CHUONG 8

NGHIEN CUU TRONG DICH TE QUAN SAT

Bén canh cac thu nghiém lam sang trong viéc phan tich yéu té nguy co va
nguyén nhan gy bénh, cac nghién ctru dich t& quan sat 1a nhiing nghién ctru rat hiru
dung. Ching khéc phuc dugc nhirng nhuoc diém cua thir nghi¢m nhu dam bao duogc van
dé vé tinh nhan dao (ethic) va tan dung dugc cac sb lidu thong ké, khao sat. Chwong nay
s& dé cap hai loai nghién ctru quan sat, 6 1a nghién ctru doan hé va nghién ctru bénh-
chung.

1. Nghién ciru doan h¢

Nhu d3 dé cap, thuat ngir doan h¢ dugc dich tir “cohort” trong tiéng Anh. Pay
1a thuat ngir c6 ngudn gbc Latin, nghia 1a mot nhom chu thé xac dinh c6 chung mot dac
diém. O day nguoi ta thudong hinh dung 13 cac cé thé dwa vao nghién ctru thudc mot quan
thé trong d6 chia ra thanh hai nhom, nhom c6 cung dac tinh la tiép xuc voi yéu td nguy
co va nhom thir hai 12 nhom khéng tiép xuc yéu té nguy co.

Trong linh vuc tha y, nguoi ta tién hanh nghién ctru doan hé bang cach. Theo
ddi mot nhom thu trong mot quan thé. Khao sat cac ca thé xem co tiép xiic véi yéu t6
nguy co hay khong. Sau dé xac dinh dwgc nhom tha tiép xtc va nhém tha khong tiép
xuc. Quan sat theo thoi gian va ghi nhan lai sy xuét hién bénh ¢ hai nhom thu trén. Tinh
toan gia tri RR cho phép nguoi nghién ctiru két luan duoc yéu td nguy co quan sat co lién
quan dén bénh hay khong.

C0 hai loai nghién ctru doan hé: nghién ctru doan hé tién ctru va hoi ctru. Trong
nghién ctru hdi ctru, sy phan nhom tha tiép xuc hay khong tiép xuc véi yéu té khao sat
dua trén s6 licu hoac diéu tra trong qua khir. Sy xuat hién bénh xay ra sau khi xac dinh
su tiép xuc v6i yéu td nguy co ¢ thé thu thap tir qua khir cho den hién tai, va c6 thé dén
twong lai. Con trong nghién ctru tién ctru, viéc phan nhém tiép xuc véi yéu t6 nguy co
duoc diéu tra va xac dinh ngay trong hién tai, viéc quan sat xac dinh bénh dugc thuc hién
trong tuong lai.



Quan thé
khado sat

CO tiép xiic KHONG tiép
Voi yéu té xuc yeéu to
nguy co nguy co

Bénh Khong bénh Bénh Khong bénh

So d6 12.1 M6 hinh b6 tri nghién ctru doan hé

Sau khi thu thap dit liéu lién quan, cac tham s thé hién mdi quan hé giita yéu to
nguy co va su phat trién bénh dugc tinh toan. Vai nghién ctru doan h¢, chi s6 RR, OR va
IR déu co thé chép nhan dugc trong d6 RR va IR dugc xem nhu manh hon OR. Viéc
danh gia va str dung cac chi sb nay da duoc thao luan & chuong 9.

bé xac dinh dung lugng mau cho cic nghién ctru doan hé, phai quan tam den
mot s tham sé sau: (pl) udce lugng cua ty 1¢ bénh trong nhém khong tlep xuc véi yéu td
nguy co; (RR) gia tri RR mong mudn cé ¥ nghia trong viéc két luan mdi lién quan, théng
thudng ngudi ta ding 2 hodc hon 2; gia tri Z (phan phdi chudn) ciia mirc d6 tin ciy va
ning luc cua trac nghiém thong ké (power of a test). Cong thirc tinh nhu sau:

_ (plxql+ p2xq2)K
(p1-p2)*

trong do p,=RR x p;

- n = S6 thi can cho nghién ctru trong mdi nhoém
=[Z(a) + Z(b))*
- Z(a) = Gia tri Student's t (df=00) & d6 tin ciy mong mudn (1-0)
- Z(b) = Gia tri Student's t (df=00) & nang luc cia tric nghiém théng ké
mong mudn (1-)

- p1 = Ty 1& bénh trong nhém khéng tiép xtc yéu té nguy co

-q=1-p , .

- p2 = Ty 1€ bénh cua nhém tip xuc yéu to nguy co (duge du doan theo chi
s0 RR)

-@=1-p2

- RR = Gia tri RR mong muén

2. Vi du vé nghién ctru doan hé



Tai mot trai bo stra, cac con bo & giai doan kho sira dugc dua danh gia thé trang
map hay binh thuong. Nguoi ta cho 1a thé trang c6 lién quan dén sot stra sau khi sanh
trén bo. Theo nhiing nghién cru trude day, ty 1¢ bénh trong nhom binh thuong khoang

15%, udc tinh s6 mau nhu sau (v6i chi s6 RR mong mudn la 2 va do tin cay 95%, nang
luc tric nghiém 1a 90%):

p2=0,15x2=0,3
K= (Z(0,95) + Z(0,90))* = (1,96+1,282)*= 10,51

_(plxql+ p2xq2)K
(p1-p2)°

= (0,15x0,85 + 0,3x0,7)10,51/0,15> = 157,65 ~ 158

Nhu vay can it nhat 158 con bo trong mdi nhom. Viée tinh toan nay co thé
duogc thuc hién bang phan mén WinEpiscope, vao menu “Sample” chon “Cohort” sau d6
dién thong so thich hop.

i
— Input of DATA:

% Mon-Exposed Diseazed animals: 15

kinimal BR to be detected signif; |2

Power [%] | 90 %

Lewvel of Confidence (%) |95 %

— RESULTS:

% Ewpozed Dizeazed animalz {30.00

{8 BRI

Sample Size of each Cohort: |'|55

]

| Calculate X Close

Hinh 12.1 Uéc lugng mau bang WinEpiscope trong nghién ctru doan hé

Tdng s6 400 bo duoc dua vao khao sat trong d6 200 con duge danh gia 1a map
va 200 con duoc xem la binh thuong. Nhu vay tinh trang map dugc xem nhu la yéu tb
nguy co va yéu t nay duoc xac dinh tir ddu. Céc con bo nay duoc tiép tuc quan sat cho

dén khi dé (trong twong lai) va xem sy biéu hién bénh st sita & timg nhom. DAy that su
1a nghién ctru doan hé tién ctru. Két qua nhu sau:

) Két qua tr WinEpiscope (menu Analysis/cohort cum. incidence) (hinh 12.2)
cho thdy RR bién dong trong khoang 1,1 dén 2,5, diéu nay c6 nghia la tinh trang mép ¢
giai doan kho sira c6 lién quan dén bénh sot sira.



Bang 12.1 Két qua nghién lién quan giita thé trang co thé va sét sita

Yéu t6 khao sat

Mdp Binh thwong Téng
Két qua Sot sita 50 30 80
Khéng bénh 150 170 320
Téng 200 200

£3 Analysis of Cohort (Cumulative Incidence) #1 = 0O =]
— Input of DATA:
Observed Exposed Lewvel of Confidence |45 %5 |
f ies:
il b Y'es Mo Tatal y
Diseased|50 30 |80 || calcutate
Healthy (150 170 320
- X Close
Total (200 |2I]I] |4I]I]
— RESULTS: -
: Expected Erificsed L.f.ttril:uutal:ule Fizgk: [ .10
requencies:
Tes No ttributable propor, among expozed: 1400
Diseased | 40.00 40.00 . .
Healthy 160.00 160.00 Attributable Fnrn:-pn:-rtln:nn. o 0250
Confidence Limits

Logarthmic appros. b 2 Approximation
LowerLim. UpperLim: LowerLim.  Hpper Lim:

Odds Fatio (OR) | 1.889 | 1142 | 3124 1147 | 3112
Relative Risk (RR) | 1.667 | 1.108 | 2.506 1116 | 2.489

Biaz: | nzez I Limits are valid.

Hinh 12.2 X ly bang WinEpiscope trong nghién lién quan giita thé trang co thé va sot
stra

3. Nghién ctru bénh-chirng

Déi v6i nghién ciru bénh-chimg, ngudi thuc hién bét déu tor nhiing ca bénh &
cac bénh vién hay bénh x4 thd y, thu thap thong tin vé cac yeu t6 nghi ngo. Tim tha dbi
chimg (khong bénh) thich hop, thu thap dir liéu cua tha dbi chung. Két qua tong hop
duoc phan tich dé xac dinh mdi lién quan. Do bit dau tir nhimg ca thé bénh nén viéc xac
dinh ty 1& bénh trong cic nhom c6 hay khong co tiép xuc yéu td nguy co 1a khong co ¥



nghia, chinh vi Iy do d6 ma gia tri RR khong dugc st dung. Dé danh gia mirc lién quan
nguoi ta dung chi s6 OR.

Nghién ctru bénh-chimg thich hop cho viéc nghién ctu nhimg bénh hiém.
Nhimng ca bénh co6 thé gip o cac bénh x4 1a truong hop dic biét dé dwa vao nghién ciru.
Bén canh dé, nghién ctru bénh-chtng con rat thich hop cho cac bénh thong thudng & giai
doan déu cta nghién ctru, khi ma nhiing nghién ctru co ban chua dugc khao sat, nhiing
yéu to nguy co khong dugce xac dinh. Dung nghién ctru nay dé gidi han cac yéu t6 nguy
co can khao sat trude khi thyc hién nghién ciru doan hé. B6 tri nghién ctru bénh-ching
nhu sau.

Tiép xuc véi Khong tlep xuc voi Tiép xuc véi Khéng tiép xuc
yéu to nguy co yéu t6 nguy co yéu to nguy co yéu td nguy co
BENH KHONG
BENH

So @6 12.2 B tri nghién ctru bénh chimg

Viéc chon lya tht dua vao nhom bénh va nhém khong bénh la rat quan trong va
ching quyét dinh tinh chinh x4c cta nghién ctru. Céc ca bénh nén dugc chon tir nhidu
noi, con cac nhém d6i chimg thi phai twong dong vé cac yéu td khong phai 13 yéu t6 nguy
co voi nhom thii bénh. Thong thudng thi mot thi bénh s& c6 mot hay nhiéu tha lam doi
ching. Néu cac tha d6i chimg chi 1a nhitng tha khong bénh ngau nhién, viéc chon lwa
khong theo nguyén tic git gao nao thi duge goi la “khong tuong ximg” hay “khong bit
cdp” (un-match). O day, dung tir bat cap cho dé hiéu nhung can luu y 12 khong phai bat
cap theo kiéu 1 bénh va 1 ddi chimg ma co thé nhiéu hon. Trong khi d6, mot s6 nghién
ctru khac ngudi ta chon thu déi ching phai c6 mot dic diém nao d6 twong ddng véi thu
bénh d¢ loai trir nhing sai léch do yéu té nhidu. Vi du, tha d6i chimg phai cing me véi
con bénh, hay cung gidi ... trong truong hop d6 dugc goi 1a nghién ctru bénh-ching
twong ximg (match). Kiéu tuong xtng s& dugc thao ludn & phan dé cap dén viéc khic
phuc yéu t6 nhiéu.

Trude khi thye hién nghién ctu bénh-ching, nguoi ta cling dua vao mot s6 dir
kién dé udce tinh dung lugng mau can thiét cho nghién ctru theo cong thirc sau:

{ ,/ 1+ pq+Zﬁ P, + p”q”}

Trong do
n = sO0 mau can cho moi nhéom




Z,, Zp= Gia tri t cho do tin cay va nang lyc cia trac nghiém thong ké
(df=0)

¢ = s6 luong tha d6i ching cho mot don vi thi bénh

Po = ty 18 thu tiép xtc véi yéu td nguy co trong nhom tha déi chimg;

9o = 1-po , L

p1 =ty 1€ thu tiép xuc véi yéu td nguy co trong nhoém thi bénh (tinh toan
dwa trén OR mong mudn)

q = I-pi
p =ty 1& trung binh tha o tiép xtic v6i yéu td nguy co trong quan thé
q=1-p
— (p,+cp,) ORxp,
oot l= P
l+c¢ 1+ p, x(OR-1)

OR= chi s6 OR mong muén
4. Vi du vé nghién ctru bénh-chirng

Gia thiét cho rang cuong do chiéu sang trong chin nudi ga thit 6 lién quan dén
su xudt hién bénh tich trén rudt do cau trung (coccidiosis). Theo s6 liéu diéu tra, ty 16 trai
sir dung ché do chiéu sang lién tyc chiém khoang 30%.

e Udc luong mau & do tin cay 95% va nang luc tric nghiém 90% nhu sau:

Z,,=1,96 Z5=1,282

c=1

Po=0,3
qQo=1-0,3=0,7
OR =2

_ ORx p,
1+ p, x(OR-1)

=2x03/13=0,46

(pl+cpa)
I+c

l: ]/ 1+ pq+Zﬁ1/pIQI paqo:l

()

2
{1,96\/(1 + 1)0,38 x 0,62 + 1,82\/0,46 x 0,54 + 0’3?0’7}

- ~ 191
(0,46 -0,3)°

p= = (0,46+0,3)/2 = 0,38




Cach udc lugng mau trong WinEpiscope nhu sau: vao menu ‘“samples” chon

“unmatched case-control” (Hinh 12.3)

Nghién curu thuc té tién hanh nhu sau. SO liéu tr 208 trai ga dugc thu thap,
trong d6 99 dan c6 bénh tich. Piéu tra cho thiy gan 50% dan c6 bénh nay sir dung ché do
dén chiéu sang gian doan, trong khi d6 chi c6 28,4% sb dan ga 4m tinh ding ché d6 nay.

Str dung WinEpiscope ,vao menu “Analysis” chon “ Case-control”

Bang 12.1 Két qua nghién ciru lién quan gitta thoi gian chiéu sang va coccidiosis

Coccidiosis
Co Khong Tdong

Ché d6 chiéu Gidn doan 49 31 80
sang Lién tuc 50 78 128

Tong 99 109 208
' sampic sz nmotched Cose-Contro #1 RRIE]

Sample Size r Minimal Detectable OF ]
~ Input of DATA:

ME of controls percase; - ‘
E stimated expozure rate Contials (2] m
i i - Faower [%);
2

Minimal OF ta be detected sighif ;

Lewvel of Confidence [%); BE _'J

~ RESULTS:

Estimated exposure rate Cases (%) 46,15

Sample zize per group: _
Cazes  LConbols

OrneTaled | 153 1153
Twio-T ziled: |1EB |188

i] Calculate

X Close

Hinh 12.3 Udc luong mau trong vi du ctia nghién ctru bénh chimg bang WinEpiscope



REIE
— Input of DATA:
Level of
Observed 3
i P Confidence
requencies: EXpDSEd 5
Yes Mo Total | 90 %
ey g5 %
Case |49 50 99 975 %
Control |31 78 109 99 %
Total 80 128 208 | 995 %
— RESULTS:
Expected Evnosed Confidence Limitz of Odds Ratio
frequencies: Ves e Mo Lower Lim:  Upper Lim.
Casze 38.08 60.92 Langarithrnic appros. | 1380 | 4374
Contral 14192  [67.08 Vi i oriemete | 1396 | 4355
Odds Ratio [OR]; 2 JBE Limits are walid. i
Adtributable propor. among exposed: |-E§E§|_4 [
Attibutable propartion: [0.294 ‘ EJ Lkl = x Fli

Hinh 12.4 Xt Iy sb liéu vi du cta nghién ctru bénh ching bang WinEpiscope

Két qua OR = 2,466 (1,39 —4,37) cho thay bénh coccidiosis c6 nguy co cao xay
ra 6 nhiing dan s dung ché d¢ chi€u sang gian doan, gap 2.5 lan so vdi nhiing dan su
dung ché dg lién tuc

5. Su sai léch trong nghién clru quan sat

Trong cac nghién ctru dich té hoc da dugc trinh bay ¢ chuwong trudc, mot van dé
can dugc quan tdm 1a do chinh xéac (validity) ciia cic nghién ctru. Di nhién trong céc
nghién ctru quan sat khong thé nao tranh khoi nhimng sai 1éch do cac yéu td tac dong
khong kiém soat duge. Noi dung chuong ndy s& dé cdp dén cac loai sai 1éch do6 (bias) va
cac cach dé khic phuc. Céc loai sai I¢ch bao gém:

+ Sai 1é€ch do chon lya (selection bias)
+ Sai 1éch thong tin (information bias)
+ Sai I¢ch do y€u t0 nhicu (confounding bias)

5.1. Sai léch do chon lva

Sai léch loai nay xay ra khi thyuc hién nhimg nghién ctru vé mbi lién quan gitra
yeu t6 nguy co va bénh, cac ca the bénh va ca thé ddi chimg hodc ca thé tlep xuc véi yéu
t6 nguy co va ca thé khong tiép xuc duoc chon, két qua cho thiy c6 mdi lién quan y
nghia, tuy nhién su that la chung khong lién quan nhau. Trong truong hop do, ching ta
d3 mac mot sai 1am trong viéc chon cac ca thé dua vao khao sat va sai léch nay duoc goi
la sai 1éch do chon lya.

Gia st trong mot nghién ciru, tong sd ca thé theo timg nhém va sb c thé trong
quan thé dugc dua vao nghién ctru dugc trinh bay theo bang 12.2:



Bang 12.2 Phan b cac ca thé dua vao khao sat so véi quan thé

Ca quan thé khao sat Céc ca thé duoc dua vao nghién ciru
E+ E- E+ E-
Bénh Ay A, M; Bénh ap a, m
Khong bénh B, B, M, Khoéng bénh b, b, m,
N, No N n; n, n

E+: Tiép xtc yéu t nguy co
E- : Khong tiép xtc yéu td nguy co

Nhom c4 thé dua vao khao sat 1a mot dang mau 14y tir quan thé khao sat. Gia st
viéc chon mau dugc thyc hién ngau nhién thi ty 1€ phan mau (sf) ¢ cac nhom thi nhu sau:

Sf11= al/Al
Sf12: aO/AO
Sf21= b1/B1
szzz bO/BO

ORsf = Sf11 x szz/ Sflz x sz]

Néu tit ca cac ty 1¢ sf nay déu bﬁng nhau, xem nhu sai I¢ch do chon lya khong
xay ra. Trong thuc té, rat kho ldy miu theo cung ty 1& nhu vay. Muc dich cua khao sat 1a
xac dinh méi lién quan thong qua chi sé OR, do d6 néu ty sé6 OR cua ty 1& phan miu
(ORsp) béng 1 thi cling c6 thé duogc cho rﬁng khong c6 sai I¢ch chon lya.

Néu OR cua ty 1& phan mau (ORy) 16n hon 1 thi sai 1éch c6 xay ra va c6 xu
huéng 1am cho két qua khao sat c6 OR 16n hon thuce té (16ch khoi 1). Nguoc lai néu OR
cua ty 1¢ phan mau (ORgf) nho hon 1 thi Kkét qua OR khao sat c6 xu hudng bi kéo vé 1
(nho hon thuc té).

Vi du: nghién ctru vé mdi quan hé giita yéu t6 nguy co va bénh trong quan thé
that va két qua lay mau nhu sau

Bang 12.3 Vi du vé phan bd cic ca thé dua vao khao sat so voi quan thé

Ca quan thé khao sat Céc ca thé duoc dua vao nghién
cliru

E+ E- E+ E-
Bénh 247 853 Bénh 13 57
Khoéng 1089 7911 Khéng bénh 10 80
bénh
OR 247x7911/853%1089=2,104 OR 13x80/57%10 =

1,825

Sf11= al/Al =13/247 = 0,053
sfi,=a,/A, = 57/853 = 0,067
sf,1=by/B; = 10/1089 = 0,009



sfr=by/B,=80/7911 = 0,01
ORgr = sfi1 « sty / sfi « st = (0,053 x0,01)/(0,067%0,009) = 0,88

Trén day chi trinh bay vé nguyén tac tai sao sai léch do chon lya lai anh hudng
dén két qua khao sat. Trén thyuc té, khong phai lac nao chung ta ciing xac dinh duoc cac
ty 1& phan mau. Do d6 cich ldy mau ngau nhién duoc xem nhu 1a thich hop nhat dé
khéng ché sai 1éch nay. Viéc chon quan thé 1dy mau ciing kha quan trong sao cho dai
dién dugc cho mot quan thé 16n.

5.2. Sai léch thong tin

Trong cac nghién clru quan sat, thong tin thu thap dugc doi khi khong phai la
thong tin truc tiép do ludng ma chi lién quan dén su danh gia hodc chi 1a thong tin hoi
ctru. Trong truong hop nay, thong tin cung cap cho khao sat c¢6 the bi sai Iéch. Trong sai
Iéch thong tin, nguoi ta co thé ké dén sai léch thong tin tom tat, sai léch thong tin do
phong vén, sai 1éch thong tin do hdi ctru, va sai léch thong tin do béo céo.

Bén canh do6, nguoi ta cling dé cap dén mot dang sai 1éch thong tin & cac chi tiéu
duoc truc tiép xac dinh bdéi nha nghién ctru, d6 1a “sai léch do phan loai sai”
(misclassification bias). Sai 1éch nay xdy ra khi ca bénh khong dugc nhan xét danh gia,
chan doan ding, va nguoc lai. Sai 1éch nay dic biét xay ra khi cac chan doan xét nghiém
c6 d6 nhay va dg chuyén biét thdp hon 100%. Ngoai sy phan loai sai ca bénh, thi viéc
tiép xuc véi yéu to nguy co cling co the bi phan loai sai. Ca hai loai phan loai sai nay déu
anh huong truc tiép dén két qua vé mdi quan hé can xac dinh.

5.3. Yéu to nhiéu

Mot van dé thuong gip trong nghién ctru dich t& 1a su lién quan gitra yéu to
khao sat va bénh d6i khi bi mot yéu t6 khac anh huong lam cho két qua bi sai léch.
Chinh vi vAy ma thuat ngit “yéu t6 nhidu” dugc dé cip dé dwa ra khai niém vé cac yéu tb
nay. Day ciing 1a mot van dé chinh trong nghién ctru phan tich dich té.

V& mat dinh nghia, mot yéu t6 X duge goi la yéu t6 nhiéu trong mbi quan hé
ctia yéu t6 nguy co A va bénh B khi thoa man 2 diéu kién sau: (1) yéu té X c6 lién quan
dén nguy co bénh, ¢6 nghia la X dugc blet lam tang nguy co bénh nhung khong phai la
nguyén nhan, cach phat trién, va dlen tién cua bénh B; (2) yéu t6 X lién quan dén yéu t6
A nhung khéng 12 két qua cua yéu td A.

Mot vi du dién hinh khi nghién ctru trén ngudi vé tac dung ciia ca phé va bénh
ung thu tuyén tuy trén ngudi, yéu td gay nhiéu chinh 1a hut. Ngudi ta quan tdm dén mbi
lién hé gifra ca phé (yéu t6 A) va bénh ung thu tuyén tuy (bénh B) va nhan thay la (1) yéu
t6 hat thude (X) duoc biét 1a mot nguy co dan dén ung thu tuyén tuy va (2) nhimg nguoi
su dung nhiéu ca phé thi thudng c6 kem theo hut thudc. Nhu vay, yéu t6 X da co 2 dic
diém dé duoc xem 1a mot yéu td gy nhidu.
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Trong tha y, khi khao sat vé thé trang ctia bo sita & giai doan kho sira (A) voi
bénh sét sita (X), chiing ta nhan thiy yéu t6 tudi hay chu ky cho sita anh huong rat 16n
dén bénh vi nhitng con ¢6 chu ky méi thudng xay ra tinh trang ndy. Bén canh d6 sb chu
ky cho sira ciing anh huong dén tinh trang co thé (diém thé trang) do do tudi ciia bo sita
c6 thé 1a mot yéu té nhiéu khi xét mdi quan hé nay.

Gia str két qua thu thap tir khao sat trén nhu sau

Bang 12.4 Bang 2x2 tinh chung cho két qua khao sat lién quan giira thé trang va sét sita

Sot stra Khong sot sira

Thé trang Map 50 150
Binh thuong 30 170

OR, = 1,89. Piéu nay nghia la ¢ sy lién quan giira chi s tinh trang co thé va
bénh sot stra. Tuy nhién khi xét vé chu ky cho stra thi két qua nhu sau:

Bang 12.5 Két qua khao sat lién quan giira thé trang va sét sita theo cac chu ky cho sira

Chu ky 1-2 Chu ky 3 tr¢ 1én
S6t sita  Khong sot S6t sita  Khong sot
Map 5 45 Map 45 105
Binh thuong 15 135 Binh thuong 15 35
OR = 5x135/15%x45 =1 OR = 45%35/15x105 =1

Nhu vay, OR theo ting nhom lai cho thay két qua bang 1, nghia la khong c6 su
lién quan gitra the trang v6i bénh st sira. Dleu nay mot lan nita cho thay tam quan trong
clia viéc xac dinh yéu t6 nhidu. Trong thuc te cac yeu t6 anh hudong co6 thé dy doan duoc.
Nha nghién ctru s€ tim cach klem soat yeu t6 nhifu bang nhimg cach sau: giéi han khao
sat - ¢o nghia 1a khi biét dugc yéu té nhidu thi ngudi ta s& ldy mau va chon thu khao sat
theo mot tiéu chuan xac dinh. Vi du trong truong hop trén, nguoi ta chi chon thu c6 1-2
chu ky, lac do s€ khong ché dugc yéu té nhidu. Day la phuong phap hop ly lam don gian
ho4 phan tich dich t&. Trong cac nghién ciru bénh- -ching, viéc lay mau, chon thu bénh va
d6i chung theo kiéu bat cap ciing 1a phuong phap kiém soat yéu to nhleu

Tuy nhién trong nghién ctru nguoi ta ciing mudn dua yeu t6 nhidu vao phan tich
thém cac moi quan h¢. Trong truong hop do, nguoi ta co thé dung phuong phap phén
tang dé khao sat yéu t6 nhidu. Ngoai ra con c6 phuong phap phén tich da bién vi du nhu
logistic ciing 1a mot cach dé hiéu chinh tac dong cua yéu t6 gay nhidu.

5.4 Phwong phdp hiéu chinh yéu té nhiéu
(1) Phwong phap bét cip (matching)
Phuong phap nay thuong duoc st dung trong cac nghién ctru bénh-chimg. bé

khéng ché yéu t6 nhiéu, nguoi ta thue hién bét cap nhu sau: ¢t 1 ca bénh duoc xac dinh
mang mot gia tri ndo d6 cta yéu t nhidu thi nguoi ta chon R tha dbi ching (khong bénh)
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cung mang gia tri tuong ung cua yéu t6 nhiu. Vi du, yéu t6 nhidu 1a giéi tinh va nguoi
nghién ciru mudn bét cap 1:2 thi cir 1 ca bénh 1a thu duc thi phai c¢6 2 con duc lam dbi
ching. Trong truong hop do, cach tinh OR nhu sau

Bang 12.6 Phan bo trong nghién ctru bénh-chimg c6 bat cap

S6 lwong doi chimg bat cip

0 1 2 3 R

Ca Tlép xuc yéu té nguy co F10 F11 F12 F13 FIR
bénh

KHONG tlép xac yéu té) nguy F()() F01 F()z F03 F()R
co

Fig :sb luong cua bo so liéu (record) c6 ca bénh tiép xtic yéu t6 nguy co va doi ching
nhom R tiép xtic yéu tb nguy co

For : s6 lugng cua bo sb licu (record) c6 ca bénh khong tiép xuc yéu té nguy co va doi
chimg nhom R khong tiép xuc yéu to nguy co

(R +1-0)xF,,
OR =

R

zixFa,i

i=1

Vi du nhu trong truong hop khao sat mdi quan hé giita yéu t5 A va bénh B trong
do yéu tb gioi tinh 1a yéu t6 nhidu. Thuc hién mot nghién ctru bénh-chimg trong do c6
tién hanh bat cip theo gidi tinh voi mot ca bénh va 2 d6i ching. Két qua duoc trinh bay
trong bang 12.7.

Bang 12.7 Két qua s6 liéu tho cua vi du vé nghién ctru bénh-ching c6 bat cip
Male Case Control 1 Control 2

—
—
(=]
—_

1 1 0 0
1 1 1 0
1 0 0 0
1 0 0 1
1 1 0 1
1 0 1 0
0 0 1 0
0 0 0 0
0 0 0 0
0 1 1 0
0 1 0 0

Male: voi (1) 1a con duc va (0) 1a con cai ) o ) o
Case: 1a nhirng con bénh trong d6 (1) 1a ti€p xuc yéu to6 nguy co A va (0) 1a khong ti€p xic yéu to
A

Control: dbi chimg tiép xtc hay khong tiép xuc yéu té nguy co.

Néu khong phan tich dang bét cip ma phan tich theo nghién ctru bénh-ching
binh thuong (khong quan tam yéu té gidi tinh va bat cap) thi két qua nhu sau :
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Bang 12.8 Két qua cta vi du vé nghién ctru bénh-chimg co bt cip nhung khong quan

tam yéu to gidi tinh va bat cip

E® E(-)
Bénh 6 6 12
Khong bénh 7 17 24

OR =2,49 (0,58 -10,19)
Néu phén tich theo kiéu bt cap két qua nhu sau:

Bang 12.9 Két qua cua vi du vé nghién ciru bénh-chiing c6 bt cip

Céc ddi chimg bat cap
0 1 2
Ca bénh c6 mang yéu t6 nguy co 6 2 2
Ca bénh KHONG c6 mang yéu to nguy co 6 4 5

R
or ;(R+l—z)><li,i_1 _2+1-Dx6+(2+1-2)x2 _
iiXF | 1x4+2x%x5

i=1

1

C6 thé dung WinEpiscope bang cach chon menu “Analysis”, “Analysis matched

case-control”
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Analysis of Matched Case-Control #1 =10} x|
"~ Input of DATA: i
Controls
B [ 4 [ 2 [ & [ a4 |- Level of
_1lEsp. |D 0 Confidence
i Maor Expl 0 0
ReplEm.__|6 2 2 90 %
Mar Expl6 4 5 595 %
R-3lEe__|0 0 0 0 975 %
Mar Exp| 0 0 0 0 Co9%
R-4lE__|0 0 0 0 0 995 %
Mar Expl 0 1] a 1 1]
Exp. |0 ] a 1 ] 1]
R=5
Mar Expl 0 i a 1 1] 1
~RESULTS:
[ldlds Ratia [0R) |1 o0 Confidence Limits of Odds Hatio
Attributable propor. amang expozed: iﬁ.l:ll:ll:l Lower Lim.  Upper Lim,
Attributable propartion: | 0.000 Logarithmic appros. | 0.404 | 2478
2
D Calculate ¥ Close 1 Approzimation | 1.000 ! 1.000

Hinh 12.5 Két qua xtr Iy nghién ctru bénh-chimg c6 bét cap bang WinEpiscope

Dic biét khi bat ‘cap doi (pair matching), nghia la cir mét ca bénh s€ dugc lay
mot ddi ching c6 cting yéu t6 nhidu, cong thire tinh OR sé& nhu sau:

Bang 12.10 Bang tong hop cho nghién ctru bénh-ching bt cap doi

Déi ching
E(+) E(-)
Ca bénh E () a b
E(-) C d

(2) Phwong phép phén tich phan ting (stratification)

Puogc thuc hién tl}eo ’céngNthl'Ic Mal}tel-Haenszel. ‘Gié‘sﬁ: khéo sat chia sb ljéu
theo timg nhom tha theo yeu t6 nhicu (phén tang) thanh nhidu tang (vi du theo ltra tudi).
O moi tang, chung ta déu c6 thé tong hop lai thanh dang bang 2x2.

Bang 12.9 Bang tong hop phan bd phan tang

Tiép xuc yéu to nguy co Khong tiép xac  Tong cong

Bénh A; B; My
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Khong bénh  C; Di My;

Nli NOi Ti

ORwmu = [Z(ADy/T))/[Z(BiCy/T))]
va RRMH = (EAiN()i/ Ti)/ (ZBiNli/ Ti)
Viéc tinh khoang bién dong ciia cac chi s6 nay kha phuc tap, c6 thé dung

WinEpiscope dé tinh mot cach dé dang. Dua theo két qua cua vi du phan 5.3 (Bang
12.5), OR hiéu chinh c6 thé dugc tinh nhu sau:

ORwmu = [Z(ADYT)/[Z(BiCi/Ti)] =
[(5%135/200)+(45%35/200)]/[(15x45/200)+(15x105/200)] = 1

Trong WinEpiscope, vao menu “Analysis”, chon “Analysis of stratified case-control
study”.

3 Analysis of Stratified Case-Control #6 _ o ] |

— Input of DATA:

Cases Controls CLE]:fl:?l of
Shiatum Exp. | Mon Exp. Exp. | Mon Exp. | Total B EHES
1 ) 15 45 135 200
a0 %
2 45 15 105 L] 200 & gg ;
3 0 0 1] 0 i 97 5"3,
4 ] 1] ] 1] i a9 % *
5 i i ] i i £
i o
G 0 0 0 0 0 490
7 0 0 0 0 0 =
g o 0 0 0 0 || Calculate
3 0 0 0 0 0
1 a o 1 o a X Cloze
Tatal |50 [30 [150 [170 401
—RESULTS: Odds Ratio and Confidence Limits
L ogarithmic approx. ]’_'d Approximation
OR Lower Lim. UpperLim. | Lower Lim.  Upper Lim: X
Crude 1889 [ 1142 [ 3124 [1708 [ 2088 | 12458 |
| Pooled [Direct] 1.000 0557 1.7594
Pooled [MantelH) 1.000 0557 1.794 Error Errar 0.000;
Statum (1 >/ [ 1000 0344 2 90 1.000 1.000 2 701

Breslow-Day test for homogeneity of OR's across strata using MH-0R:

Hinh 12.6 Két qua xtr Iy nghién ctru bénh-chimg c6 phan ting bang WinEpiscope

(3) Phwrong phép phan tich da bién (multivariable analysis): s& duoc dé cap o chuong
sau.
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