién ctru la cao.

Theo khuyén nghi, mét phuong phap diéu tri
loang xwong dwoc coi la cé hiéu qua khi co sw
cai thién mat do xwong sau mét nam la it nhat
tang lén trén 3%, day dwoc goi la ngwdng thay
déi tbi thidu (LSC — Least Significal change) dé
vuwot qua dwoc sai sb6 cla phwong phap do,
may do mat do xwong. Theo két qua nghién
clru clia chung t6i, sau 1 nam truyén Zol, tai vi
tri CXD, c6 sy cai thién mat dé xwong (BMD)
sau 1 ndm diéu tri: tang 4,1% (*p < 0,05), va
tang 5,5% sau 2 nam truyén ZOL so vé&i ban
dau (**p < 0,05). Tai vi tri CSTL, c6 sw cai thién
mat d6 xwong (BMD) sau 1 ndm diéu tri: ting
5,3% (*p < 0,05), va tang 6,2 % sau 2 nam
truyén ZOL so vé&i ban dau (**p < 0,05). Két
qua nay thé hién phwong phap truyén ZOL &
déi twong nghién clru chang téi cé hiéu qua cai
thién mat do xwong dang ké&. Két qua nghién
clu clia ching tdi gan twong déng két qua
nghién ctru HORIZON sau 1 nam va 3 nam voi
két qua cai thién mat dd xwong tai CXD 4,0%,
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tai CSTL 1a 4,9%; sau 3 nam truyén ZOL két
qua twong ng la: 5,1% : 6,7%.7

V& ti 1& truyén ZOL hang n&m diéu tri lodng
xwong trong nghién clru cla ching toéi dat
83,6% sau liéu the nhét, va chi con 32,2%
sau liéu thir 2 (ndm the 3). Trong nghién ctru
HORIZON: 81% nhan dd ca 3 liéu va duy
tri theo déi 3 nam.8 K&t qua nghién clru cua
chang t6i dat ti 1& tuan tha cao sau lan truyén
dau tién, & lan truyén thir 3 (sau lan truyén the
2) gidm thap vi nhiéu ly do nhuw: Két qua cai
thién mat dé xwong da tét, dat nguwéng Tscore
> -2,5 nén khong c6 chi dinh truyén 1an th 3;
khoang céach dia ly, quy trinh truyén ZOL can
phai nhap vién nén phtrc tap, chi phi nguwoi
bénh ty chi, lo ngai tdc dung phu, chwa cé
nhac lich dién tl/thé hen... Do d6, dé téi wu
hoa hiéu qua va tinh tuan tha diéu tri, can thiét
lap hé thdng nhéc lich qua dién thoai hodc
phuwong tién dién tl; tri phi can dwoc hd tro tir
bdo hiém y té, can tw vn nguwdi bénh vé tac
dung phu va cach phong chéng.

Truyén ZOL thwéng gap mot sé phan tng
khéng mong muén, d&c biét & lan truyén dau
tién. Theo két qua nghién clru clia chung toi
tac dung khéng mong muén sau truyén ZOL
lan dau tién nhw sau: Triéu chung gibng cum
(45,5%); sb6t (33,5%); dau co (22%); nhirc dau
(6,5%); dau ngwc (3%), réi loan nhip tim (0%).
Tuy nhién, sau truyén ZOL 1an 2, ti I& tac dung
khéng mong muén gidm rd rét: Triéu chdng
giéng cum (35,5%); sbt (23,5%); dau co' (12%);
nhirc dau (6,5%); dau nguc (3%), rdi loan nhip
tim (0%). K&t qua nghién ctvu cla chung toi c6
ghi nhan moét sb tac dung khéng mong mudn
cao hon trong nghién ctru HORIZON.®

V. KET LUAN

Nghién ctru hiéu qua diéu tri ZOL & phu niy
man kinh tai Bénh vién da khoa quéc té Hai
Phong trong 3 nam (sau 2 1an truyén) trén 183

phu n&r man kinh cé tudi trung binh Ia 67,9 +
11,3 tudi, thoi gian man kinh trung binh Ia 18,4
+ 9,5 nam. Mat d6 xwong trung binh tai CXb
va CSTL twong rng la: 0,607 g/cm?va 0,802
g/cm?. Nguy co gay xwong chung & mic dwoi
20%, nguy co' gy cb xwong dui trén 3%. Ti lé
truyén ZOL diéu tri sau n&m dau tién la 83,6%,
sau nam th 2 1a 32,2%.

Hiéu qua diéu trj cho thay: cé sw cai thién
mat d6 xwong (BMD) tai CXD sau 1 nam diéu
tri: tang 4,1% (*p < 0,05), va tang 5,5% sau 2
na&m truyén ZOL so vé&i ban dau (**p < 0,05).
Tai vi tri CSTL, c6 sw cai thién mat dé xwong
(BMD) sau 1 nam diéu tri: ting 5,3% (*p < 0,05),
va tang 6,2 % sau 2 nam truyén ZOL so v&i ban
dau (**p < 0,05).

Mot sb tac dung khéng mong muén sau
truyén ZOL 1an dau tién nhw sau: Triéu ching
giébng cum (45,5%); sét (33,5%); dau co (22%);
nhirc dau (6,5%); dau ngwe (3%), rdi loan nhip
tim (0%). Sau truyén ZOL lan 2, ti 1&é tac dung
khéng mong mudn giam ré rét.

LOI CAM ON

Nhém nghién ctu xin tran trong cadm on
Bénh vién da khoa quéc té Hai Phong da tao
didu kién thuan loi trong qua trinh thyc hién
nghién ctru nay. Nhdm nghién ctu xin tran
trong cdm on t&i ngwoi bénh va gia dinh nguoi
bénh tham gia vao nghién ctru. T4t ca cac tac
gia trong ban thao déu khong cé xung doét vé loi
ich lién quan dén nghién ctru.
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Summary

THREE-YEAR EFFICACY OF ZOLEDRONIC ACID THERAPY
FOR OSTEOPOROSIS IN POSTMENOPAUSAL WOMEN
AT HAI PHONG INTERNATIONAL GENERAL HOSPITAL

Zoledronic acid (ZOL) is a new generation bisphosphonate that is recommended for osteoporosis
therapy because it effectively increases bone mineral density (BMD) and mitigates the risk of
osteopenic progression. This study sought to quantify BMD gains at the lumbar spine (LS) and
femoral neck (FN) after 12 and 24 months of ZOL infusion and to evaluate treatment safety. A three
year retrospective analysis (2022 - 2024) was conducted on 183 postmenopausal women with
osteoporosis (T score < -2.5) who received ZOL. At the FN, mean BMD increased by 4.1% after one
year (p < 0.05) and by 5.5% after two years relative to baseline (p < 0.05). At the LS, mean BMD
rose by 5.3% at one year (p < 0.05) and by 6.2% at two years compared with baseline (p < 0.05). The
findings from Hai Phong International General Hospital demonstrate that an annual 5mg intravenous
infusion of zoledronic acid produces significant, sustained improvements in BMD and exhibits a
favorable safety profile in postmenopausal women with osteoporosis.
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