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Tém tit

Co sé va muc dich: Dé tra 10i mot van dé khoa hoc thi mot nghién ctru riéng 1é khong thé giai quyét
hay cung cép cau tra 101 dirt khoat. Trong nghién ctru khoa hoc, dac biét ¢ linh vuc y hoc, ton tai nhiéu
van dé thiéu sy dong thuan giita cic nha khoa hoc. Phan tich tong hop gitip hé thong hoa dit liéu tir nhidu
ngudn dé co thé di dén mot két luan hodc dua ra quyét dinh chinh xac hon so véi cac nghién ctru don
1¢. Hién c6 nhiéu phan mém hd tro cho phan tich tong hop, tuy nhién nha nghién ciru c6 thé lya chon
mot phadn mém mién phi nhung hitu ich, ¢6 gia tri va duogc cong nhén trén cac tap chi khoa hoc qudc té.
Phwong phap: Ung dung phin mém Review Manager cho phan tich tong hop.

Tir khéa: phan tich tong hop, phan mém

Abstract
META-ANALYSIS IN MEDICAL RESEARCH USING REVIEW MANAGER SOFTWARE
Doan Vu Xuan Loc', Doan Vu Xuan Tho?, Nguyen Thanh Thao®
(1) Faculty of Medicine Imaging, Khanh Hoa General Hospital
(2) Faculty of General Internal Medicine, Nha Trang Transport Hospital
(3) Department of Medicine Imaging, Hue University of Medicine and Pharmacy

Background and Purpose: A single study can not solve or provide definitive answers to a specific
scientific problem. In scientific research, particularly in the field of medicine, there are many problems
that lack of scientific consensus. Meta-analysis enables systematising data from multiple sources which
provides better decision than a single study. There are many available software packages for meta-
analysis. We introduce a free, useful software which was recognized by international scientific journals.
Method: Application of the Review Manager software for meta-analysis.
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1. PAI CUONG Két qua cta nhitng nghién ctru don 1é thudong
Phan tich tong hop 1a mot phuwong phép rit c6  dugc danh gia dua vao gia tri p va duoc dién giai
ich dé giai quyét nhimg van dé con trong vong  1a két qua nghién ctru c6 ¥ nghia théng ké hay
tranh cdi, giip chung ta nhan ra nhitng linh vuc  khéng c6 y nghia thong ké. Nhung ¥ nghia thong
nao can phai nghién ctru thém hay can thém bang  ké lai phu thudc vao ¢& mau trong nghién ctru,

chung [1]. mot két qua nghién ciru khong ¢ ¥ nghia thong
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ké khong ¢ nghia 1a gia thiét ciia nghién ctru d6
sai ma co thé do 1a tin hiéu cho thy sb lugng c&
mau trong nghién ciru chua di 16n dé co thé di
dén mot két luan xac déang. Tinh hop 1y ctia phan
tich tong hop 1a chuyén hudng tir kiém dinh y
nghia thong ké sang wdc tinh mirc d6 anh hudng
(effect size). Cau tra 151 ma phén tich tong hop
mudn dua ra khong chi don thuan 1a cé y nghia
théng ké hay khong, ma 1a mic d6 anh huéng
bao nhiéu va cé thich hop dé tmg dung vao thuc
té hay khong [1].

M&i nghién ciru ¢6 s6 luong ¢& mau khac nhau
nén khong thé chi don gian la 1iy trung binh cua
tat ca cac nghién ctru dé tinh toan, ma ching ta
phai tinh trung binh trong s6 (weighted mean). Cac
nghién ctru c6 s6 lvong ¢ mau nhiéu thi phuong
sai s& thip va trong so sé& cao.

Hai thuat nglr thuong gap trong cac phan tich
téng hop 14 fixed effect goi 1a dnh hirong cé dinh
va random effect goi 1a dnh hwéng ngdu nhién.

Phén tich tong hop anh huong cb dinh xem sy
khac biét gitta # tri s6 trung binh trong n nghién
ctru 1a do cac yéu té ngu nhién lién quan dén mdi
nghién cuugay nén (goi 1a within study variance).
Gia dinh ctia cach nhin nhan nay la néu co n
nghién ctru dugc tién hanh hoan toan giéng nhau
nhu ¢6 ciing ¢ mu, cung d¢ tudi, cing ty 1¢ gisi
tinh... thi s€ khong c6 su khac biét gitra cac tri sb
trung binh. Gia st chiing ta goi s6 trung binh cua
n nghién ctru la x, x,, x,,...,x, . Phan tich tong hop
anh huong c6 dinh cho ring mdi x, la mot bién sb
g6m hai phan: mot phan phan anh trj s trung binh
clia toan bd quan thé dan sé goi 1a M va mot phan
khéc biét gitra x, va M goi 1a bién sé e,

Nhuvdy: x, =M +e,
x,=M+te,
x =M+e
Hay: x, =M +e(eco thé < 0 hodc > 0)

Néu M va e, doc 1ap voi nhau thi phuong sai
cua x, goi la var[x ] co thé viét nhu sau:

var[x] = var[M] + var[e] =0 + S:.

Trong d6: var[M] = 0 vi M 1a mot hiang s, 552

la phuong sai cua e..
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Muc dich ctia phan tich tong hop anh huong cb
dinh 14 wéc tinh M va S2 [1].

Phan tich tong hop anh hudng ngau nhién xem
mirc d§ khac biét giita cac tri s6 trung binh tic
phuong sai & do hai nhém yéu t6 giy nén gom:
cac yéu tb lién quan dén mdi nghién ctru (within
study variance) va cac yéu t6 giita cac nghién ctru
(between study variance). Cac yéu to khac biét
giita cac nghién ctru nhu dia diém nghién ctru, do
tudi, gidi tinh... phai dugc xem xét va phan tich.
Gia dinh ctia cich nhin nhan nay cho rang mdi
nghién ciru ¢6 mot tri sb trung binh riéng biét phai
udce tinh goi 1a m, (i la nghién ctru don lé thur i), x,
1a mot bién sb gdm phan phan anh s trung binh
clia quan thé cua mau dugc chon (tircm,) va phén
con lai 1a khac bi¢t gitra x, va m, goi la bién sb e,
Ngoai ra, m dao dong quanh sO tong trung binh M
bang mot bién ngiu nhién €,

Nhu vdy: x,=mtemam =M+e,

Do d6: x,=Mtete,

Phuong sai cta x, bdy gio c6 hai thanh
phan: var[x] = var[M] + var[¢] + var[e] = 0 +
S:+ S2.

S2 phan anh d dao dong trong mdi nghién
clru, con SS2 phan anh d¢ dao dong gitta cac
nghién ctru. Muc dich cta phan tich tong hop anh
huong ngiu nhién 1a udc tinh M, S va S2 [1].

Toém lai, phan tich tong hop dnh huong ¢ dinh
va anh hudng ngau nhién chi khac nhau & phuong
sai S52 . Anh huéng cb dinh xem S52 =0 con anh
huong ngu nhién phai wéc tinh S . Néu S7 =0
thi két qua ctia hai phan tich nay giéng nhau.

Udc tinh chi s6 bat ddng nhét (heterogeneity,
P) 14 chi sb do luong su khéc biét giita cac nghién
ctru. I nam trong giéi han tir 0 — 100%. Chi s6
nay giup ich cho viéc lya chon loai mé hinh anh
huéng nao cho phan tich tong hop. Néu I2 < 25%
thi cac nghién ctru co tinh bat dong nhat & mirc
tha‘ip, 6 thé duoc xem nhu déng nhét va mé hinh
anh huong c¢b dinh duoc chon lya. I > 50% thi
tinh bat dong nhat & murc trung binh. Néu I>> 75%
thi tinh bit ddng nhit giita cac nghién ctu 1a rat
cao, do d6 thich hgp v6i md hinh anh huéng ngau
nhién [2],[3].
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Panh gia khd ning sai léch xudt ban
(publication bias). Thuc té cho thay phan Ion
cac nghién ctiru néu nhan duoc két qua khong co
¥ nghia théng ké thuong khé dugc cong b trén
cac tap chi khoa hoc, ngugc lai nghién ctu véi
két qua c6 ¥ nghia théng ké s& co nhiéu co hoi
dugc dang tai hon. Phan tich tong hop dya trén
két qua cac nghién ctru da dugc cong bd & cac
tap chi nhu vady s€ khong khach quan vi chua
xét dén cac nghién ctru khong duoc cong bd, va
nhu vay d6i khi c6 thé dan dén nhitng két luan
sai lam [1], [5], [6].

Phuong phap phan tich téng hop ciing phu
thudc vao két cuc cua loai bién sd nghién cuu, gém
két cuc cho bién s lién tuc (continuous outcome)
hay két cuc cho bién sb nhi phan (dichotomous
outcome) [1], [6].

2.MOT SO PHAN MEM CHO PHAN TiCH
TONG HQP

Mot s6 phan mém xir 1y thng ké quen thude
hién nay nhu SAS, Stata, MedCalc... hay nhu
phin mém chuyén dung dugc dénh gia cao cho
phan tich tong hop 1a Comprehensive Meta-
Analysis thyc hién dugc phan tich nay, tuy nhién
hau hét déu 1a ban thwong mai. D6i véi SAS hay
Stata ngudi dung phai thudc cic cdu tric lénh
moi thye hién duoc phan tich nay. MedCalc gidi
han trong wdc tinh ty s6 chénh (Odds ratio) va do
ludong két cuc cho bién s lién tuc (Continuous
measure), khong ude tinh dugc cac chi s6 nhu:
ty s6 nguy co (Risk ratio), khac biét trung binh
(Mean difference)... ngoai ra phan mém khéng hd
tro mot sd thuat toan phan tich chuyén sau nhu
tinh toan chi s bit dong nhét I2, d4nh gia sai léch
xudt ban. Phan mém xu 1y théng ké mién phi R
gin day dugc noi dén tién hanh dugc phéan tich
nay, nhung gidng voi SAS va Stata 13 ngudi sir
dung phai thudc cac cAu trac 1énh, con goi la céc
ham hay céac ca phap (function). Phan mém SPSS

v6i cac phién ban hién tai tir 22 trd vé trude khong
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hd tro cho phan tich tong hop.

Trong khi d6, Review Manager (RevMan)
13 mot trong nhiéu phan mém chuyén dung cho
phan tich téng hop dwoc phat trién boi to chirc
Cochrane, mdt t6 chirc chuyén phat trién cac giai
phap cong nghé vé khoa hoc thong tin, Cochrane
gém cac thanh vién co6 tru sé hoat dong tai bdn
qudc gia gdm Pan Mach, Pirc, Anh va Hoa Ky.
Phan mém RevMan c6 vu diém 13 hoan toan mién
phi, giao dién truc quan rd rang, két qua biéu dd
phan tich trong dbi dep mat, hd trg gd tiéng Viét
¢6 déu, c6 cac thuat toan phén tich chuyén siu va
dic biét phan mém da duoc img dung trong nhiéu
bao cao khoa hoc qubc té co gia tri nhur tap chi
chuyén nganh Dot quy cua hdi Tim mach Hoa Ky
[7], tap chi chuyén nganh Tiéu hoa thé gidi [8], tap
chi chuyén nganh nghién ciru TAm than [9]... Nam
2007, RevMan la mét trong sau phﬁn mém duoc
danh gia va xép loai trong hé théng so sanh céac
phan mém tng dung cho phén tich tong hop ding
tai boi tap chi BioMed Central vé phuong phap
nghién ctru y hoc [4]. Bé c¢6 thém thong tin chi tiét
vé phan mém, nguoi dung c6 thé truy cp tai dia

chi http://tech.cochrane.org/revman.

3. UNG DUNG PHAN MEM REVIEW
MANAGER CHO PHAN TiCH TONG HQP

Chung ta tai phin mém Review Manager vé
may tinh tai dia chi http://tech.cochrane.org/
revman/download. Phién ban hién tai ciia phan
mém 1a 5.3, c6 thé cai dit trén h¢ diéu hanh
Windows, Linux hodac Mac OS X.

Chéng han chiing ta s& phan tich dé tra 151 mot
cau hoi nghién ctru nhu sau: “Li¢u thudc chen
béta (beta-blocker) c6 lam giam ty I¢ tr vong &
bénh nhin nhdi mau co tim cép?”. Chung ta di
tim dugc 15 bai bao nghién ciru vé van dé nay.
Cac bénh nhan trong nghién ctru dugc chia thanh
hai nhom: mdt nhoém duge dung thudc chen béta
va mdt nhom chi dung gid dugc. Dit li€u cua 15
nghién ctru nay nhu sau [2]:
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THUOC CHEN BETA TRONG NHOI MAU €O’ TIM CAP

Nghién ctru Loai thudc Tl vong-chen béta 58 BN-chen béta Tl vong-gia dwge S6 BN-gia dworc
Wilcox (1980) oxprenolol 14 157 10 158
Wilcox (1980) propanolol 36 259 19 129
Norris (1968) propanolol 21 226 24 228
Multicentre (1975) practolol 102 1533 127 1520
Multicentre (1966) propanolol 15 100 12 95
Multicentre (1983) timolol 28 945 152 939
Baber (1982) propanolol 28 355 27 365
Andersen (1979) alprenolol 61 238 64 242
Balcon (1967) propanolol 14 56 15 58
Barber (1976) practolol 47 221 53 228
Barber (1967) propanolol 10 52 12 a7
CPRG (1981) oxprenolol 9 177 5 136
BHAT (1983) propanolol 138 1916 188 1921
Hjalmarson (1981) metoprolol 40 698 62 697
Wilhelmsson (1974)  alprenolol 7 114 14 116

Khi cai dat phﬁn mém RevMan xong, chung ta tién hanh cac buéde thuc hién nhu sau:

Budce 1: X4y dung giao di€én lam viéc cho chwong trinh

O giao di¢n chao mung ban dau Welcome to Review Manager 5.3, ta bam Close, sau d6 bAm chon
biéu twong c6 tén nhin 13 New (goc trai phia du6i thanh menu) dé tao mot du an méi. Khi d6 s& xuit
hién mat trinh thuat si gi6i thiéu nhanh vé chuong trinh, ta bAm Finish.

5 Review Manager 53
Fi

ile Edit Format View Tools Table Window Help

Oe Ldla | T

)

Place your mouse cursor over an option to learn
more about it
What do you like to do? ,

5 Welcome to Review Manager 5.3 i

Go to My Reviews .
Open a review from a file

Use the tutorial

View help
Read the handbook

On startup, show: ‘We\comescreen |'H Close ‘

Hinh 1. Giao dién ban dau cta chwong trinh

B New Review Wizard 5555/ /i sniist it st mnn o sl oo s s o s s I
New Review Wizard
Welcome <

Welcome to the New Review Wizard

This wizard helps you create a new review for other purposes than publication in The Cochrane Library.
Ifyou want to create a Cochrane review for publication, please contact the appropriate Review Group.

To continue, click Next.

Hinh 2. Trinh thuat si gi6i thiéu nhanh vé chwong trinh
Giao dién chinh ctia chuong trinh nhu sau:

130 Tap chi Y Dwoc hoc - Trwong Pai hoc Y Dwoc Hué - S6 27



5 Review Manager 5.3

File Edit Format View Tools Table Window

Help

[intervention] for [health problem]  ::

-

Text of Review

%] feoonst ]

o B Discussion

o B Authors’ conclusions
Acknowledgements
Contributions of authors

@

Declarations of interest
Diflerences between protocol and re
Published notes
o [ Tables
o [@ studies and references

< Dataand analyses

& Figures
o B8 Sources of support

(3 Feedback

P

CRCNC

W

Intervention review ry ) ) Click
e EIT 1R oo
o [E Protocol information i =1 15| quide
! B v \[Interventlon] for [health problem] B :ven
[ Avstact = Protocol information B
& B Plain language summary guide
o B Background ::e
B Objectives 8 Authors me;;

& B Methods 1
[Empty name] gene

o B Results

1 [Empty affiiation]

Citation exampie: [Empty name]. [Intervention] for [health
problem] [Protocol]. Cochrane Database of Systematic
Reviews [Year], Issue [Issue].

Add Author

g Contact person
[Empty name]

B Dates

Hinh 3. Giao dién lam vi¢c chinh ctia chuong trinh
O ctra 80 bén trai, ta nhap chuot vao Studies and references, & cita sO Text of Review bén phai ta chon

Add Reference (hinh mili tén).

[Intervention] for [health

Intervention review
B Title
o Protocol information
o EN Main text
o B Abstract
o @ Plain language summary
o B Background
B Objectives
o B Methods
o B Results
o B Discussion
o % Authors’ conclusions
B Acknowledgements
& Contributions of authors
B Declarations of interest
B Differences

B Published notes
o= [ Tables
o [ Studies and references
-% Data and analyses :
[ Figures :

Text of Review

e Additional tables
References to studies
e Other references

B Additional references

4
«

B Other published versions of this review

Add Reference

Classification pending references

Data and analyses

e Fiaures

Hinh 4. Chon Add Reference dé tién hanh nhap thong tin cac bai bao khoa hoc
Sau d6 ta nhap tén tac gia cua bai bao nghién ciru dau tién vao 6 Reference ID, bam Next.

A New Reference Wizard :

New Reference Wizard
How should the reference be identified?

Reference ID: |Wi|cox (oxprenolal) 1 QEU|

Example: Cochrane 2007

Hinh 5. Nhap tac gia va thoi diém cong bd cong trinh nghién ctru

Tiép theo trong & Reference Type, néu nghién ctru dugc dang trén tap chi thi ta chon Journal article,
néu tir sach thi chon Book... Phin nay khéng quan trong nhung giup ta quan Iy dé nim rd xuét xu cua

ting nghién ctru. Dé két thuc ta bAm Finish.
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[l New Reference Wizard

New Reference Wizard
Which type of reference do you want to create?

Journal article
Journal article

Book

Section of book
Conference proceedings
Correspondence
Computer program
Unpublished data
Cochrane review
(Cochrane protocol
Other

Reference Type:

Citation Exampld

[Authors]. [Englis
Fublication];[Volu

Hinh 6. Chon loai hinh tham khao ma bao c4o khoa hoc dugc dang tai
Sau d6 ta tro lai giao dién Text of Review, chon lai Add Reference va cu thé nhép tiép cho du tén cua
tac gia & 15 nghién ctru. Ching ta s& nhin dugc phan trinh bay trong cira s6 Text of Review nhu sau:

Text of Review

(2]@]<
o Other references B
8 Additional references
Andersen (alprenolol) 1979
[Empty]

Baber (propanolol) 1982
[Empty]

Balcon (propanolol) 1967
[Empty]

Barber (practolol) 1976
[Empty]

Barber (propanolol) 1967
[Empty]

BHAT (propanolol) 1983
[Empty]

CPRG (oxprenolol) 1981
[Empty]

i Hinh 7. Danh myc tdc gia va thoi diém nghién ctru sau khi nhap li¢u )
bé chinh stra lai tén tac gia nao d(’)z ta nhap chudt phai vao doi twong chon Edit Reference, hoac mudn
x0a bo thi chon Delete Reference. Ti€p theo, cling trong thao tic chudt phai ¢ timg tac gia, ta di chuyén
xuong Move to va chon Included studies, nghia la cac nghién ctru nay s€ dugc chon vao truong lam viéce
ctua chuong trinh.

o BN Discussion
o @ Authors’ conclusions

= Other references

[ Acknowledgements B Additional references

[E Confributions of authors

[E Declarations of interest Andersen (a’prenO!OU 197 @Editﬁeference
B Differences between protoc| :| [[EMpty] [, Delete Reference
E Published notes g

Rename Reference

Baber (propanolol) 1982
[Empty]

o [ Tables
¢ [ Studies and references
¢ [N References to studies

e Balcon (propanolol) 1967 B B mciuded studies
[Empty] [3 Notes... [N Excluded studies
: [ Studies awaiting classification
Print...
Barber (practolol) 1976 % o R ongom studies
& Help
o Bl Other references [Empty] = [ Additional references
o % Data and analyses Handbook ) . )
H=i ’ Barber (propanoliol) 1967 [ Other published versions of this review
1oures [Empty] A Classification pending references

o= @ Sources of support

Hinh 8. Di chuyén cac cong trinh nghién ctru vao truong lam viée Included studies
Céc nghién curu sau khi dugc chon s€ c6 mat trong Included studies (ta nhap doi chudt vao Studies

and references > References to studies > Included studies).

132

Tap chi Y Dugc hoc

- Truwomg Pai hoc Y Duge Hué - S6 27



¢ EA Studies and references
? @ﬁ References to studies

'S %ﬁ Included studies

o gﬁ Andersen (alprenalol) 1979

O-gﬁEa:

er (propanolol) 1982

o (&N Balcon (propanolal) 1967

o= @ﬁ Barber (practolal) 197

6

o gﬁ Barber (propanolol) 1967

o [ BHAT (propanolol) 1983

o [N CPRG (oxprenolol) 1981

o= @ﬁ Hjalmarson (metoprolol) 1981
o= @ﬁ Multicentre (practolol) 1975

o gﬁ Multicentre (propan
o= %ﬁ Multicentre (i

molol) 18983

o [N Norris (propanalol) 1968

o= %ﬁ Wi

{oxprenolol) 1980

Wilcox (propanolal) 1980

- gﬁ Wilhelmsson (alprenolol) 1974

~ Hinh 9. Danh myc céac cong trinh nghi€n ctru sau khi nhép vao Included studies
Tiep dén, ta nhap chudt phai vao Data and analyses va chon Add Comparison.

o [ Tables

o~ [l Studies and references

-*i Data and analyse
e Figures

o B8 cources of suppo
@ Feedback
EN Appendices

N |

E] Add Comparison

Paste

Renumber Comparisons

[@ Motes...

=, Print..

? Help
[Eﬂ Handbook

Hinh 10. Chon phuong thirc so sanh cho phan tich tong hop
O trinh thuat si New Comparison Wizard, trong 6 Name ta c6 thé nhap tén bat ky dé tao tiéu dé trong

Data and analyses, sau d6 bAm Finish.

£[* New Comparison Wizard

New Comparison Wizard
What name should the comparison have?

Name: | Thudc chen béta so v6i gia diroc trong diéu tri NMCT cép| |H

Cancel | < Back || HNext = |

o ) Hinh 11. Dit tiéu dé cho nghién ciru . )
Tiep dén, ta nhap chudt vao Add Outcome (hinh miii tén) dé nhap cac phuong thirc can thict cho

phan tich.
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o= @] Authors” conclusions

B Acknowledgements = Data al‘ld analyses
B Contributions of authors : - _ P .~
B Declarations of interest ]|= 1 Thuoc chen béta so voi gia dwgc trong diéu
B Differences between protocol and re | |tri NMCT cap o
B Published notes e
I:ITablgs gr;;t::por Studies | Participants :;::E;:’al :::?:ate
Studies and references

- d y
3{Data ang anayses] prrr—— =

[&d Figures
"% Sources of support Add Comparison
%) Feedback

B Appendices EFigureS
:

Hinh 12. Chon phuong thirc nhap liéu cho phan tich tong hop trong Add Outcome
Vi két cuc nghién ciru 13 tir vong hay séng sot thudc bién s6 nhi phan nén ta chon Dichotomous trong
trinh thuat si New Outcome Wizard, sau d6 bAm Nex.

‘j New Outcome Wizard /i i i i s i s s B
New Outcome Wizard
What type of outcome do you want to create? =
Data Type: Description:
@ Dichotomous Enter number of participants with events and total number of

participants in experimental and control groups.
) Continuous

) O-E and Variance

) Generic Inverse Variance

() Other Data

Hinh 13. Chon kiéu dit liéu phu hop vai két cuc cia loai bién s nghién ctru
Sau d6 trong 6 Name, ta nhap tén tly y dé tao mot muc con trong Data and analyses, & Group Label
1 ta nhap Thudc chen béta, 6 Group Label 2 ta nhap Gia dugc, bam Next. Day 1a quy wdc trinh bay trong
phan tich tdng hop, theo d6 nhom duge diéu tri hay can thiép (group 1) bai mét loai thude hay phuong
phap moi dugce dat bén trai nhom khong dugce can thiép (group 2).

—j New Outcome Wizard

New Outcome Wizard
‘What name should the outcome have?

Name: |Nguy co ti¥ vong (RR) trong NMCT cép

Group Label 1: |Thuéc chen béta ‘

Group Label 2: |Gié duroc ‘

Hinh 14. Dit tiéu d& cho két cuc cua nghién ctru, tén loai thude va gia duge ¢ hai nhom
Tiép dén trong Statistical Method (phuong phap théng ké) ta chon Mantel-Haenszel, trong Analysis
Model ta thir chon mé hinh anh huong c6 dinh (Fixed Effect), trong Effect Measure (do ludng anh
hudng) ta chon Risk Ratio (ty s6 nguy co, con goi 1a nguy co twong dbi Relative risk), rdi bAm Next.
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= New Outcome Wizard

New Qutcome Wizard
Which analysis method do you wantto use?

) Inverse Variance
" Exp[{O-E) | Va
Effect Measure
 Petg Odds Ratio
_ Odds Ratio

@ |Risk Ratio

1 Risk Difference

[ sacn | [tons |

Statistical Method Analysis Model
) Peto @ Fixed Effect
@ Mantel-Haenszel ) Random Effects

[=]

Hinh 15. Chon phuong phap thong ké, loai md hinh anh huO’ng va kiéu do luong anh huong

Chung ta chon khoang tin cdy 95% cho toan bo phan tich, roi bAm Next.

—i New Qutcome Wizard

HNew QOutcome Wizard
Which analysis details do you wantto use?

Totals
@ Totals and subtotals ) Subtotals only
Study Confidence Interval

O 90% ) 95%

Total Confidence Interval
) 90% W 95%

Advanced Options
Test for subgroup differences

[] Swap gvent and non-event

[ ] [ ]

) Ho totals

) 99%

) 99%

Hinh 16. Chon khoang tin cdy cho phén tich tong hop

Tiép dén, trong 0 Left Graph Label ta nhap Nhom dung thudc chen béta, 6 Rzght Graph Label nhap
Nhom ding gia dugc, 6 Scale (thude do ty 18 cua biéu do forest) ta co the nhap gia tri tir 50.00 — 100.00;
trong Sort By ta chon Study ID hodc Year of study dé chuong trinh sép xép cac nghién ciru theo thir ty

ID hoac nam; 101 bAm Finish.

< Mew Outcome Wizard '

New Outcome Wizard
Which graph details do you want to use?

Left Graph Label: |Nh6m diing thubc chen béta

Right Graph Label: |Nh6m ding gia dLerC|

Scale: ’ﬁ
Sort By
@ Study ID ) Effect size
) Year of study (' Risk of bias item |
) Weight ) User defined order

[ ] [ ]

Hinh 17. Dit tén cho nhom ddi tuong va chon thudc do ty 18 cho biéu db forest

Chung ta s& nhan duoc giao dién nhu hinh bén dudi, tuy nhién khong thiy 15 nghién ctru kém theo.
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Textof Review | [x] 1.1 Nguy co tirvong...
Comparison: 1 Thudc chen béta so véi gia dieor trong die tri NMCT cap, Outcome: 1.1 Nquy corttk vong (RR) trong NNCT cap ‘@“RH“FEH:‘LHLLHE‘ H(ﬁ‘f I]Hﬁ‘ 2 DH H ‘
Thudcchen béta  Gid i ) Risk Ratio ! Risk Ratio
Sy orSubgraup Events | Toal | Evens] To | T | bR Foed, 5% 01 | M, Fited, 95% C
Total (85% Cl) 0 0 Not estimabl
Total events 0 0
Heterogeneity: Not applicable DIW WIU %
Testfor overall effect Not applicable A ¢ i P
L Nhdm dung thuoc chen béta Nham ding gia duoc

. Hinh 18. Giao dién 1am vi¢c ban dau sau cac thiét lap
Luc nay, ta céan trd lai Text of Review, nhap chudt phai vao tiéu dé “Nguy co ta vong (RR) trong
NMCT cap” chon Add Study Data.

2 1 Thudc chen béta so v&i gia dwoc trong diéu tri

NMCT céap #

Outcome or . . Statistical Effect
Studies | Participants

Subgroup P Method Estimate

1.1 Nguy co tir |0 |0 |Ri5k Ratio (M-H, Not estimable

vong (RI‘Q) trong [ Add Subgroup , 05% CI)

NMCT cap [4] Add Study Data

Add Outcome [¥ Edit Outcome
[<, Delete Outcome

| Add Comparison Rename Outcome

Hinh 19. Goi cac cong trinh nghién ctru vao trinh lam viéc thong qua Add Study Data
Khi d6 trong cira s6 Included Studies, ta nhap chudt trai phi khdi chon toan bo 15 nghién ciru, rdi
bam Finish.

[ Mew Study Data Wizard '

Hew Study Data Wirard
Which studies do you want to add data for?

Included Studies: Filter by:

%ﬁ Andersen (alprenolo| * | Year range: ’— to ’—

gﬁ Baber (propanolol) 1—
gﬁ Balcon {propanolol) Qutcome text: | |
[N Barber (practolol) 19 Bias: |
%ﬁ Barber (propanolol)
(% BHAT (propanolol) 1 I:E
[*N CPRG (oxprenolol) 1
[%N Hjalmarson (metoprq__|
gﬁ Multicentre (practolg
gﬁ Multicentre (propang
[N Multicentre (timolol) |~ |

4 Il | [¥] Tip: hold down Ctri'Command or Shift to select multiple items
(<o ] (o> |

Hinh 20. Danh muc cac cong trinh nghién ciru duoc chon dé phan tich

Buwéc 2: Nhap dir liéu vao chwong trinh

Sau khi c6 giao dién lam viéc chinh thuc, ta nhap cac gia tri can thiét vao cc 6 tréng dé chuong
trinh tinh toan. Khi dir li¢u dugc nhép du vao cac dong thi gia tri trong cac cOt Weight va Risk Ratio
s& dugc tinh toan ty dong. Chi sb bat ddng nhat (Heterogeneity, IP) ciing dugc trinh bay trong cung
mot trang bang.
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Comparison: 1 Thuéc chen béta so véi gid dirgre trong diéu tri NMCT cdp, Outcome: 1.1 Nguy co’ tir vong (RR) trong NMCT cip

(Bl w(@

T Thudc chen béta Gia duoc Weight Risk Ratio Risk Ratio

- Events | Total | Events | Total M-H, Fixed, 95% CI M-H, Fixed, 85% CI
[V]|Andersen (alprenolol) 1979 61 238| 64/ 242 8.0%) 0971072 1.31] —r
[v][Baber (propanalal) 1982 28 355 27 365, 3.4% 1.07 [0.64, 1.77] —
[v”]|Balcon (propanolal) 1967 14] 56 15 58 1.9%) 0.97 [0.52, 1.51) [
[v]|Barber (practolol) 1976 47 221 53 228 6.6%| 0.91[0.65, 1.29] —_—T
[v]|Barber (propanalol) 1967 10 52 12 a7 1.6%, 0.75 [0.36, 1.58] I
[¥]|BHAT (prepanolel) 1983 138 1916 188 1921 23.8% 0.74[0.60, 0.91] —
w]|cPRG (oxprenolal) 1981 9 177 5 136, 0.7% 1.38[0.47, 4.03] B
[v”]|Hjalmarson (metopralol) 1981 40 698] 62 697 7.8%) 0.64 [0.44, 0.95) [
[v]|Multicentre (practolol) 1975 102 1533 127 1520] 16.1%] 0.80[0.62, 1.02] B
[v][Multicentre (propanolol) 1966 15 100! 12 95 1.6%, 1.19 [0.59, 2.40) -
v]|Multicentre (timelol) 1983 98 945 152 939 19.3%| 0.64[0.51, 0.81] —-
w][Norris (propanolol) 1968 21 226 24 223 3.0% 0.88 [0.57, 1.54] _—r
7] [Wilcox (oxprenalal) 1980 14] 157| 10 158 1.3%) 1.41 [0.65, 3.08) JE—
[v]|Wilcox (propanolol) 1980 36 259 19 129 3.2%)| 0.94 [0.56, 1.58] e m—
[w][Wilhelmsson (alprenolol) 1974 7 114] 14| 118 1.8%) 0.51[0.21, 1.21) -

[Total (95% Cly 7047 6879 100.0% 0.79[0.72, 0.88] L 3

Total events 640 784

Heterogeneity: Chi® = 14.73, df = 14 (P = 0.40); = 5% o1 o

[Test for overall effect: Z = 4 61 (P = 0.00001) Nhém ding thudc chen béta Nhdm ding gia dugc

Hinh 21. Giao dién két qua hoan chinh sau nhap dir liéu
Budc 3: Panh gia sai Iéch xuit ban (publication bias) qua biéu d6 Funnel
Ta nhép chudt trai vao biéu twong Funnel plot (goc trén bén phai biéu dd Forest).

EIIGIET1E
Risk Ratio @7

M-H, Fixed, 95% CI

Hinh 22. Vi tri biéu turong ciia biéu d6 Funnel
Biéu d6 Funnel ¢6 dang nhu sau:

SE(loglRR]
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Hinh 23. Két qua biéu d6 Funnel
Qua biéu dd goi ¥ c6 sai 1éch xudt ban khong dang ké vi co sy mét can ximg nhe trong phan bd cua
15 nghién ctru (15 diém hinh tron).
Budic 4: Trinh bay két qua phén tich qua biéu dé Forest
Ta nhép chudt vao biéu tuwong Forest plot (gbc trén bén phai biéu d6 Forest).

(el VSN 1 g A ] =

Risk Ratio Forest plot
M-H, Fixed, 95% (I

Hinh 24. Vi tri biéu tuong cua biéu db Forest
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:l Forest plot
Thudc chen béta Gia dworc Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Andersen (alprenolol) 1879 61 238 64 242  B.0% 087 [0.72,1.31] —

Baber (propanolol) 1982 28 355 27 385 3.4%  1.07 [0.64,1.77] b

Balcon {propanalaly 1967 14 56 18 a8 1.9% 0.97 [0.52,1.81] T

Barber {practolol) 1976 47 2N a3 228 B.6% 0.91 [0.65,1.29] -

Barber (gropanolol) 1967 10 52 12 47 1.6%  0.75[0.36,1.58] —_—

BHAT (propanolal) 1983 138 1916 188 1821 238%  0.74[0.60,0.81] -

CPRG (oxprenaloly 1981 ] 177 5 136 0.7% 1.368[0.47,4.03] e E—

Hjalmarson {metoprolaly 1981 40 698 B2 BS7 T.8% 0.64 [0.44, 0.95] I

Multicentre {practolal) 19745 102 14633 127 1520 16.1% 0.80[0.62,1.02] -

Multicentre {propanalol) 1966 18 100 12 95 1.6% 1.18[0.55, 2.40] T

Multicentre {timalaoly 1983 98 945 182 938 19.3% 0.64 [0.51, 0.81] =

Marris {propanolol) 1968 21 226 24 228 3.0% 0.868 [0.51,1.584] T

Wilcox (oxprenalol 1980 14 157 10 158 1.3%  1.41 [0.65, 3.09] —_

WWilcox (propanaolal) 1980 36 259 19 129 3.2% 0.94 [0.56, 1.58] T

Wilhelmsson {alprenalol) 1974 7 114 14 1B 1.8% 0.51 [0.21,1.21] T

Total (95% CI) 7047 6879 100.0%  0.79[0.72, 0.88] L]

Total events 640 a4

Heterogeneity: Chi*= 14.73, df= 14 (P = 0.40); F= 5% b o T oo

Testfor overall effect; Z= 4.61 (P = 0.00001) Nhém diing thuéc chen béta  Nhém ding gia duoc
ACIEECIRE

Hinh 25. Két qua biéu d6 Forest va cac tham s6 lién quan

Qua biéu do ta nhan thdy chi sé bat dong
nhét I 1a 5% < 25% nén lya chon m6 hinh anh
huong c¢b dinh 13 pha hop. Ngoai ra, gia trj p
trong Heterogeneity 1a 0,40 > 0,05 cho thdy mirc
d6 anh hudng cia cac nghién ctru 1a nhu nhau,
nghia 13 ty sé nguy co thyc su (true risk ratio)
1a gidng nhau giira cac nghién ctru. M6 hinh
anh hudéng cb dinh udc tinh nguy co tir vong
trung binh cho toan by 15 nghién cuu la 0,79
trong khoang tin cay 95% la 0,72 - 0,88; gia tri

5 Save

p trong kiém dinh anh huéng cua téng thé (Test
for overall effect) < 0,00001 tic p < 0,05 giup
loai trir gia thiét nguy co tir vong trung binh
bang 1. Nhu vdy, viéc sir dung thudc chen béta
trong nhdi mau co tim cap giup giam khoang
21% nguy co tir vong (1dy 1 — 0,79 = 0,21). [2]

Cubi cling, dé sao luu két qua biéu do forest
thanh tap tin anh dé ¢6 thé dan vao cac béo céo, ta
bam Save As va trong Files of Type ta chon dinh
dang anh 1a *.png.

i

Save In: |7 Libraries

oo
|v|

[ Documents
3 Music

7 Pictures
3 Videos

File Name: Forest plot.svg

Files of Type:

Scalable Vector Graphics files (*.svg)

All Files

B |
terogeneity. Chif=
st far overall effect:

Scalable Vector Graphics files (*.svg)
Enhanced Windows Metafile files (*.emf)
Encapsulated PostScript files (*.eps)
Portable Document Format files (*.pdf)
Macromedia Flash Format files (*.swf)

Portable Network Graphics files (*.png)

Hinh 26. Sao luu két qua biéu do forest
Tom lai, dua vao két qua biéu dd Funnel va biéu dd Forest ta c6 thé di dén két luan rang: “Sir dung

thuéc chen béta trong nhoi mau co tim cdp gitip giam khodng 21% nguy co tir vong va sai léch xudt ban

la khéng ddng ké” .

138

Tap chi Y Dwoc hoc - Trwong Pai hoc Y Dwoc Hué - S6 27



TAI LIEU THAM KHAO

. Nguyén Vin Tuén (2014), “Phan tich téng hop”,
Phan tich dit liéu véi R, NXB Tong hop TP. H5 Chi
Minbh, tr. 325-354.

. Crombie LK, Davies H.TO (2009), “What is meta-
analysis?”, Evidence-based medicine, Second
edition, Hayward Medical Communications.

. Ried K (2006), “Interpreting and understanding
meta-analysis graphs - a practical guide”, Australian
Family Physician, 35(8), pp. 635-638.

. Bax L, Yu L, Ikeda N, et al (2007), “A systematic
comparison of software dedicated to meta-analysis
of causal studies”, BMC Medical Research
Methodology, 7(40).

. Crowther M, Lim W, Crowther M.A (2010),
“Systematic review and meta-analysis
methodology”, Blood, 116(17), pp. 3140-3146.
Sterne J.A.C, Sutton A.J, John P.A (2011),

Tap chi Y Dugc hoc - Trweong Pai hoc Y Dwoc Hué - S6 27

“Recommendations for examining and interpreting
funnel plot asymmetry in meta-analyses of
randomised controlled trials”, BM.J, 342.

. Paternoster L, Gonzalez N.A.M, Lewis S, et al

(2008), “Association Between Apolipoprotein E
Genotype and Carotid Intima-Media Thickness
May Suggest a Specific Effect on Large Artery
Atherothrombotic Stroke”, Stroke, 39, pp. 48-54.

. Zhang C.D, Zeng Y.J, Li Z, et al (2013),

“Extended antimicrobial prophylaxis after
gastric cancer surgery: A systematic review
and meta-analysis”, World J Gastroenterol,
19(13), pp. 2104-2109.

Smedslund G, Ringdal G.I (2004), “Meta-analysis
of the effects of psychosocial interventions on
survival time in cancer patients”, Journal of
Psychosomatic Research, 57, pp. 123—-131.

139





