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PHAN TiCH GOP (META-ANALYSIS) HIEU LU'C TAC DUNG CUA DENOSUMAB
TRONG PIEU TRI LOANG XU'ONG TREN PHU NGO MAN KINH

TOM TAT

Pat van dé: Denosumab 1a khdng thé daon dong
IgG2 cda nqudi, aan ddc hiéu trén protein RANKL, Uc
ché su biét hda cac t€ bao hdy xuona, ngan can cac
t€ bao hoat héa va do dé (c ché€ qua trinh huy xuona.
Phudng phdp téna hop (meta-analysis) la phudng
phap cé mirc d6 bana chitng cao nhét theo thap banq
chiina, dudc Ung dunq nhiéu trona v hoc d& cung cép
théna tin t8ng hap vé hiéu qua clia thudc. PGi tugng
va phuong phap nghién ciru: Thudc denosumab
60mg dang dudng tiém, 6 thang/1 lan dugc phan tich
gdp so sanh vdi placebo trén déi tugng phu nit mén
kinh cé loang xugng. Cac bai bao dugc tim ki€ém tUr
Pubmed, Cochrane, st dung 90| meta trong phan
mem R de phan t|ch Két qua: 4 thlr nghlem 1am
sang ngau nhién cé doi ching phu hop V(@i tiéu chi lua
chon va loai trir da dugc dua vao phan tich. Cac
nghién clru déu 1a thtr nghiém 1am sang phase II hoéc
phase III vGi ¢ mau tr 109 dén 7808 bénh nhan.
Nguy cd sai s6 cla cac thu' nghiém Iém sang dugc
danh gid qua phucng phap cla Cochrane
Collaboration, chat lugng cac tha nghlem dugc danh
gid qua bang klem CONSORT. Két qua chi ra
denosumab lam gidm nguy co gdy xuang 42%, tang
mat dé xuong 7.62% (95% CI: 6.13%-9.11%),tang
mat d6 xuong 4.82% (95% CI: 3.75%-5.88%), Tang
mat do xudng canh tay 2.89% (1.75%-4.03%) khi so
sanh vdi placebo. Két luan: Denosumab gilp lam
tang mat do xudng va giam nguy cd lodng xuong so
V@i placebo. Tur khoa: loang xuong, man kinh

SUMMARY
META ANALYSIS EFFICACY OF
DENOSUMAB IN POST MENOPAUSAL

WOMAN WITH OSTEOPOROSIS

Introduction: Denosumab is a human IgG2
monoclonal antibody that binds specifically to the
RANKL protein. This binding inhibits the differentiation
of osteoclasts, prevents activated cells, and ultimately
inhibits bone resorption. The meta-analysis method is
considered the method with the highest level of
evidence according to the evidence pyramid. It is
widely used in medicine to provide general information
about the effectiveness of drugs. Methods: 60 mg
denosumab administered subcutaneously every 6
months compared with placebo in postmenopausal
women with osteoporosis. Studies were searched on
Pubmed and The Cochrane Library sources, used R
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software to analyse with the meta package. Results:
A total of four randomized controlled trials that met
the inclusion and exclusion criteria were included in
the meta-analysis. The studies were all phase II or
phase III RCTs, with sample sizes from 109 up to
7808 patients. The risk of bias of RCTs was assessed
using the Cochrane Collaboration assessment method,
the quality of RCTs was assessed using the CONSORT
checklist. The results showed that denosumab reduced
the risk of fracture by 42%, increased spine bone
density 7.62% (95% CI: 6.13%-9.11%), increased hip
bone density 4.82% (95% CI: 3.75%-5.88%),
increased humeral bone density 2.89% (1.75%-
4.03%) compared with placebo. Conclusion:
Denosumab help to increase bone density and reduce
the risk of osteoporosis as compared to a placebo.
Keywords: denosumab, metaanalysis

I. DAT VAN DE

Loang xudng la mét bénh ly man tinh dac
trung bdi tinh trang mat d6 xucng giam, vi cau
tric cta xuang bi suy thoai dan dén hién tugng
yéu xuaong va lam tang nguy cc gay xuong.Ti |é
gdy xudng téng theo dd tudi, Ia nguyén nhan
gay ra thuang tat, tir vong, lam tang ganh nang
chi phi y té€. Nhitng phat hién gan day hon vé
sinh ly bénh chuyén hda xuong d3 xac dinh
protein RANKL (receptor activator of nuclear
factor kappa B ligand) la mot yéu t3 quan trong
trong qua trinh hiy xuong. Denosumab la khang
thé don dong IgG2 clia ngudi, gan dac hiéu trén
protein RANKL, U'c ché su biét hda cac té€ bao
hlly xuong, ngan can cac té bao hoat hda va do
dé (c ché qua trinh hay xuong. Denosumab cho
thay hiéu qua lam gidm cac marker chu chuyén
Xuong va tang mat d6 xuong (BMD). Protein
RANK hoat hda bai RANKL cling ¢ vai tro thiét
yéu trong cau tric va chilfc ndng cla cac té€ bao
Iympho T va té€ bao tua- té bao trinh dién khang
nguyén cho Iympho T. Uc ché hoat dong cla cac
té€ bao nay c6 thé dong thai anh hu’dng dén hé
théng mién dich, dan dén nguy cd cic bénh ly
nhiém trung hodc bénh ly ac tinh (ung thu). Hién
da co nhiéu nghién clru thir nghiém |am sang vé
hiéu qud cla denosumab nhung d& cd mot
théng tin tdng hop, phucng phap phan tich gdp
hay con goi 1a phugng phap tdng hdp (meta-
analysis) 1a phuang phap cé miic dd béng chirng
cao nhét theo thap bdng ching, dudc (tng dung
nhiéu trong y hoc dé cung cap thdng tin téng
hgp vé hiéu qua cua thudc. Xuat phat tir thuc té
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dd, chung toi tién hanh dé tai “Phan tich téng
hgp hiéu luc tac dung cta denosumab (ng dung
trong danh gid chi phi-hiéu qua diéu tri lodng
xuong trén phu nlt man kinh” véi cac muc tiéu
"Phan tich gop hiéu luc tac dung trong diéu tri
lodng xuong cua denosumab so vdi gia duoc &
phu nif mén kinh”

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru: Hiéu qua diéu
tri loang xuong cua denosumab trén nhém quan
thé€ phu nir man kinh trong cac thr nghiém 1am
sang ngau nhién cd d6i chirng

2.2. Phuong phap nghién ciru: Nghién
cftu cd thiét ké phan tich gbp, vGi cau héi PICO
dugc xac dinh nhu sau: P(Quan thé): Phu nit
man kinh c6 lodng xuang; I (thuGc can thiép):
denosumab don tri liéu liéu 60mg, tiém dudi da
moi 6 thang. C(thuoc so sanh): pIacebo (gid
dudgc); O (dau ra): cac tiéu chi danh gia vé hiéu
luc tac dung va tinh an toan. Cac nghién ciu
dugc tim kiém trén cac ngudn dir liéu Pubmed va
The Cochrane Library vdi cac tir khda bao gom:
“denosumab”, “osteopor05|s”, “postmenopausal”
Thdi gian tim ki€m két thuc vao ngay 31 thang 3
nam 2018.

Bang 1. Tu khod, cdu lénh tim kiém
nghién ciru
Co sé dir liéu

Cau lénh
(“osteoporosis,
Postmenopausal”[Mesh]) AND
“"Denosumab"[Mesh]

The Cochrane | Osteoporosis AND denosumab
Library AND postmenopausal

Tiéu chuan lya chon: Cac nghién cltu ther
nghiém lam sang ngau nhién cé d6i ching
(RCT), d6i tugng nghién clru la phu nlt sau man
kinh c6 lodng xuong, nhém diéu tri dung
denosumab don doc liéu 60 mg tiém dudi da moi
6 thang va nhdm chiing dung placebo, ti€u chi
danh gia la hiéu luc tac dung va tinh an toan cua
hai phac d6 denosumab va placebo. Ngon ngit
bang ti€éng Anh. Tiéu chuén loai trir 1a cic nghién
cltu téng quan, cac bdo cdo ca, thu gui toa soan,
cac bai xa luan, cac nghién clu c6 doi tugng
nghién ctu la bénh nhan da diéu tri trudc vdi
cac thudc bisphosphonat hodc teriparatid. Cac
thong tin dugc trich xudt bao gdm cac thong tin
chung clia nghién clru, dic diém bénh nhan,
thong tin vé phac d6 diéu tri va cac két qua dau
ra. Danh gid nguy cd thién vi cta cac RCTs bang
phuong phdp danh gid cla Cochrane
Collaboration. Viéc danh gia dugc thuc hién bang
cach tra I8i cac cdu hoi cu thé cho tirng van dé,
cau tra Igi “cd” cho thdy nguy cd thién vi thap,

Pubmed/Medline

cau tra I6i “khong” cho thay nguy ca thién vi cao.

2.3. Xt ly va phan tich dir liéu: Phan tich
tdng hagp dudc tién hanh bang phan mém R, st
dung package meta. Ti Ié gdy xudng la cac bién
nhi phan, st dung ham metabin dé tinh toan ti
sO nguy cd tuang dai risk ratios (RR), khoang tin
cdy 95% tinh toan trén ca hai mé hinh anh
hudng bat bi€n va m6 hinh anh hudng bién
thién, mic do bat dong nhat g|Lra cac nghién
ctu. Cac chi s6 trong phan tich téng hap la: c8
mau, s6 bénh nhan gay xuang. DAGi véi tiéu chi
phan trém thay ddi BMD Ia cac bién lién tuc, si
dung ham metacont dé tinh todn khac biét trung
binh (mean difference — MD), khoang tin cay
95% tinh toan trén ca hai mé hinh anh erc’jng
bat bi€n va mo hinh anh erong bién thién, mic
do bat dong nhat gilra cac nghlen clru. DE biéu
dién két qua bang biéu do gop, ching toi st
dung ham_ forest. Cac tham s6 phan tich bao
gom c@ mau, phan tram thay d6i BMD xudng cot
sdng, phan trdm thay d6i BMD xucng héng va
phan tré&m thay d6i BMD xudng cénh tay so Vi
ban dau trén tirng nhém denosumab va nhom
placebo, va dd léch chudn. Khi cac bai bao
khong néu rd dd 1&ch chudn, nhdm nghlen ctru
s€ ti€n hanh tinh toan d6 Iéch chuén theo céc
phugng phap trong s6 tay hudng dan lam téng
quan hé théng ctia Cochrane. Cu thé, cac thdng
s6 dd léch chuin dugc tinh tir khoéng tin cdy
95% khi so sanh trong cung mot nhdm can thiép
tai thdi di€ém sau va trudc nghién clru theo cdng
thirc:

ISD = VN x (qiGi han trén- gidi han dudi)/(2 X
to.05; N-1)

Trong do: N: ¢@ mau; Gidi han trén, gidi han
dudi: lan lugt la gia tri cta gidi han trén va gidi
han dudi cia khoang tin cdy 95%. to.os; n-1: gia tri
t Ung vai do tin cay 0.05 va sb bac tu do (N-1),
to.os;n-1= tinv(0.05; N-1). Khi cac bai bao khong
6 sb liéu vé dd 1éch chuan cling nhu khoang tin
cdy 95%, nghién ctu s dung gia tri do léch
chuén tir cac bai bdo khac trong phan tich téng
hgp d6 [1].

Il. KET QUA NGHIEN cUU

Téng s6 nghién ciiu tim dudc la 239, sau khi
ap dung tiéu chi lua chon va loai trir, doc tiéu
dé, ban tdm lugc va ban day da, 4 nghién clu
dugc dua vao d€ phén tich tong hop. Cac nghién
ctu la cac thir nghiém pha II hodc pha 111, déu
la cac can thlep ngau nhién, mu d6i, co doi
chirng, véi c@ mau thap nhat la 109 [2] cho tdi
7808 bénh nhan [3], dudc thuc hién t& nam
2008 dén ndm 2012,

K&t qua danh gia chat lugng cac RCTs bang
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bang kiém CONSORT cho thdy cac nghién clu
déu dat hau hét cac tiéu chi, thiét ké va cach
ti€én hanh, phan tich dugc mo6 tad day du, minh
bach. Két qua danh gia nguy ca thién vi cho thay
mdc du ca 4 nghién cltu déu la cac thir nghiém
mu d6i, ngau nhién, d6i ching placebo. Tuy
nhién van dé gidu trinh tu phan b6 ngau nhién
khong rd rang. Tat ca cac nghién clru déu cd cac
dit liéu dau ra day du. Tiéu chudn cta nghién cliu
da dudc xac dinh va cac tiéu chi d3 dugc cu thé
hoa trudc, dugc bao cdo theo quy trinh da xac
dinh trudc do d6 nguy ca thién vi bao cdo thap.

Bang 1. Pac diém cdc nghién ciu

Cécy yannghién ciu:
Co s¢ dit ligu : PUBMED (59 bai), The Cochrane Library (180
baD

| Téng sé nghién ciu tim duge: N= 239 |
v

| Bog titu dyA tom tit: N=239 |
7| shenya tiéu chuin loaitns N=192
-56 b tring: N=26

Khong tim duoe bin ddy.di: N=1
Khong s6.todn vin.bingtiéng Anh:
N=1

Kétqui.tring ydi nghién eim khag
di congbé: N-15

.
Bog bandiydi:
N-21

.
bhantichtong hop: N=4

Hinh 1. So dé tim kiém nghién ciau

Nakamura 2012 Bone 2011
[2] [4]

Bone 2008
[5]

Cummings 2009
[3]

Thiét
ké

Th&r nghiém lam sang
pha II, ngau nhién,

Thir nghiém lam sang pha
III m& rong, khong can

Thir nghiém lam sang

pha III da trung tam,
ngau nhién, mu doi,
ddi chiing placebo

Thur nghiém lam sang
pha III, da trung tam,
ngau nhién, mu doi,
déi chirng placebo

7808 (denosumab:
3902; placebo: 3906)

332 (denosumab: 166;
placebo: 166)

chuén
lua
chon

80 tudi lodng xuang,
cd mat do xudng
thap, -4.0< T-score<
-2.5

nghién| mu d6i, d6i chiing | thi€p, ngau nhién, mu
clu placebo dbi, doi chiing placebo
C3 |109 (denosumab: 54;| 256 (denosumab: 128;
mau placebo: 55) placebo:128)
Tidu Phu nir man kinh <

Phu n{f man kinh c6 mat
dd xuang cot song -2.5<
T-score< -1.0

Phu nit man kinh, tudi

trung binh 72.3, lodng

xuong (-4.0 < T-score
<-2.5)

Phu nir man kinh tudi
trung binh 59.4 vgi
mat do xuang thap va
loang xuang ( -2.5< T-
score <-1.0)

Denosumab 60mg

Denosumab 60mg moi 6

Denosumab 60mg moi
6 thang, thdi gian
diéu tri 36 thang

Denosumab 60mg moi
6 thang, thdi gian diéu
tri 24 thang

SAE, SAE lién quan
dén nhiém trung, ung

tﬁiaén moi 6 thang, thdi gian| thang, thdi gian diéu tri
P | didu tri 12 théng_ 24 thang
Phan tram thay doi SO ca gay xudng, phan
BMD c0t song, phan tram thav dai BMD ot
tram thay déi BMD | _<am thay dol BIFL cot
n 4 .« |sbng, phan tram thay doi
Tiéu | xuong hong, phan A m
; " % BMD xudng hdng, phan
chi | tram thay doi BMD |, [ thay d6i BMD xuang
danh xuong canh tay canh ta
gia Tinh an toan: gap Y

Tinh an toan: gdp SAE,
SAE lién quan dén nhiém

thu.

trung, ung thu

SO ca gay xuang,
phan trdm thay doi
BMD c6t séng, phan
tram thay doi BMD

Xuong hong.

Tinh an toan: gap

SAE, SAE lién quan
dén nhiem trung, ung
thu, ngirng diéu tri do

SO ca gay xuang, phan
trdm thay ddi BMD cot
song, phan tram thay
d6i BMD xuong héng,
phan trém thay doi
BMD xugng céanh tay.
Tinh an toan: gap SAE,
SAE lién quan dén
nhiém trung, ung thu,

SAE

ngung diéu tri do SAE.

V& nguy cd tuang do6i gdy xuadng chung trén
phu nif man kinh c6 mat do xuong thap diéu tri
vGi denosumab so vdi placebo trén hai mo hinh
anh hudng bat bién va bién thién déu cho két
qua la 0.58 (95% CI: 0.52-0.66). Chi s6 bat
dong nhat 1°=0% (p=0.4125) cho thay khong co
sy bat dong nhat gilfa cac nghién ctru.

Vé phan trdm thay déi BMD c6t s8ng so Vdi
ban dau: Cé 4 nghién ciu thu thap thong tin vé
phan tr&m thay d6i BMD cdt séhg so véi ban dau.
Khac biét trung binh gilta hai nhdm diéu tri theo
moé hinh anh hudéng bat bién la 9.03 (95% CI:
8.84-9.22), theo mo hinh anh hudng bién thién la
7.62 (95% CI: 6.13-9.11). Chi s0 bat dong nhat
1°=91.9%, p<0.001 cho thdy cd su bat dong nhat
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I6n gilra cac nghién ctu, do do st dung két qua
tinh theo mo hinh anh hudng bi€n thién.

V& phan trdm (%) thay d6i mat do xucng
(BMD) héng so vdi ban dau: C6 4 nghién cru thu
thap thong tin vé s6 lugng bénh nhan gay xuang
(Bang 3.6 ). SU dung package “meta” trong R,
két qua cho thay khac biét trung binh gilta hai
nhom diéu tri theo mé hinh anh hudng bat bién
la 5.88 (95% CI 5.78-5.98), theo m6 hinh anh
hudng bién thién la 4.82 (95% CI 3.75-5.88).
Chi s6 bat dong nhat 12=95.9%, p<0.001 cho
thdy cd sy bat dong nhat I6n gilta cac nghién
cttu, do do sur dung két qua tinh theo m6 hinh
anh hudng bién thién.

Vé phan trdm (%) thay d6i mat dd xuong



TAP CHi Y HOC VIET NAM TAP 540 - THANG 7 - SO 3 - 2024

(BMD) canh tay so véi ban dau: C6 3 nghién citu  hinh dnh hudng bién thién la 2.89 (95% CI 1.75-
thu thap thong tin vé s6 lugng bénh nhan gdy 4.03). Chi s bat dong nhat 12=80.8%, p=0.0067
xuong (Bang 3.7). S dung package “meta” cho thdy cdé su bat dong nhat I6n gilta cac
trong R, két qua cho thay khac biét trung binh  nghién ctu, do do sir dung két qua tinh theo mo
gitfa hai nhdm diéu tri theo mé hinh anh hudng hinh anh hudng bi€n thién.

bat bién la 3.16 (95% CI 2.68-3.65), theo mo

Experimental Control Weight Weight
Study Events Total Events Total Risk Ratio RR 95%-Cl (fixed) (random)
Bone 2008 2 166 8 166 : r 0.25 [0.05; 1.16] 0.6% 0.6%
Bone 2011 4 128 4 128 T 1.00 [0.26; 3.91] 0.8% 0.8%
Cumming 2009 350 3902 600 3906 ; 0.58 [0.52;0.66] 985% 98.5%
1
Fixed effect model 4196 4200 <I> 0.58 [0.52; 0.66] 100.0% -
Random effects model | I¢ ; . 0.58 [0.52; 0.66] - 100.0%
0.1 05 1 2 10
Hinh 2. Két qua phan tich tong hop danh gia hiéu qua cua denosumab trén chi sé6 nguy co
gay xuong chung
Experimental Control Weight Weight
Study Total Mean SD Total Mean sSD Mean Difference MD 95%-Cl (fixed) (random)
Bone 2008 166 6.50 45700 166 -0.60 4.2400 — i 7.10 [6.15; 8.05) 3.9% 25.6%
Bone 2011 128 6.40 45700 128 -1.10 4.2400 —l—l 7.50 [6.42;8.58] 3.0% 24.8%
Cummings 2009 3902 9.50 4.5700 3906 0.30 4.2400 . - 920 [9.00;9.40] 91.8% 28.4%
Nakamura 2012 54 673 45700 55 0.46 42400 —_— 627 [461,793) 1.3% 21.1%
Fixed effect model 4250 4255 3 9.03 [8.84; 9.22] 100.0% =
Random effects model e 7.62 [6.13; 9.11] -~ 100.0%
T [ I T 1
10 -5 0 5 10

Hinh 3. Két qua phén tich téng hop danh gid hiéu qua cua denosumab trén chi s6 phin
tram (%) thay déi mat dé xuong cét séng

Experimental Control Weight Weight
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl (fixed) (random)
Bone 2008 166 3.40 22800 166 -1.10 2.2800 —** | 450 [4.01;4.99] 3.9% 25.4%
Bone 2011 128 3.60 2.2800 128 -1.30 2.2800 —+— 1 490 [4.34;5.46] 3.0% 25.0%
Cummings 2009 3902 4.80 2.2800 3906 -1.20 2.2800 i 1,6.00 [590;6.10] 91.8% 26.8%
Nakamura 2012 54 3.09 2.2800 55 -0.61 2.2800 — . 3.70 [2.84; 4.56] 1.3% 22.9%
Fixed effect model 4250 4255 ¢ 588 [5.78; 5.98] 100.0% -
Random effects model -I<'—‘>I 4.82 [3.75; 5.88] - 100.0%

[ I I | T
6 -4 -2 0 2 4 6
Hinh 4. Két qua phan tich téng hop danh gid hiéu qua cua denosumab trén chi s6 phin
tram (%) thay déi mat dé xuong héng.

Experimental Control Weight Weight
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl (fixed) (random)
Bone 2008 166 1.40 3.2600 166 -2.10 3.2600 —i-'— 3.50 [2.80;4.20] 476% 36.5%
Bone 2011 128 1.40 3.2600 128 -2.10 3.2600 T 3.50 [2.70;4.30] 36.7% 35.1%
Nakamura 2012 54 0.81 3.2600 55 -0.54 3.2600 —F i 1.35 [0.13;2.57] 156% 28.4%
Fixed effect model 348 349 <'> 3.16 [2.68; 3.65] 100.0% -
Random effects model | . ! -I<'—‘?-‘ 2.89 [1.75; 4.03] - 100.0%

4 -2 0 2 4

Hinh 5. Két qua phén tich téng hop dinh giad hiéu qua cta denosumab trén chi sé' phin
tram thay déi BMD cénh tay

IV. BAN LUAN vao phan tich, ching t6i da tim trén ngudn

K&t qua nghién citu dugc so sanh véi 3 bai  Pubmed va Cochrane, két qué thu dudc 239 bai
béo gan nhat c6 phuong phap va muc tiéu gan  bao. Qua trinh sang loc bao gom: doc tieu de va
gidng véi ching toi 1 nghién clfu cia Camilla O tat (loai 218 bai), doc noi dung chi tiet cac
von Keyserlingk va cdng su, xut ban ngm 2011  Dai bao (loai 17 bai). Ket qua cuoi cung thu dugc
[6]; nghién cliu cla Hai-Feng Gu va cong sy, 4 bai dua vao phan tich tong hop. Nhu vay, so
xut ban n&m 2015 [7] va nghién c(u clia A.D. Vdi cac phan tich tong hdp dudc thuc hien truoc
Anastasilakis va cong sy, xudt ban ndm 2009 day, phan tich tong hop cua chung toi co so
[8]. Trong nghién cfu nay, dé tim kiém cac ther  Nghién cUu tudng ty, tuy nhién cac dir lieu danh
nghiém 1am sang ngiu nhién ¢ d6i chiing dua  9ia ti€u chi dau ra bao gom ca 2 loai bien lién
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tuc va bién nhi phan. Cac nghién ctru trudc day
cd dir liéu danh gia tiéu chi dau ra chi bao gém
mot trong hai loai bién la bién lién tuc hodc bién
nhi phan.

Trong nghién clfu nay, chdng t6i dung bang
kim CONSORT dé danh gia chat lugng cac
nghién ctfu la cac th& nghiém lam sang ngau
nhién. Két qua cho thdy cac nghién clru déu co
thiét k&, phuong phap va cach tién hanh dugc
bdo cdo minh bach, rd rang. Banh gid nguy cg
thién vi bang phuong phap danh gid cla
Cochrane cho thay cac nghién cltu c6 chat lugng
cao, nguy cd thién vi thap.

Vé két qud phén tich tdng hop cho thay
denosumab giam 42% nguy cd gay xuang so vdi
placebo. Két qua nay giong véGi két qua trong
phan tich téng hgp cua Camilla von Keyserlingk
va cong su [6] mac du cac nghién cltu dua vao
phan tich tdng hgp khdng giéng nhau hoan toan.
Trén tiéu chi phan trdm (%) thay d6i mat do
xuong BMD so vGi ban dau, denosumab lam
tang mat do6 xuong cot song 7.62% (95% CI:
6.13%-9.11%) so vdi placebo, mat do xuang
héng ting 4.82% (95% CI: 3.75%-5.88%), mat
do xuang canh tay tang 2.89% (1.75%-4.03%).
Két qua nay cling tuang tu két qua trong phan
tich téng hdp cua Hai-Feng Gu va cdng su [7].
Cac két qua trong nghién cltu clia ching t6i khac
nhiéu so vGi két qua trong nghién clu cta A.D.
Anastasilakis va cong su [8]. Nghién citu cla
A.D. Anastasilakis va cong su cho thdy hiéu qua
ctia denosumab so véi placebo khéng cé y nghia
théng k& trong khi lai lam tang nguy cc gdp cac
bién cd bat Igi. Nguyén nhan dan dén khac biét
trong két qua la do nghién clfu cla chdng t6i cd
chira RCT ¢b trong sO 16n nhat la nghién cru cua
Cummlngs va cong su [3]. Nghién clfu nay co cG
mau rat Ién (7808 bénh nhan), anh hudng Ién
nhat dén két qua cua phan tich tdng hop.

Trong phan tich t6ng hgp cua chL'lng t6i cd
su bat dong nhat gilfa cac nghién ctu. Chung toi
khong biéu dién su bat dong nhat bang bi€u d6
phéu vi sO lugng nghién clru dua vao phan tich
téng hdp it hon 10 cdp so sanh dGi ching. Tinh
bdt dong nhat dugc danh gia qua chi s6 bat
dong nhat 12. Nguyén nhan th(r nhat gay ra su
khac biét lIa do ¢ mau khac nhau gilta cac
nghién citu, hai nghién clu cia Bone [4], [5],
nghién c(u cla Nakamura [2] déu c6 cG mau
kha nho (dudi 332 bénh nhan) trong khi nghién
ctu ctia Cummings [3] cd ¢G mau rat I6n (7808
bénh nhan). Th hai, cé su khac nhau gilta dac
diém cia bénh nhan trong cdc nghién clu.
Nghién cru ctia Nakamura [2] va Cummings [3],
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quan thé bénh nhan cd diém s6 T-score thap
hon so vdi cac nghién cltu con lai, thé hién mdc
d6é giam mat do xuong nghiém trong khac nhau
& quéan thé bénh nhan gilra cac nghién citu. Th
ba, c6 sy khac nhau trong thgi gian ti€n hanh
nghién ctu. Nghién ctu cta Nakamura [2] cb
thai gian ti€n hanh 12 thang, nghién clu cla
Cummings [3] ti€n hanh trong 36 thang, hai
nghién clu cla Bone [4], [5] c6 thai gian tién
hanh 24 thang. Nghién c(u cia Bone nam 2011
[4] la nghién clru quan sat, khéng can thiép thuc
hién sau nghién ctru Bone nam 2008 [5] cho
thdy su’ khac biét trong phuang phap nghién clru
so véi 3 nghién cru con lai. Ngoai ra, su khac
biét cling lién quan dén tinh hinh sic khde, mirc
song cac bénh nhan, hé théng cham séc y t€ tai
cac nudc khac nhau, khd nang theo ddi va ghi
nhan cla ngudi thuc hién nghién clu.

Nghién ctu cla chdng toi da cung cap
nhitng thdng tin tdng quan nhat vé hiéu luc tac
dung clia denosumab trong diéu tri lodng xuang
trén phu nlr man kinh. Phuong phap phan tich
tong hgp dugc ti€n hanh theo cac budc rat rd
rang trong s6 tay hudng dan lam tong quan_ hé
thdng clia Cochrane. Tuy nhién, nghién cttu cling
gép mdt s6 han ché: Th nhé't, phén tich tong
hgp co s6 lugng nghién clru it (4 nghién clru) do
dé dé manh cta két qua chua cao mac du cac
thr nghiém lam sang déu c6 chat lugng cao.
Th{ hai, mot s6 dir liéu trong cac RCTs khong
dugc bao cao day du. Thd ba, cac nghién clru
déu tir nudc ngoai, cac dit liéu chi co thé 18y truc
ti€p tur bai bao do do chua ti€én hanh dugc phan
tich d6 nhay vé: khoang liéu tac dung, thdi gian
diéu tri, pham vi tudi bénh nhan, dua vao cac dit
liEu khong dugc bdo cdo,...nhu trong hudng dan
cta Cochrane. Thtr 4, Nghlen cltu chua phan tich
bién c6 bat Igi cla thu6c.

Hién nay trong phac do diéu tri loang xuang,
cac thudc bisphosphonat dugc dung nhu chi dinh
dau tay. Nghién clru cla chdng toi mdi danh gia
hiéu luc tac dung cta denosumab so vdi placebo.
Trong tuang lai, can ti€n hanh thém nhirng phan
tich téng hop danh gid hiéu Iuc clia denosumab
so V@i cac thudc co trong phac do diéu tri lodng
xuang hién nay tai Viét Nam nhu bisphosphonat,
tao tién dé (ng dung trong danh gia chi phi-hiéu
qua clia denosumab so v&i phac do tiéu chuan
trong diéu tri lodang xuang.

V. KET LUAN )
04 nghién cltu la th& nghiém |am sang ngau
nhién, ¢ d6i chrng dap Ung tiéu chuén lua chon
va tiéu chuan loai trlr dua vao phan tich téng
hgp. K& qua phan tich tdng hdp cho thdy



TAP CHi Y HOC VIET NAM TAP 540 - THANG 7 - SO 3 - 2024

denosumab lam gidm 42% nguy cG gay xuang,
tdng mat do xuong cot song 7.62% (95% CI:
6.13%-9.11%) , mat do xuang hong tang 4.82%
(95% CI: 3.75%-5.88%), mat d6 xuong canh
tay tdng 2.89% (1.75%-4.03%) so vdi gia dugdc.
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MOI LIEN QUAN GIU*A CAC CHi SO MUI NG DUNG TRONG
PHAU THUAT TAO HiNH VA PAC PIEM HINH THAI VUNG MUI MAT
O’ NGUO'T VIET TREN 18 TUOI

H6 Nguyén Anh Tuin!, Tran Ding Khoa!, Phan Trin Thanh Phuong?,

TOM TAT

Pat van dé: Mii la mot trong nhitng don vi thdm
my cla mat, mang tinh quyet dinh dén tham my cla
toan bo khuon mat. Muc tleu Xac dinh s6 do trung
binh clia cac chi s6 mii va mai lién quan gilta cac chi
s8 nay véi cac dic diém hinh thai ving mii mat.
Phuaong phap: Nghién cltu ct ngang khao sét trén
sinh vién dang hoc tai trudng Pai hoc Y khoa Pham
Ngoc Thach tir thang 5/2020 - thang 01/2021, thuc
hién do cac chi s6 nhan trac miii bang phuadng phap
do gian tiép qua anh ky thuat s6 bang phan mém
Image J tai Tru‘dng bai hoc su pham ky thuat TP HO
Chi Minh. Két qua Trong tdng s6 182 sinh vién tham
gia, ti Ié nlr g|o| chiém 55,5%, d6 tudi dao dong tur 20
den 26 tudi véi trung binh 1d 22 tudi. Hau hét sinh
vién cé dang mat nghleng trudc 97,8%. Vé dang song
miii thi khong c6 dang mdii gay, ti Ie sinh vién c6 miii
gd chiém ti 1& cao nhat vdi 53,3%, miii thdng Vdi
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42,3%. Ti s6 Baum trung binh la 1,72 + 0,33 va ti s6
Goode trung binh la 0,51 + 0,07. Chi€u dai s6ng mdi
gap 2,35 lan va chiéu cao goc miii bang 0,48 lan so
vGi do nho dinh mi. Ti s6 Baum va Goode c6 su khac
biét cd y nghia thong ké giita cac dang mat. Ti s6 gilra
chiéu cao s6ng miii v8i d6 nho dinh miii va cac ti s
Crumley 1 va Crumley 2 c6 sy khac biét c6 y nghia
thong ké gitta cac _dang song miii (p < 0,05). Két
ludn: Cac chi s6 mii c6 lién quan chat ché vdi cac déc
diém hinh thai vung m{i mat Cac bac si phau thuat
tao hinh thdm my mdi ngoa| viéc do dac theo céc chi
s0 mii ly tuong thi can can nh3c thém cac déc dlem
hinh thai vang miii mdt cia bénh nhéan dé cd thé
mang lai hiéu qua thdm my t6t nhat. 7a khda: Baum,

Goode, Crumley 1, Crumley 2, dang mét, dang song mi

SUMMARY
THE RELATIONSHIP BETWEEN NASAL INDICES
AND MORPHOLOGICAL CHARACTERISTICS OF
THE NASAL-FACIAL REGION IN VIETNAMESE

PEOPLE OVER 18 YEARS OLD

Background: The nose is one of the aesthetic
units of the face, decisive for the aesthetics of the
entire face. Objective: To determine the average
measurements of nasal indices and their relationship
with the morphological characteristics of the nasal-
facial region. Methods: A cross-sectional study was
conducted on students studying at Pham Ngoc Thach
University of Medicine from May 2020 to January
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