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MO PAU

Bénh mach vanh va bénh phdi tac nghén man tinh 13 hai bénh Iy
hang dAu trong cac nguyén nhan gay tir vong trén toan thé gidi trong d6
dac biét 1a bénh phoi tic nghén man tinh 1 bénh 1y duy nhét trong 10
bénh Iy hang dau ma ty 1¢ mac bénh van con tiép tuc gia tang.

Ca bénh mach vanh va bénh phéi tac nghén man tinh cé cung
cac yéu td nguy co quan trong nhu théi quen hut thude 14, tudi gia
tang va déu 1a bénh 1y viém man tinh. Nhiéu nghién ctru thdy c6 phdi
hop bénh phéi tac nghén man tinh trén cac bénh nhan c6 bénh mach
vanh va nguoc lai. Tinh trang hat thudc 14 va viém hé thong mirc do
thdp dugc coi la co ché chinh gin két giita hai bénh 1y nay.

C6 nhiéu nghién ctru vé vai tro ctia cac yéu to viém hs-CRP,
TNF-a trén bénh nhan bénh mach vanh ciing nhu trén bénh phdi tic
ngh&n man tinh. Tuy nhién, it c6 tai liéu v& cac yéu t6 chi diém viém
nay trén cac bénh nhan c6 bénh 1y phdi hop cua ca bénh mach vanh
va bénh phdi tic nghén man tinh. Do d6, chung toi tién hanh nghién
ctru d& tai “Nghién ctru nong d6 hs-CRP va TNF-o huyét thanh &
bénh nhén bénh mach vanh c6 hay khong c6 bénh phdi tic nghén
man tinh” v&i cac muc tiéu:

1. Xdc dinh né‘ng do hs-CRP va TNF-a ¢ ba nhom bénh
mach vanh, bénh mach vanh kem bénh ph(fi tdc nghén man tinh va
nhém bénh phéi tic nghén man tinh.

2. Khdo sdat moi lién quan va twong quan giita hs-CRP va
TNF-a ¢ cdc nhém bénh nhdn trén véi mét so yéu té nguy co, FEVI
va mike do ton thiwong mach vanh theo thang diém Gensini.

- Y nghia khoa hoc va tinh thyec tién ciia luin 4n
+Y nghia khoa hoc
Qua nghién ciru hs-CRP va TNF-o s& cung cap thém céac

thong tin mdi vé ndng dd cac chét gdy viém hé théng nay trén bénh



nhan bénh mach vanh ¢ bénh phdi tic nghén man tinh, bénh mach
vanh va bénh phdi tic nghén man tinh. Pong thoi, nghién ciru nay
cling gitp danh gia cac mdi lién quan cua ton thuong hé dong mach
vanh khi ¢6 hién dién ctia bénh phoi tic nghén man tinh.
+Y nghia thye tién

Xét nghi€ém hs-CRP va TNF-q trén bénh nhan bénh mach vanh,
bénh mach vanh ¢6 bénh phéi tic nghén man tinh, ciing nhu bénh phoi
tac nghén man tinh nham gitp danh gia mirc d6 viém hé thong. Qua d6
gop phan danh gia tinh trang ning va phong cac bién chimg ciia bénh
mach vanh c6 hay khong c6 bénh phéi tic nghén man tinh.
Pong gop méi cua luin an:

La luan an dau tién tai Viét Nam nghién ctru phdi hop hai chat
chi diém sinh hoc hs-CRP va TNF-a. gilip cung cip mot cai nhin
tuong ddi toan dién vé viém hé théng trong bénh mach vanh c¢6 bénh
phéi tic ngh&n man tinh.

Céu tric ciia luin 4n:

GOm 122 trang; trong d6 Dit van dé 3 trang; Tong quan tai liéu
41 trang; Dbi tuong va phuong phap nghién ciru 16 trang; Két qua
nghién ctru 22 trang; Ban ludn 31 trang; Két luan va Kién nghi: 4
trang. Luén an c6 34 bang, 8 biéu do, 8 hinh va 1 so dd. Luén an ¢
170 tai liéu tham khao, trong d6 c6 19 tai liu tiéng Viét va 151 tai

lidu tiéng Anh.



Chuong 1. TONG QUAN

1.1 MOI LIEN QUAN GIUA BENH PHOI TAC NGHEN MAN
TINH VA BENH MACH VANH

BPTNMT va bénh tim thiéu mau cuc bd 1a hai nguyén nhan
hang du cua nhap vién va tr vong & Bic My. Ca hai bénh Iy nay
chiém > 60% cac truong hop tir vong c6 lién quan voi HTL.
BPTNMT dugc coi 12 yéu t6 nguy co ciia BMV. Nghién ctru cia Lies
Lahousse va cs trén 253 bénh nhan BPTNMT cho théy cac bénh nhan
BPTNMT c6 gia ting d6 diy cta 16p ndi-trung mac dong mach canh
va mang xo vira it on dinh hon. Khoi thudc 14 ¢é vai tro quan trong
trong khoi dong qua trinh viém 6 cac bénh nhan BPTNMT. Viém
khong chi 1a yéu t6 bénh sinh chinh gy BPTNMT ma con 1a mot
thanh phan sinh 1y bénh quan trong trong viéc hinh thanh XVDM.
Viém hé thong muc do thap anh hudng ca trén cac té bao ndi md tim
mach va trén dudng din khi ciing nhu nhu mé phdi. Nghién ctru cho
thiy viém hé théng c6 twong quan nghich vé&i chirc niang phdi va
giam FEV1 c6 nguy co gia ting xo vita ddng mach. Ngoai ra, cac
thay d6i sinh 1y bénh cia BPTNMT ciing c6 thé anh hudng tryc tiép
1én chirc nang tim mach.
1.1.1 Tan suét lién quan giita bénh phéi tic nghén man tinh va
bénh mach vanh
1.1.1.1 Tén sudt bénh mach vanh trén cdc bénh nhén cé bénh phéi
tic nghén man tinh

Céac bénh nhan bi BPTNMT c6 tin suét cao bj bénh tim thiéu

mau cuc bd. Pilar de Lucas-Ramos va cs thuc hién nghién ctru da
trung tam trén 1200 bénh nhan BPTNMT va 300 d6i twong 1am nhom
chimg. Két qua: so voi nhém chimg, cac bénh nhan bi BPTNMT c6
tan sudt cao hon dang ké cua bénh tim thiéu mau cuc bd (12,5% so
voi 4,7%; p < 0,001).



1.1.1.2 Tén sudt bénh phéi tic nghén man tinh trén cdc bénh nhén
co bénh mach vanh

Nghién ciru SPRINT trén cac bénh nhan sau giai doan cép
ctia nhdi mau co tim cho ty 16 BPTNMT la 7% trong khi két qua
nghién ctru PREMIER ciing trén cic bénh nhan séng s6t sau nhdi
mau co tim nhung tiéu chuén ap dung khong loai trir dugc bénh hen
thi cho ty 1€ 1é€n dén 15,6%. Bursi nghién ctu trén cac bénh nhan co
nhdi mau co tim 1an d4u va loai trir hen cho ty 1¢ BPTNMT la 12%.
Soriano J.B. bao c4o tan sut cia BPTNMT la 33,6% trong s6 119 bénh
nhan bénh mach vanh. AlaEldin H. Ahmed thuc hién nghién ctru tim
BPTNMT trén 59 bénh nhan c6 BMV. Két qua 1a c6 dén 44% bénh
nhén bi BMV ¢6 BPTNMT di kém.

1.1.2. Cac 4nh huéng ciia viém hé théng trén dong mach vanh va
trén phdi

Xo vira dong mach cing chia sé nhiéu co ché viém nhu trong
BPTNMT. Qua trinh bénh 1y giy ra do cac chét trung gian giy viém
& dong mach ciia XVDM véi ¢ phdi trong BPTNMT gidng nhau.
Ciing nhu trong XVDM, tdi cdu trac duong dan khi va hay hoai nhu
mb phdi co thé do cac co ché viém tai chd va viém hé thong. Khoi
dau, c6 su gia ting dap tng mién dich qua ting phong thich cac
cytokin nhu TNF-a va céc interleukin, cac dai thyc bao va bach cau
trung tinh tap trung tai ving viém. Qua trinh viém giy ting tiét dam,
hty hoai nhu mé phdi gy khi phé thiing, xo hoa quanh tiéu phé
quan, day va tai cdu tric duong din khi, giam kha ning thanh loc
chat nhdy va pha v& hang rao bao vé 16p biéu mé.

O giai doan sau, cac thay ddi & nhu mé phdi va duong din
khi nhu ly gidi protein va thodi bién chat nén ngoai bao cho cac biéu
hién gidng nhu trong XVDM. O phdi, ly giai protein giy khi phé
thiing con trong XVDM gay ntrt v& bao sgi cia mang xo vita.



Do d6, tinh trang viém man tinh ciing nhu tinh trang ton
thuong va stra chita mo tai di tai lai xay ra & cac cdc mach mau cua
tim va & nhu md phoi. Tién trinh nay gay ra hinh thanh, phat trién va
v mang xo vita trong bénh tim thiéu mau cuc bo va giy gi6i han luu
luong khi va viém phé quan man trong BPTNMT.

1.1.3 Céc chit chi diém viém trong tuin hoan trong bénh phéi tic
nghén man tinh va bénh mach vanh Trong ca BPTNMT va BMV
c¢6 chung co s& bénh 1y 1a su gia ting trong huyét twong néng do cua
c4c protein pha cip va cac chét chi diém viém nhu bach ciu, CRP,
TNF-a., cac interleukin 6, 7, 8 va fibrinogen.

Chuong 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1 POI TUQNG NGHIEN CUU
2.1.1 Tiéu chuin chon bénh

Dbi tuong nghién ciru 1a 193 nguodi dd dugc chup dong
mach vanh tai Vién tim, Bénh vién Thdng Nhat va bénh vién Nhan
dan 115. Cac bénh nhan dugc chia thanh 4 nhom:
2.1.1.1 Nhém bénh mach vanh c¢é bénh phéi tic nghén man tinh:co
33 bénh nhan.
2.1.1.2 Nhom bénh mach vanh: ¢ 86 bénh nhan.
2.1.1.3 Nhém bénh phéi tic nghén man tinh: c6 21 bénh nhan.
2.1.1.4 Nhom chirng: ¢6 53 bénh nhan.

2.1.2 Tiéu chuin chin doan bénh
2.1.2.1 Tiéu chudn chén doan bénh mach vanh
+ Ton thwong dong mach vanh cé ¥ nghia

Tén thuong dong mach vanh c6 y nghia khi c¢6 tén thuong xo
vita gdy hep it nhit > 70% ciia mot nhanh dong mach vanh hoic
>50% cua than chung dong mach vanh trai.

+ Panh gia do nang cua bénh mach vanh theo thang diém Gensini
- Mirc d6 giam khéau kinh

o 25%- 1 diém; 50% - 2 diém; 75% - 4 diém.

o 90% - 8 diém; 99% - 16 diém; 100% - 32 diém.



- Vi tri mach vanh tén thuong

- D¢ nang cua ton thuong dong mach vanh

D0 nang cua ton thuong = Tong so cac diém ton thuong x HE s0.

2.1.2.2 Tiéu chudn chan dodn bénh ph(fi tac nghén man tinh: theo
GOLD 2010.
2.1.3 Tiéu chuén loai trir

Céc bénh nhan nhdi méau co tim hay dau thit nguc khong 6n
dinh: con dau nguc, khé tho, Pién tim c¢6 ST chénh 1én dong
hoc, tang men tim.
Céc bénh nhan dang c6 nhidm tring cap phat hién qua kham
lam sang hodc can lam sang.
Sét do cac nguyén nhan khac nhau.
Pang dugc diéu tri béng cac thude e ché mién djch.
Bénh ung thu da dugc chin doan hay nghi ngo.
Suy than, chin thuong hay tai bién mach méau nio duéi 3
thang. Tién cin ¢ bénh dai thao duong.
C6 cac bénh kém theo nhu viém khép, bénh hé thong. ..
Céc trudng hop chdng chi dinh do hé hap ky:

+ Moi bi nhoi mau co tim (trong vong 1 thang), ting

huyét 4p khong kiém soat hodc dot quy.
+ Ho ra mau luong trung binh hay nhiéu khong rd
nguyén nhan.

+ Dang bi hay nghi ngd ¢6 viém phéi, lao phdi.

+ Moi bi hay dang c6 tran khi mang phoi.

+ MGi phau thuat nguc, bung hay mat.
Céc bénh nhan khong dong y tham gia nghién ctru.

2.2 PHUONG PHAP NGHIEN CUU
2.2.1 Thiét ké nghién ciru

Nghién ciru mé ta cit ngang.



2.2.2 Cé miu nghién ciru
C& mau: theo cong thirc tinh ¢& mau wdc luong mot ty 18.
Cong thirc: p(1-p)

d2
p=0,28;1-p=0,72; « =5%; d=10% — n =78 bénh nhan.
(p=0,28 14 tAn suat cta bénh phdi tic nghén man tinh trén cac bénh
nhan c6 bénh mach vanh theo két qua nghién ctru ctia AlaEldin H.
Ahmed).
2.2.3 Cac budre tién hanh nghién ciru
2.2.3.1 Kham ldm sang
+ Thu thap cac hd so bénh 4n cia cac bénh nhan di duge chup dong
mach vanh, xdc dinh cac tiéu chuin chon bénh, tim cac tiéu chuin
loai trir nghién cuu.
+ Hoi bénh
- Tién can hut thudc 14
e S goi thude 14 bénh nhan hut trong mot ngay. SO géi tinh
bang sb diéu thude hit trong ngay chia 20.
e Sbnam hﬁ? thudc 14. ’ ,
e Tinh chi s0 goi — ndm = s goi hit trong ngay x sO nam hut
thuéc 14.
- Hoi va kham 1am sang tim cac tiéu chuan loai trir nghién ciru.
2.2.3.2: Chup mach vanh :
2.2.3.3. Phuwong phdp do chirc niing hé hip
Po ho hap ky bang may Koko, do hing san xuit nSpire
Health — USA ni voi may vi tinh. Hoi ching rdi loan thong khi tic
nghén: khi FEV1/FVC < 70% tri s6 1y thuyét. Dua vao % FEV1 so
v6i tri sb 1y thuyét dé danh gia do ning cia BPTNMT.



2.2.3.4 Dinh lwpng hs-CRP huyét thanh

Phuong phap: hs-CRP huyét thanh duogc dinh luong theo
phuong phap mién dich do do duc cia Tina-Quant hs-CRP. Xét
nghiém dugc thuc hién tai khoa sinh héa Bénh vién Nhan dan 115.

2.2.3.5 Dinh lwgng TNF- o huyét thanh

TNF-a dugc dinh lugng béng phuong phap mién dich hoa
phat quang (chemiluminescent immune — ILCA) véi chu trinh 1 1a 60
phut. Xét nghiém dugc thyc hién trén may Immulite 1000 System do
hang Siemens, Puc san xuét. Xét nghi€ém dugc thyc hién tai Khoa
sinh héa ciia Trung tdm chan doan Y khoa Hoa Héo thanh phd Ho
Chi Minh.
2.3 PHUONG PHAP XU LY SO LIEU NGHIEN CUU

Céc s6 liéu duge nhap vao mdy vi tinh va sir dung phan mém
thdng ké SPSS 17.0 for window.
2.4 PA0 PUC NGHIEN CUU

Nghién cuu duogc thuc hién thong qua Hoi déng khoa hoc
Truong Pai hoc Y Dugc Hué. Nghién ctru cling dugc chép thuén boi
Hoi ddng Y dirc ciia bénh vién Nhéan dan 115. Nghién ctru chi thuc
hién khi c6 sy dong y tham gia nghién ctru ctia cac bénh nhan.

CHUONG 3. KET QUA NGHIEN CUU

3.1 PAC PIEM CUA CAC NHOM NGHIEN CUU
3.1.1 Ty 1€ % bénh nhén trong cic nhém nghién ciru
Bang 3.1 Ty 1¢ % bénh nhén trong cdc nhom nghién ctru.

Nhom n Ty 1€ %
Chiing 53 27,46
BPTNMT 21 10,88
BMV 86 44,56
BMV+ BPTNMT 33 17,10
Tong cong 193 100,00

Nhém BMV chiém 44,56%; nhém BMV+ BPTNMT chiém 17,10%.




3.2 NONG PO hs-CRP VA TNF-a TRONG CAC NHOM
NGHIEN CUU

3.2.1 So sanh nong d9 hs-CRP ciia cic nhém nghién ctru

3.2.1.1 So sinh nong d¢ hs-CRP giita cic nhém bénh phéi tic
nghén man tinh, nhom bénh mach vanh va nhom bénh mach vanh
c6 bénh phoi tic nghén man tinh

Bang 3.22 Nong d6 hs-CRP trong cdc nhom nghién ctru

Nhém|  ching BPTNMT BMV BMV+
hs-CR n=53 n=21 n=86 BPTNMT n=33
X{+SD 2,38+2,58 | 4,18+394 | 9,91+ 1297 12,15+ 18,91
(mg/L)
Trung vi 1,30 3,20 4,54 5,20
(mg/L)
p (so v6&i nhom chung) <0,05 <0,001 <0,01

— C6 sy gia ting nong do cua hs-CRP trong cac nhom bénh
1y khao sat so vdi nhom ching (p<0,05).

— Nong do hs-CRP nhém BMV va BMV + BPTNMT cao hon
BPTNMT(p< 0,05), hsCRP nhém bénh phdi hop BMV+ BPTNMT cao
hon nhém BMV nhung su khéc biét chua c6 ¥ nghia thong ké (p > 0,05).
3.2.2 So sanh nong d9 TNF-o ciia cic nhoém nghién ciru
3.2.2.4 So sanh nong dp TNF-a giita cdac nhém bénh phéi tic
nghén man tinh, nhém bénh mach vanh va nhom bénh mach vanh
c6 bénh phéi tic nghén man tinh

Béng 3.23 Nong do TNF-a trong cac nhém nghién ciru

Nhém|  ching BPTNMT BMV BMV+
n=53 n=21 n=86 BPTNMT
TNF-o n=33
X+SD 18,84 38,62 28,35 33,26
(pg/ml) + x + +
8,67 24,29 29,07 18,60
Trung vi 16,8 29,60 21,00 26,10




(pg/ml) |
p (so véi nhom chirng) <0,05 <0,01 < 0,001

— C6 sy gia ting nong do cua TNF-o trong cac nhém bénh

1y khao sat so véi nhom ching (p< 0,05).
— Khoéng c6 su khac biét co y nghia théng ké vé ndng do
TNF-a gifta cac nhom bénh 1y khao sat (p >0,05).

3.3 KHAO SAT MOI LIEN QUAN VA TUONG QUAN GIUA
NONG PO hs-CRP VA TNF-a VOI CAC YEU TO NGUY CO,
PAC PIEM CUA BENH PHOI TAC NGHEN MAN TiNH,
BENH MACH VANH VA BENH MACH VANH CO BENH
PHOI TAC NGHEN MAN TiNH

3.3.2 Lién quan giira hs-CRP va TNF-o. véi tinh trang hit thudc 1a
Béng 3.26 Lién quan ndng do hs-CRP va TNF-o. véi hiit thude 14

HTL n X SD p
hs-CRP | khéng 65 5,27 8,19 < 0,05
(mg/L) | co 128 8,79 13,86
TNF-a | khong 65 20,72 12,11 <0,01
(pg/ml) | co 128 31,24 26,94

Nong d6 hs-CRP va TNF-o ¢6 lién quan v6i HTL (p<0,05) va p<0,01).
3.3.3 Twong quan giira hs-CRP va TNF-a v6i FEV1 ciia nhém
bénh phoi tic nghén man tinh

Bang 3.27 Tuong quan hs-CRP va TNF-a voi FEV1

Tuong quan FEV1 véi r p
(Spearman’s rho)
hs-CRP (mg/L) - 0,240 <0,05
TNF-a (pg/ml) - 0,531 <0,001

C6 mbi twong quan nghich giita ndng do hs-CRP va nong d6 TNF-o.
véi % FEV1 (p< 0,05).
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3.3.4 Tuong quan giira ndng dd hs-CRP va ndng dp TNF-a v6i dd
niing ciia bénh mach vanh theo thang diém Gensini & nhém bénh
mach vanh

Bang 3.28 Tuong quan ndng do hs-CRP va TNF-o véi d6 nang ciia
BMV theo thang diém Gensini ctia nhém BMV

Tuong quan voi Gensini r p
(Spearman’s rho)
hs-CRP (mg/L) 0,407 < 0,001
TNF-a (pg/ml) 0,208 <0,05

C6 mdi twong quan thuan giira nong do hs-CRP va nong do
TNF-a v6i d6 ning cua ton thwong mach vanh theo thang diém
Gensini (p< 0,05).
3.3.5 Twong quan giira ndng do hs-CRP va ndng d TNF-a véi dd
niing ciia bénh mach vanh theo thang diém Gensini & nhém bénh
mach vanh c¢é bénh phoi tic nghén man tinh
Bang 3.29 Tuong quan hs-CRP va TNF-a vé6i thang diém Gensini
trong nhom BMV + BPTNMT

Tuong quan thang diém Gensini v6i r p
(Spearman’s rho)
hs-CRP (mg/L) 0,402 < 0,001
TNF-a (pg/ml) 0,422 < 0,001

C6 moi twong quan thuan giira nong dé hs-CRP va nong do
TNF-o véi d6 ning cta ton thuong mach vanh theo thang diém
Gensini (p< 0,001).
3.3.6 Twong quan giita nong d9 hs-CRP va ndéng d9 TNF-a voi
FEV1 trong bénh mach vanh c¢é bénh phdi tic nghén man tinh
Bang 3.30 Twong quan giita ndng do hs-CRP va nong dd6 TNF-a voi
FEV1 trong bénh phéi téc nghén man tinh c6 bénh mach vanh

Tuong quan FEV1 r p
(Spearman’s rho)
hs-CRP (mg/L) - 0,394 < 0,001
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TNF-a (pg/ml) | - 0,503 < 0,001

C6 mdi twong quan nghich giira ndng do hs-CRP va néng do
TNF-a v6i % FEV1 (p< 0,001).
3.3.7 So sanh thang diém Gensini ciia nhém bénh phéi tic nghén man
tinh va nhém bénh mach vanh cé bénh phéi tic nghén man tinh
Bang 3.31 S6 diém Gensini ciia nhom BMV va nhém BMV+ BPTNMT

n BMV BMV+ BPTNMT P
86 33 > 0,05

X 27,59 33,66

SD 28,24 27,43

Thang diém Gensini trong nhém ph6i hop BMV+ BPTNMT
cao hon nhém BMV nhung khong c6 y nghia thong ké (p > 0,05).
3.3.8 Phén tich da bién véi cac yéu t6 nguy co kinh dién ciia bénh
mach vanh va cac yéu t6 nghién ciru (hs-CRP, TNF-a, BPTNMT)
véi bénh mach vanh
Bang 3.32 Phan tich da bién véi cac yéu td nguy co kinh dién cua
bénh mach vanh va cic yéu t6 nghién ctru (hs-CRP, TNF-a,
BPTNMT) véi bénh mach vanh

Yéu to BMV | BMV | OR | Khoang tin P
) @) cdy 95%
Hut thude 1a 69,2% | 30,8% | 3,27 | 1,22-874 |<0,05
BPTNMT 59,2% | 40,8% | 0,33 | 0,14-0,81 | <0,05
Gi6i (nit/ nam) 44,7% | 55,3% | 0,87 | 0,29-2,57 | >0,05
Tudi > 70 63,6% | 36,4% | 1,55| 0,68-353 |>0,05

Du:dnghuyétz 59,2% | 40,8% | 0,78 0,39-1,57 >0,05
5,6mmol/L

TG/HDL-c >3 67,5% | 32,5% | 2,32 1,14-4,71 <0,05

hs-CRP >3mgl/L 75% 25% | 3,28 1,65-6,52 <0,01

TNF-a >17pg/ml | 66,9% | 33,1% | 2,55 1,19-5,46 <0,05
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Nhian xét: Cac yéu td nguy co du bao BMV 1a:

Hut thude 14 (OR=3,27; 95%: 1,22-8,74; p<0,05)

BMTNMT (OR=0,33; 95%: 0,14-0,81; p<0,05)

Ty s6 TG/HDL-c >3 (OR=2,32; 95%: 1,14-4,71; p<0,05)
Nong do hs-CRP >3mg/L (OR=3,28; 95%: 1,65-6,52;
p<0,01)

Nong d6 TNF-a> 17pg/ml (OR=2,55; 95%: 1,19-5,46;
p<0,05)

3.3.9 Lién quan céc vi tri ddng mach vanh tén thwong giira nhém

bénh mach vanh va nhém bénh mach vanh c6 bénh phdi tic

nghén man tinh
Béng 3.32 Lién quan giita BPTNMT va nhanh mach vanh ton thuong

BPTNMT n p
khéng cd

Tén thuong | khong | 26 (30,20%) 11 (33,30%) | 37 > 0,05

nhanh LAD | ¢6 60 (69,80%) 22 (66,70%) | 82

Tén thuong | khong | 64 (74,40%) 21 (63,60%) | 85 > 0,05

nhanh LCx | ¢6 22 (25,60%) 12 (36,40%) | 34

Tén thuong | khéng | 48 (55,80%) 12 (36,40%) | 60 <0,05

nhanh RCA | ¢6 38 (44,20%) 21 (63,60%) | 59 (phép
kiém 1
duoi)

Tbng s6 86 (100%) 33 (100%) 119

Trong sb cac nhanh mach vanh ton thuong khong c6 su khac
biét vé ton thuong cac nhanh LAD, LCx giita cac bénh nhan bi BMV
khong c6 BPTNMT va cac bénh nhan bi BMV c¢6 kém BPTNMT.
Tuy nhién, c6 su khac biét vé vi tri ton thwong nhanh RCA giita cac
bénh nhan nay: Trong s6 33 bénh nhan bi BMV+ BPTNMT thi ¢ 21
bénh nhan (63,60%) c6 ton thuong & nhanh RCA so voi 38/86

(44,20%) bénh nhan bi BMV ma khong c6 BPTNMT (p< 0,05).

3.3.10 Lién quan s6 ton thwong mach vanh giira nh6m bé¢nh mach

vanh va nhém bénh mach vanh c¢6é bénh phéi tic nghén man tinh
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Bang 3.33 Lién quan BPTNMT v&i sb mach vanh ton thuong.

S6 nhanh mach vanh | Tong s6 p
1 > 2
BPTNMT | Khoéng 60 26 86 < 0,05
(69,80%) | (30,20%) | (100%)
Co 15 18 33
(45,50%) | (54,50%) | (100%)
Tong s6 75 44 119

— Cac bénh nhan bi BMV ¢6 kém BPTNMT c6 khuynh hudéng
t6n thuong nhidu nhanh mach vanh hon (OR=2,77; 1,21- 6,32).

— Trong 86 truong hop BMV khong c6 BPTNMT thi co6 26
truong hop c6 tén thwong tir > 2 nhanh mach vanh nhung trong 33
truong hop BPTNMT+BMYV thi ¢6 18 bénh nhan c6 ton thuong tir > 2
nhanh mach vanh (30,20% so vai 54,50%; p< 0,05). Trung binh, mdi
bénh nhan trong nhom BMV ¢6 ton thuong 1,39 nhanh trong khi mdi
bénh nhan trong nhém BMV+ BPTNMT c¢6 ton thuong 1,66 nhanh.

CHUONG 4 BAN LUAN
4.2 NONG PO hs-CRP VA TNF-a TRONG CAC NHOM
NGHIEN CUU
4.2.1 So sanh nong d9 hs-CRP ciia cic nhém nghién ctru
4.2.1.1 So sanh nong dp hs-CRP giita nhom binh thwong véi nhém
bénh phoi tic nghén man tinh

Nong d6 hs-CRP trung binh trong nhém BPTNMT cao hon
dang ké so v6i ndng do hs-CRP ciia nhém ching (4,18 + 3,94 mg/L
so voi 2,38 £ 2,58mg/L; p= 0,033). Khong c6 khac biét co y nghia
thong ké vé nong do hs-CRP giita giai doan nhe — trung binh véi
ning — rat nang (p> 0,05).

Nong d6 hs-CRP trong nhém BPTNMT cua chung toi ciing
gidng voi ndng do hs-CRP trong nghién ciru clia Sarya Marevie 1a
3,9 mg/L (3,9 — 4,9), ciia Anup N. Nillawar la 4,6 mg/L; cua Surya P
Bhatt 1a 4,59mg/L va ctia V M Pinto-Plata 1a 5,03mg/L.
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4.2.1.2 So sanh nong dé hs-CRP giita nhém binh thuwong véi nhom
bénh mach vanh

Nong d6 hs-CRP trung binh trong nhém BMV 1a 9,91 +
12,97mg/1, cao hon dang ké so v&i nhém ching (p< 0,001).

Két qua hs-CRP trong nhom BMYV ciia nghién ctru gidng véi két qua
vé ndng do hs-CRP trong nghién ciru cia Mahalle N. va cs (9,91mg/L so
voi 11,7mg/L; p> 0,05) va nhom dau thit nguc on dinh (9,91mg/L +
12,97 so v6i 7,79 +5,15mg/L; p>0,05) nhung thip hon so v&i ndng do hs-
CRP ctia nhom dau thit nguc khong 6n dinh trong nghién ciru cia
Nguyén Minh Btic (9,91mg/L so véi 12,8mg/L; p<0,05).

So voi két qua cua tac gia Pham Trung Ha, nong do hs-CRP
trong nghién ciru cao hon két qua hs-CRP trong nhém bénh tim thiéu
mau cuc by man tinh (9,91mg/L so voi 3,89mg/L; p< 0,01) nhung
thap hon so véi nhém bénh nhan bi nhdi mau co tim cap (9,91mg/L
so voi 28,01mg/L; p< 0,001). Két qua hs-CRP cia ching t6i ciing
thip hon so v6i két qua cua Nguyén Pirc Khanh (9,91mg/L so véi
42,96mg/L; p< 0,001). Su khac biét 1a do cac dbi tuong BMV clia
nghién ctru 13 cac bénh nhan khéng c6 nhdi mau co tim cap.
4.2.1.3 So sanh nong dp hs-CRP giita nhém bénh phoi tic nghén
man tinh c6 bénh mach vanh véi nhom binh thuwong, nhom
BPTNMT va nhom bénh mach vanh

Nong do hs-CRP trong nhom BPTNMT+BMV cao hon so
v6i nhom chung (12,15mg/L so voi 2,38mg/L; p< 0,01) va nhém
BPTNMT (12,15mg/L so vai 4,18mg/L; p< 0,05). Tuy nhién, so voi
nhom BMV thi sy khac biét khéng c6 c6 y nghia théng ké
(12,15mg/L so v6i 9,91mg/L; p> 0,05).

4.2.2 So sanh nong d9 TNF-o ciia cic nhoém nghién ciru
4.2.2.1 So sanh nong dp TNF-a giita nhém chitng véi nhom bénh
phéi tic nghén man tinh

Nong d6 TNF-o trung binh trong nhém BPTNMT la
38,62pg/ml va sy khac biét c6 ¥ nghia thong ké so véi ndng do TNF-
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o trong nhom chimg (p< 0,05). Két qua nong do TNF-a. trong nhém
BPTNMT cua chiing t6i ciing gidng v6i két qua nghién ctru ctia Fisun
Karadag va cs trén 35 bénh nhan ¢6 BPTNMT 6n dinh (38,62pg/ml
so voi 32,87pg/ml; p> 0,05). Nghién ctru ciia Suzana E Tanni trén 77
bénh nhan BPTNMT ciing thdy c6 gia ting nong d6 cia TNF-o. so
v6i nhoém chung (4,8pg/ml so voi 3,7pg/ml; p< 0,05).

4.2.2.2 So sanh nong dp TNF-a giita nhém chitng véi nhém bénh
mach vanh

Nong do trung binh ciia TNF-o. trong nhém BMV ciia nghién
ciru chung t61 la 28,35pg/ml, gia ting so voi nhdém ching la
18,84pg/ml (p< 0,01).

Néng do trung binh cia TNF-o. trong nhém BMV cta nghién
ctru khong khéc biét c6 y nghia thong ké véi nong @6 TNF-o. trong nghién
ctru cua Mahalle N. va cs (28,35pg/ml so véi 25,3pg/ml; p> 0,05).
4.2.2.3 So sinh nong dp TNF-a giita nhém bénh mach vanh co
bénh phoi tic nghén man tinh véi nhém chirng, nhém bénh phoi
tic nghén man tinh va nhém bénh mach vanh

Nong do TNF-o. trong nhém BMV+ BPTNMT cao hon so

v6i nong dd TNF-o. ctia nhém chimg (33,26pg/ml so véi 18,84pg/ml;
p< 0,001). Tuy nhién, khong co khac biét co ¥ nghia thong ké vé
nong do cia TNF-o gitta nhom BMV+ BPTNMT véi nhém
BPTNMT (33,26pg/ml so véi 38,61pg/ml; p> 0,05). Nong d6 TNF-a
trong nhém BMV+ BPTNMT cao hon so véi ndng d6 ciia TNF-a
trong nhom BMV nhung khong ¢ y nghia théng ké (33,26pg/ml so
v6i 28,35pg/ml; p> 0,05).
4.3 KHAO SAT MOI LIEN QUAN VA TUONG QUAN GIUA
NONG PO hs-CRP VA TNF-a VOI CAC YEU TO NGUY CO,
PAC PIEM CUA BENH PHOI TAC NGHEN MAN TiNH,
BENH MACH VANH
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4.3.2 Twong quan giita hs-CRP va TNF-a v6i FEV1 ciia nhém
bénh phéi tic nghén man tinh

Két qua nghién ciru cho thdy c6 mdi twong quan nghich giira
néng d6 cua hs-CRP voi FEV1 (hé ) twong quan r = - 0,240; p <
0,05) ciing nhu giita ndng d6 cua TNF-a v6i FEV1 (hé sé twong
guanr=-0,531; p <0,001).

Mohammad Shameem va cs nghién ctu sy két hop gitta
néng dd CRP va cac chét chi diém du doan tién luong ctia bénh nhan
BPTNMT trén 50 bénh nhan ghi nhan néng d6 CRP cé tuong quan
nghich v6i FEV1 (hé sé twong quan r = - 0,736; p< 0,001) nhung
khong co twong quan véi tudi ctia bénh nhan (p> 0,05). Alavi SA. va
cs nghién ctru trén 160 bénh nhan BPTNMT ciing thiy c6 trong quan
nghich giita ndng d6 hs-CRP va FEV 1 (hé s6 tuong quan r = - 0,392;
p< 0,001). Abdelsadek H. Al-Aarag va cs nghién ctru ndng d6 CRP
trén 40 bénh nhan BPTNMT thay nong do CRP gia ting dang ké trén
nhom BPTNMT (31,09 mg/l so véi 6mg/dl) va c6 tuong quan nghich
v6i FEV1 (hé s6 tuong quan r = - 0,61; p < 0,001).

4.3.3 Twong quan giira ndng do hs-CRP va ndng d TNF-a véi dd
ning ciia bénh mach vanh theo thang diém Gensini & nhém bénh
mach vanh

C6 mdi twong quan thuan giita ndng do hs-CRP véi thang diém
Gensini trong nhom BMV (r = 0,407, p< 0,001) cling nhu tuong quan
thuan giita nong d6 TNF-ou v6i diém Gensini (r = 0,208; p< 0,05).

Mdi tuong quan thuan giita ndng d¢ hs-CRP voéi mirc do
trdm trong cla ton thuong dong mach vanh di dwoc ghi nhan qua két
qua ctia nhidu nghién ctru nhu nghién ctru cta Lé thi Bich Thudn (r =
0,256); nghién ctru ciia Nguyén Minh Puc (r = 0,574; r = 0,516 dbi
v6i hoi chimg vanh cép va r = 0,756 dbi voi dau thit nguc 6n dinh);
nghién ctru cia Nguyén Pirc Khéanh (r = 0,546; p< 0,001).

Israel Gotsman va cs nghién ctu trén 201 bénh nhan dugc
chup dong mach vanh ciing cho thiy c6 mbi trong quan thuan giita
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noéng d6 TNF-a v6i thang diém Gensini (r = 0,23 trong d6 r = 0,26
ddi véi cac bénh nhan BMV 6n dinh va r = 0,15 ddi véi cdc bénh
nhan c6 hoi chimg vanh cép; p < 0,05).
4.3.4 Twong quan giira nong do hs-CRP va nong do TNF-o, véi do
niing ciia bénh mach vanh theo thang diém Gensini & nhém bénh
mach vanh c¢é bénh phoi tic nghén man tinh

C6 mbi twong quan thuan giita thang diém Gensini v6i ndng
d6 ciia hs-CRP & nhom BMV+ BPTNMT (hé sb tuong quan r =
0,408; p< 0,001) va v6i nong do TNF-a (r = 0,386; p < 0,001). C6
tuong quan thuan vé ndng do cua hs-CRP va nong d6 TNF-a trong
nghién ctru (r = 0,327; p< 0,05).
4.3.5 So sanh thang diém Gensini ciia nhém bénh mach vanh va
nhém bénh mach vanh c6 bénh phdi tic nghén man tinh

Thang diém Gensini trong nhom BMV+ BPTNMT cao hon
thang diém Gensini trong nhém BMV nhung khong c6 y nghia thong
ké (33,66 + 27,43 so v6i 27,59 + 28,24; p> 0,05).
4.3.6 Phan tich da bién véi cac yéu to nguy co kinh dién ciia bénh
mach vanh va cac yéu td nghién ctru (hs-CRP, TNF-a,, BPTNMT)

hs-CRP, TNF-a. va BPTNMT cho du bao bénh mach vanh
cho thiy: hat thudc 14 (OR=3,27, 95%: 122-8,74; p<0,05);
BMTNMT (OR=0,33; 95%: 0,14-0,81; p<0,05); ty s6 TG/HDL-c >3
(OR=2,32; 95%: 1,14-4,71; p<0,05); néng dd hs-CRP >3mg/L
(OR=3,28; 95%: 1,65-6,52; p<0,01) va néng dd TNF-o> 17pg/ml
(OR=2,55; 95%: 1,19-5,46; p<0,05)
4.3.7 So sanh céc giai doan ciia bénh phdi tic nghén man tinh
giita 2 nhém bénh phéi tic nghén man tinh va nhém bénh mach
vanh c6 bénh phéi tic nghén man tinh

Trong nhom BPTNMT, 76,20% bénh nhan thudc giai doan

nhe-trung binh; 23,80% thudc giai doan nang-rét nang. Trong nhém
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BMV+ BPTNMT, 78,80% bénh nhan thudc giai doan nhe-trung binh
va 21,20% bénh nhan thudc giai doan ning-rit niang. Khdng cé su
khac biét co y nghia thong ké vé giai doan bénh cia BPTNMT giira 2
nhém BPTNMT va nhéom BMV+ BPTNMT (p> 0,05).
4.3.8 So sanh cdc vi tri dong mach vanh ton thwong giira nhém
bénh mach vanh va nhém bénh mach vanh c6 bénh phdi tic
nghén man tinh

Két qua nghién ctru cho thiy su khac biét khong c6 ¥ nghia
théng ké vé vi tri dong mach vanh bi ton thuong gitra cdc bénh nhan
BMV+ BPTNMT so vdi cac bénh nhan bi BMV ¢ cac nhanh LAD
(p> 0,05) va ¢ vi tri LCx (p> 0,05). Tuy nhién, c6 sy khac biét co y
nghia thong ké vé vi tri t6n thuong nhanh RCA giita cic bénh nhan
nay: trong s6 33 bénh nhan bji BMV+ BPTNMT thi ¢6 21 bénh nhan
(63,60%) co ton thuong & nhanh RCA so véi 38/86 (44,20%) bénh
nhan bi BMV ma khong c6 BPTNMT.
4.3.8 So sanh sb ton thwong mach vanh giira nhém bénh mach
vanh va nhém bénh phéi tic nghén man tinh ¢é bénh mach vanh

Trong nhom BMV, ton thuong mot nhanh dong mach vanh
chiém da sb voi 69,80% (60/86); ton thuong > 2 nhanh dong mach
vanh chiém 30,20% (26/85). Trong nhém BMV+ BPTNMT, ton
thwong 1 nhanh chi chiém 45,50% (15/33) trong khi ton thuong > 2
nhanh dong mach vanh chiém 54,50% (18/33). Trung binh m&i bénh
nhan trong nhom BMV ¢6 ton thuong 1,39 nhanh dong mach vanh
trong khi mdi bénh nhan trong nhém BMV+ BPTNMT ¢6 ton thuong
trung binh 1,66 nhanh va sy khac biét nay c6 ¥ nghia théng ké (p<
0,05). Nhu vay, sy hién dién d(‘Sng thoi cia BPTNMT trong BMV
lam gia ting nguy co ton thuong s nhdnh mach vanh (OR=2,77;
khoang tin cdy 95%: 1,21 — 6,32). Xiao Lei Zhang va cs ciing ghi
nhan cdc bénh nhan BMV c6 kém BPTNMT cé tdn thuong 2,33
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nhanh dong mach vanh. Két qua nghién ciru cia Ramazan Topsakal
va cs ciing cho thdy 1a so v6i nhém BMYV, cic nhom BMV+
BPTNMT c¢6 s6 nhanh mach vanh ton thuong nhiéu hon (2,5 nhanh
so v&i 2,1 nhanh; p<0,01).

KET LUAN
1-Nong d9 hs-CRP va TNF-a. trong cac nhém bénh ly
1.1-Nong dp hs-CRP trong cdc nhém bénh Iy gia ting so véi nhom
chirng
-Nong d6 hs-CRP trong cac nhom bénh 1y gia ting so voi nhom
chung

Nhom bénh mach vanh: 9,91 + 12,97mg/L ( trung vi 4,54
mg/L); nhém bénh mach vanh + bénh phdi tic nghén man tinh:
12,15 + 18,91mg/L( trung vi 5,20 mg/L) va nhom bénh phdi tic
nghén man tinh: 4,18 £+ 3,92 mg/L (trung vi 3,20 mg/L) so vdi
nhom chimg: 2,38 + 2,57mg/L(trung vi 1,30 mg/L)

Néng d0 hs-CRP nhém bénh mach vanh va nhom bénh
mach vanh + bénh phdi tic nghén man tinh cao hon nhém bénh
phéi tic ngh&n man tinh. Néng do hs-CRP nhém bénh mach
vanh thip hon so v6i nhom bénh mach vanh + bénh phdi tic
nghén man tinh, tuy nhién su khac biét chua cé cé y nghia
thong ké.
1.2-Nong dg TNF-a trong cdc nhém bénh Iy gia ting so véi nhom
chirng:

Nhom bénh mach vanh: 28,35 + 29,07pg/ml (trung vi
21,00pg/mL); nhém bénh mach vanh + bénh phdi tic nghén
man tinh: 33,26 + 18,60pg/ml ( trung vi 26,10 pg/mL) va nhom
bénh phdi tic nghén man tinh: 38,62+ 24,29pg/ml (trung vi
29,60 pg/mL) déu cao hon so v&i nhéom chung: 18,84+
8,67pg/ml; ( p<0,01).

20



TNF-a cia nhém BPTNMT cao hon so véi nhém BMV va
BMV+ BPTNMT, TNF-a cua nhom BMV + BPTNMT cao
hon so v&i nhéom BMV don thuan , tuy nhién sy khac biét chua
¢6 y nghia thong keé.
2-Méi lién quan va twong quan hs-CRP va TNF-a véi cac dic
diém bénh ly:

2.1. Lién quan hiit thuéc ld véi hs-CRP va TNF-c.

Nguoi hat thube 14 ¢6 gia ting dang ké ndng d6 hs-CRP
(5,27 £ 12,11mg/L so v6i 8,79 + 13,86mg/L; p<0,05) va TNF-
o trong mau (20,72 £ 12,11pg/ml so vai 31,24 + 26,94pg/ml;
p<0,01).

2.2. Lién quan chirc nang théong khi phéi (FEVI) va thang
diém Gensini (tim mach ) véi hs-CRP va TNF-q:

- Nhom bénh mach vanh + bénh phdi tic nghén man tinh:

C6 mdi tuong quan nghich gitra FEV1 v6i nong d6 hs-CRP
(r= - 0,394; p<0,001) va ndong 6 TNF-a. (r = - 0,503; p<0,001).

Co mdi tuong quan thudn gitta d0 nang ctia bénh mach
vanh theo thang diém Gensini véi n@)ng do hs-CRP (r = 0,402;
p<0,001) va v&i ndng do TNF-o. (r = 0,422; p<0,001).

-Nhom bénh mach vanh: Cé mbi twong quan thuan gitra do
ning ctia bénh mach vanh theo thang diém Gensini véi ndng do
hs-CRP (= 0,407; p<0,001) va v&i ndong do TNF-o (r= 0,208;
p<0,05).
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- Nhom bénh phdi tic nghén man tinh: C6 mdi trong quan
nghich gitta FEV1 véi né)ng dd hs-CRP (r= - 0,240; p<0,05) va
ndéng d6 TNF-o (r= - 0,531; p<0,001).

2.3. Phan tich da bién vdi cac yéu td nguy co kinh dién ciia bénh
mach vanh va cac yéu t6 nghién ciru (hs-CRP, TNF-a, BPTNMT)
trong dy bao bénh mach vanh

+ Huat thude 14 (OR=3,27; 95%: 1,22-8,74; p<0,05)

+ BMTNMT (OR=0,33; 95%: 0,14-0,81; p<0,05)

+ Ty sb TG/HDL-c >3 (OR=2,32; 95%: 1,14-4,71; p<0,05)

+ Nong d6 hs-CRP >3mg/L (OR=3,28; 95%: 1,65-6,52;

p<0,01)

+ Nong d6 TNF-o> 17pg/ml (OR=2,55; 95%: 1,19-5,46;

p<0,05)
2.4. Vi tri mach vanh ton thuong gitta nhom bénh mach

vanh va nhom bénh mach vanh + bénh phéi tac nghén man
tinh: khong c6 su khac biét vé ton thwong cac nhanh LAD, LCx
nhung ¢ su khac biét vé vi tri ton thuong nhanh RCA: cac bn
bénh mach vanh + bénh phéi tac nghén man tinh c6 ton thuong
nhanh RCA nhiéu hon (63,6% so v6i 44,2%; p< 0,05)

2.5. S6 nhanh mach vanh t6n thuong giita nhom bénh mach
vanh va nhom bénh mach vanh + bénh phdi tic nghén man
tinh: Cac bénh nhan bi bénh mach vanh c6 kém bénh phéi tac
nghén man tinh c¢6 khuynh huéng tén thuong nhiéu nhénh
mach vanh hon (OR= 2,77; 95%: 1,21- 6,32).
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KIEN NGHI
hs-CRP va TNF-o 14 hai chat chi diém viém hé thong gitp
1am sang tam soat nhitng nguoi hat thude 14 ¢6 bénh mach vanh c6

hay khong c6 kém bénh phoi tic nghén man tinh.
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INTRODUCTION
Coronary artery disease and chronic obstructive pulmonary
disease are two of the leading medical causes of death worldwide in
which especially chronic obstructive pulmonary disease is the only
disease of the top 10 diseases which continues to rise in incidence.

Both coronary artery disease and chronic obstructive
pulmonary disease have the same important risk factors such as
smoking, increased age and chronic inflammation.

Many studies showed coordinated chronic obstructive
pulmonary disease in patients with coronary artery disease.

Smoking status and low level systemic inflammation is
considered the main mechanism mounted between the two
pathologies.

There were many studies on the role of inflammatory factors
such as hs-CRP and TNF-a in patients with coronary artery disease
as well as in chronic obstructive pulmonary disease.

However, there is little documentation on these inflammatory
marker factors in patients with pathological combination of both
coronary artery disease and chronic obstructive pulmonary disease.

Therefore, we conducted the study "Study of serum hs-CRP
and TNF- a levels in coronary artery disease patients with or without
chronic obstructive pulmonary disease” with the following
objectives:

3. Determine the hs-CRP and TNF-a levels in three groups of
coronary artery disease, chronic obstructive pulmonary
disease and coronary artery disease group including chronic
obstructive pulmonary disease.



4. Survey the relationship and hs-CRP correlation between
TNF-a and in the groups with some risk factors, FEV1 and
extent of coronary artery lesion on a scale Gensini.
- Scientific and practical significance of the study
+ Scientific significance

This study will help to determine the concentration of hs-
CRP and TNF-a in serum in patients with coronary artery disease
who have chronic obstructive pulmonary disease, coronary artery
disease and chronic obstructive pulmonary disease. This study also
evaluated the association of coronary artery lesions in the presence of
chronic obstructive pulmonary disease.
+ Practical significance

Hs-CRP and TNF-a levels in patients with coronary artery
disease, coronary artery disease with chronic obstructive pulmonary
disease, and chronic obstructive pulmonary disease may help assess the
inflammatory system.
- The new contribution of the study

This is the first thesis research in Vietnam to coordinate two

biological markers hs-CRP and TNF-a and help provide a relatively
comprehensive view of systemic inflammation in coronary artery
disease with chronic obstructive pulmonary disease.

Structure of the study

The study consists of 122 pages: 3 pages of Introdution, 41 pages

of review of the literature, 16 pages of patient and methods, 22 pages
of results, 31 pages of discussion, 3 pages of conclusions, 1 page of
suggestions. The study has 34 tables, 8 charts, 8 Figure, 1 schema,
170 references: 19 articles in Vietnamese, 122 in English.



Chapter 1. REVIEW OF THE LITERATURE
1.3 The association between chronic obstructive pulmonary
disease and coronary artery disease

COPD and ischemic heart disease are the two leading causes of
hospitalization and death in North America. Both diseases are
responsible for over 60% of all deaths that are related to smoking.
COPD is considered a risk factor for CAD. Lies Lahousse et al
studied on 253 patients showed that COPD patients with increased
thickness of the inner layer of the inner-middle carotid plague and
less stable.

Tobacco smoke has an important role in the startup of
inflammatory process in patients with COPD. Systemic inflammation
is not only a major pathogenetic factor of COPD but also an
important pathophysiological component of atherosclerosis. In
addition, the changes in pathophysiology of COPD can also impact
directly on cardiovascular function.

1.3.1 Prevalence and association of COPD and CAD
1.3.1.1 Prevalence of CAD in patients with COPD

Patients with COPD have higher incidence of ischemic heart
disease. Pilar de Lucas-Ramos et al performed a multicenter study in
1200 COPD patients and a control group of 300 subjects. Results of
the study showed that patients with COPD had significantly higher
incidence of ischemic heart disease (12,5% vs 4,7%; p < 0,001).
1.3.1.2 Prevalence of COPD in patients with CAD

The SPRINT study enrolled patients who survived the acute
phase of MI reporting the prevalence of COPD which was 7%.
Conversely, the PREMIER registry, which also included MI
survivors, used a “less strict” definition of COPD by including
asthma reported a prevalence of COPD which was up to 15,6%.



Bursi included all individuals with a first Ml and did not include
patients with asthma, which provided the prevalence of COPD in the
community at 12%. Soriano J.B. reported that the prevalence of
COPD among 119 coronary artery disease patients was 33,6%.
AlaEldin H. Ahmed conducted a study which was designed to
estimate the prevalence of COPD in 59 patients with CAD. The
results was that up to 44% of patients with CAD had concomitant
COPD.

1.3.3 The effect of systemic inflammation on the coronary
arteries and the lungs

Atherosclerosis share many inflammatory mechanisms in
COPD. Pathological process caused by the inflammatory mediators
in the arteries of the atherosclerosis have the same as those of the
lungs in COPD. As in atherosclerosis, airways remodeling and
destruction of lung tissues may be due to the mechanism of local and
systemic inflammation. Initially, there was an increased immune
response by releasing of cytokines such as TNF-a and interleukin,
macrophages and neutrophils which focused in the inflammatory
areas. The process of inflammation caused increased secretion of
phlegm, destruction of lung tissues leading to emphysema,
peribronchioles fibrosis, thick and remodeled airways, decreased
ability to clear the mucus and breaking down the barrier of
epithelium.

At later stage, the changes in the lung tissues and airways
such as proteolytic and the degeneration of extracellular matrix show
the same sign as those in atherosclerosis. In the lungs, proteolytic
leads to emphysema and disrupts the fibrous cap of plaque in

atherosclerosis.
As a results, chronic inflammation as well as the repeatedly

repair of tissue damage occurred in the blood vessels of the heart and



the lung parenchyma. This process causes formation, development
and rupture of plaques in ischemic heart disease and airflow
limitations and chronic bronchitis in COPD.

1.3.4 The plasma concentration inflammatory markers in COPD
and CAD

Both COPD and CAD have an increase in the plasma
concentration of acute phase proteins and inflammatory markers such
as leukocyte, CRP, TNF-a, the interleukin 6, 7, 8 and fibrinogen.

Chapter 2. SUBJECTS AND METHODOLOGY
2.1 SUBJECTS OF STUDY
2.1.1 Inclusion criteria

193 cases which were coronary angiography fulfilling the
inclusion and exclusion criteria were selected for study after
obtaining informed consent in Heart Institute, Thong Nhat Hospital
and 115 People Hospital. These patients were divided into 4 groups:
2.1.1.1 The CAD + COPD group: 33 patients.
2.1.1.2 The CAD group: 86 patients.
2.1.1.3 The COPD group: 21 patients.
2.1.1.4 The Control group: 53 patients.

2.1.2 Diagnostic Criteria
2.1.2.1 Coronary Artery Disease Diagnostic Criteria
+ Significantly coronary artery lesions

Significantly coronary artery lesions when there were
atherosclerotic lesions causing stenosis of at least 70% of a
subsidiary coronary arteries or at least 50% of the main left coronary
artery.

+ The severity of coronary artery disease was assessed according to a
scale Gensini
- Luminal Diameter Reduction (%)

o 25% -1 point; 50% - 2 points; 75% - 4 points.

e 90% - 8 points; 99% - 16 points; 100% - 32 points.



- Location of coronary lesions

- Severity of coronary lesions

Severity of coronary lesions = Total of score of lesions x coefficient.
2.1.2.2 COPD Diagnostic Criteria: according to GOLD 2010

2.1.3 Exclusion Criteria

Patients with heart failure, myocardial infarction or unstable
angina pectoris: chest pain, dyspnea, ECG ST-segment
elevation kinetics, increased cardiac enzymes.

Patients with acute infections are detected by clinical
examination or subclinical.

Fever due to different causes.

Being treated with immunosuppressive drugs.

The cancer has been diagnosed or suspected.

Kidney failure, trauma or stroke less than 3 months. History
of diabetes.

Coexisting illnesses such as arthritis, systemic disease ...
Contraindications for spirometry testing:

+ New myocardial infarction (within 1 month),
uncontrolled hypertension or stroke.

Unknown mild or moderate hemoptysis

suspected pneumonia or tuberculosis.

New or progressive pneumothorax.

After chest, abdominal, or eyes surgery

Do not agree to participate in this study.

+ + + o+

2.2. RESEARCH METHOD
2.2.1 Study design: cross-sectional study.
2.2.2 Sample design

Sample size: according to the formula to estimate sample size

proportion with p=0.28 (according to AlaEldin H. Ahmed, 28% of
patients with catheter-proven CAD have concomitant COPD).
1-p=0,78; a=5%; d=10% — n =78 CAD patients.



2.2.3 Steps in study
2.2.3.1 Physical Examination
+ Collecting medical documents of the patients were coronary
angiography, satisfying the inclusion criteria, without exclusion
criteria
+ Taking history
- Previous smoking status
o Pack(s)/day=cigarette(s)/20
e Smoking Year(s)
o Pack-year = pack(s)/day x year(s)
- Taking history and physical examination detect exclusion criteria
2.2.3.2.Methods of spirometry testings
Spirometry Machine (Koko) nSpire Health — USA
connected to computer. Obstructive syndrome: FEV1/FVC < 70%
predicted. Staging severity for COPD based on the value of FEV1.
2.2.3.3.Quantification of serum hs-CRP
Method: Serum hs-CRP was measured according to the
immune method of turbidimetry hs-CRP Tina-quant. The test was
performed at the Department of Biochemistry 115 People's Hospital
2.2.3.4. Quantification of plasma TNF- a
TNF-a was quantified by chemiluminescent Immune Assay -
ILCA) with 60 minute incubation time. The test is performed on the
IMMULITE 1000 System from Siemens, the German manufacturer.
The test was performed at the Department of Biochemistry of the
Hoa Hao Medical Diagnostic Center Ho Chi Minh City.
2.3.Statistical analysis
Results were analysed statistically by SPSS 17.0 for window.
p<0.05 was considered as a significant difference between the
groups.



2.4 The Ethics in research

The research protocol was approved by Scientific and Ethics
Councils of University of Medicine and Pharmacy and 115 people
Hospital. The patients and/or their families are fully explained and
consent to participate in research, committed to cooperating in the
research process. Patients can withdraw from the study in any
circumstance.

Chapter 3. RESULTS

3.1. PATIENTS COMMON CHARACTERISTICS
3.1.1 Percentage of patients in the groups
Table 3.1 Percentage of patients in the groups.

Group n Percentage
Control 53 27,46
COPD 21 10,88
CAD 86 44,56
CAD+COPD 33 17,10
Total 193 100

CAD alone (44,56%); CAD+COPD (17,10%)

3.2 hs-CRP and TNF-a levels in all study groups

3.2.1 Compare hs-CRP levels of the study groups

3.2.1.1 Compare hs-CRP levels among COPD group, CAD group
and CAD+COPD

Table 3.22 hs-CRP levels in all study groups

Group| Control COPD CAD CAD+COPD

hs-C n=53 n=21 n=86 n=33

X+SD 2,38+258 | 418+3,94 | 9,91+12,97 12,15+ 18,91

(mg/L)
Median 1,30 3,20 4,54 5,20
(mg/L)
p (compared with control <0,05 <0,001 <0,01
group)
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— There was an increase in hs-CRP levels in all groups
compared with the control group (p <0.05).

— There were significant differences in hs-CRP levels of
between COPD group with CAD group (p <0.001) and with the
CAD+COPD group (p <0.05) but no significant difference in hs-CRP
levels between CAD group with CAD + COPD group (p> 0.05).

3.2.2 Compare TNF-a levels of the study groups

3.2.2.4 Compare TNF-a levels among COPD group, CAD group
and CAD+COPD
Table 3.23 TNF-a levels of the all groups

Group| Control COPD CAD CAD+COPD
n=53 n=21 n=86 n=33
TNF-o
X+SD 18,84 38,62 28,35 33,26
(pg/ml) + + + +
8,67 24,29 29,07 18,60
Median 16,8 29,60 21,00 26,10
(pg/ml)
p (compared with <0,05 <0,01 < 0,001
control group)

— There was an increase in TNF-o levels in all groups
compared with the control group (p <0.05).

— There were no significant differences of TNF-o. among
groups (p >0.05).
3.3 The relationships and Correlations among hs-CRP and TNF-
a levels with risk factors, characteristic of COPD , CAD and
CAD+COPD groups
3.3.2 The relaionship between hs-CRP and TNF-a with smoking
status
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Table 3.26 The relaionship between hs-CRP and TNF-o with

smoking status

Smoking n X SD P
hs-CRP | No 65 5,27 8,19 < 0,05
(mg/L) | Yes 128 8,79 13,86
TNF-o | No 65 20,72 12,11 <0,01
(pg/ml) | Yes 128 31,24 26,94

There was relationship between hs-CRP and TNF-a with smoking

(p<0.05 and p< 0.01; respectively).

3.3.3 Correlation between hs-CRP and TNF-a levels with FEV1

in COPD group

Table 3.27 Correlation between hs-CRP and TNF-a levels with

FEV1
Correlation FEV1 to r p
(Spearman’s rho)
hs-CRP (mg/L) - 0,240 <0.05
TNF-a (pg/ml) -0,531 <0.001

There was an inverse correlation between hs-CRP and TNF-a levels

with % FEV1 (p <0.05).

3.3.4 Correlation between hs-CRP and TNF-a with severity of

CAD group according to Genisini score in CAD group

Table 3.28 Correlation between hs-CRP and TNF-a levels with
severity of CAD group according to Genisini score in CAD group

Correlation to Gensini r p
(Spearman’s rho)
hs-CRP (mg/L) 0.407 <0.001
TNF-a (pg/ml) 0.208 <0.05

There was an positive correlation between hs-CRP levels and
TNF-a with severity of CAD according to Gensini score (p <0.05).
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3.3.5 Correlation between hs-CRP and TNF-a levels with severity
of CAD group according to Genisini score in CAD +COPD group
Table 3.29 Correlation between hs-CRP and TNF-a with severity of
CAD group according to Genisini score in CAD +COPD group

Correlation of Genisini score to r p
(Spearman’s rho)
hs-CRP (mg/L) 0.402 <0.001
TNF-a (pg/ml) 0.422 <0.001

There was an positive correlation between hs-CRP levels and
TNF-a with severity of CAD according to Gensini score (p <0.05).
3.3.6 Correlation between hs-CRP and TNF-o with FEV1 in
CAD +COPD group
Table 3.30 Correlation between hs-CRP and TNF-o with FEV1 in
CAD +COPD group

Correlation FEV1 r p
(Spearman’s rho)
hs-CRP (mg/L) - 0.394 <0.001
TNF-a (pg/ml) - 0.503 <0.001

There was an inverse correlation between hs-CRP levels and
TNF-a with % FEV1 (p <0.001).
3.3.7 Comparision of Gensini score in COPD group and CAD+COPD
group

Table 3.31 Gensini score in COPD group and CAD+COPD

n CAD CAD+COPD P
86 33 >0.05

X 27.59 33.66

SD 28.24 27.43

Genisini score in CAD+COPD group was higher than these
in CAD, but there was no significant difference (p > 0.05).
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3.3.8 Phén tich da bién véi cic yéu té nguy co kinh dién cia

bénh mach vanh va cac yéu t6 nghién ciru (hs-CRP, TNF-a,
BPTNMT) véi bénh mach vanh

Bang 3.32 Phan tich da bién véi cac yéu td nguy co kinh dién cua

bénh mach vanh va cac yéu t6 nghién ctru (hs-CRP, TNF-a,
BPTNMT) véi bénh mach vanh

Yéu to BMV | BMV | OR | Khoang tin p
(+) @) cdy 95%

Hut thuoc 14 69,2% | 30,8% | 3,27 1,22-8,74 <0,05
BPTNMT 59,2% | 40,8% | 0,33 0,14-0,81 <0,05
Gidi (nlt/ nam) 44,7% | 55,3% | 0,87 0,29-2,57 >0,05
Tudi > 70 63,6% | 36,4% | 1,55 0,68-3,53 >0,05
Duong huyet > 59,2% | 40,8% | 0,78 0,39-1,57 >0,05
5,6mmol/L

TG/HDL-c >3 67,5% | 32,5% | 2,32 1,14-4,71 <0,05
hs-CRP >3mgl/L 75% 25% | 3,28 1,65-6,52 <0,01
TNF-o >17pg/ml | 66,9% | 33,1% | 2,55 1,19-5,46 <0,05

3.3.9 The relationship of lesion sites of coronary arteries between

CAD group and CAD+COPD group

Table 3.32 The relationship of lesion sites of coronary arteries
between CAD group and CAD+COPD group

COPD n p
No Yes
LAD lesion | No 26 (30.20%) 11 (33.30%) 37 >0.05
Yes 60 (69.80%) 22 (66.70%) 82
LCx lesion | No 64 (74.40%) 21 (63.60%) 85 >0.05
Yes 22 (25.60%) 12 (36.40%) 34
RCA lesion | No 48 (55.80%) 12 (36.40%) 60 <0.05
Yes 38 (44.20%) 21 (63.60%) 59 (one-tail
test)
Total 86 (100%) 33 (100%) 119

There were no significant differences of lesion in LAD, LCx
branches between CAD group and CAD+COPD group, but there was
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significant difference of lesion in RCA branch between groups: 21/33
(63.60%) patients with lesion in RCA branch in CAD+COPD but
38/86 (44.20%) in CAD alone (p<0.05).

3.3.10 The relationship of humber of coronary lesion branches
between CAD and CAD+COPD

Table 3.33 The relationship of number of coronary lesion branches
between CAD and CAD+COPD.

Coronary branches Total p
1 >2
COPD No 60 26 86 < 0,05
(69.80%) | (30.20%) | (100%)
Yes 15 18 33
(45.50%) | (54.50%) | (100%)
Total 75 44 119

— Patients in CAD+COPD group tend to have more coronary
lesion branches (OR= 2.77; 1,21- 6,32).

— 26/86 patients with > 2 coronary lesion branches in CAD
group but 18/33 patients in CAD+COPD (30.20% compared to
54.50%; p< 0.05). Average, 1.39 coronary lesion branches per 1
patient in CAD group but 1.66 coronary lesion branches per 1 patient
in CAD+COPD group.

Chapter 4. DICUSSION

4.2 hs-CRP and TNF-a levels in all groups
4.2.1 Comparision of hs-CRP levels in all groups
4.2.1.1 Comparision of hs-CRP levels between control group and
COPD group

hs-CRP levels in COPD group were significanly higher than
those in control group (4.18 + 3.94 mg/L and 2.38 + 2.58mg/L; p<
0.05 respectively). There was no significant difference of hs-CRP
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levels between mild-moderate stage and severe-very severe stage
(p>0.05).
hs-CRP levels in COPD group of our study were similar to

those of Sarya Marevie author which were 3.9 mg/L (3.9 — 4.9);
Anup N. Nillawar 4.6 mg/L; Surya P Bhatt 4.59mg/L and VV M Pinto-
Plata 5.03mg/L.
4.2.1.2 Comparision of hs-CRP levels between control group and
CAD group

hs-CRP levels in CAD group (9.91 = 12.97mg/l) were
significanly higher than those in control group (p< 0.001).

hs-CRP levels in CAD group of our study were similar to those of
Mabhalle N. et al which were (9.91mg/L compared to 11.7mg/L; p> 0.05)
and stable angina group (9.91mg/L £+ 12.97 compared to 7.79 + 5.15mg/L;
p>0,05), but lower than those of unstable angina in Nguyen Minh Duc
study (9.91mg/L compared to 12.8mg/L; p< 0.05).

hs-CRP levels in chronic ischemic heart disease group of our
study were significanly higher than those of Pham Trung Ha author
(9.91mg/L compared to 3.89mg/L; p< 0.01), but were significanly
lower than in acute myocardial infarction (9,91mg/L compared to
28.01mg/L; p< 0.001). The results of our study were also lower than
those of Nguyen Puc Khanh (9.91mg/L compared to 42.96mg/L; p<
0.001). The reason for this difference may be due to the fact that
there were no acute myocardial infarction patients in our study.
4.2.1.3 Comparision of hs-CRP levels between COPD+CAD and
control group, COPD group and CAD group

hs-CRP levels in COPD+CAD group were significanly

higher than those in control group (12.15mg/L and 2.38mg/L; p<
0.01 respectively) and COPD (12.15mg/L compared to 4.18mg/L; p<
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0.05). However, there was no significant difference of hs-CRP levels
between COPD+CAD and CAD (12.15mg/L compared to 9.91mg/L;
p> 0.05).
4.2.2 Comparision of TNF-a levels in all groups
4.2.2.1 Comparision of TNF-a levels between control group and
COPD group

Mean TNF-a level in COPD was 38.62mg/ml which was
significantly different in these of control group (p<0.05). The result
of TNF-a in our COPD group was similar to these of Fisin Karadag
et al with 35 stable COPD (38.62pg/ml compared to 32.87pg/ml; p>
0.05). Suzana E Tanni’s study on 77 COPD patients reported that
there was an increment of TNF-o levels compared with controls
(4.8pg/ml versus 3.7pg/ml; p <0.05).
4.2.2.2 Comparision of TNF-a levels between control group and
CAD group

Mean TNF-a levels in our CAD group was 28.35pg/ml
which was higher than these of control group 18.84pg/ml (p< 0.01).

There was no significant difference of mean TNF-a level
between our CAD group and these of Mahalle N. et al ‘s study
(28.35pg/ml compared with 25.3pg/ml; p> 0.05).
4.2.2.3 Comparision of TNF-a levels between CAD+COPD group
and control group, COPD and CAD

TNF-a levels in CAD + COPD group were significanly
higher than control group (33.26pg/ml compared with 18.84pg/ml;
p< 0.01). However, there was no significant difference of TNF-a
levels between CAD + COPD and COPD (33.26pg/ml compared
with 38.61pg/ml; p> 0.05). TNF-a levels in CAD + COPD group
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were insignificanly higher than those in CAD group (33.26pg/ml
compared with 28.35pg/ml; p> 0.05).

4.3 The relationships and correlations among hs-CRP and TNF-a
levels with risk factors, characteristic of COPD , CAD and
CAD+COPD groups

4.3.2 Correlation between hs-CRP and TNF-a levels with FEV1
in COPD group

There was an inverse correlation between hs-CRP levels and
% FEV1 (Correlation coefficients r = -0.240; p <0.05) as well as
between TNF-a and FEV1(Correlation coefficients r = - 0.531; p <
0.001).

Mohammad shameem et al studied the combination of CRP
and other markers which predict patient's prognosis in 50 COPD
patients noted CRP levels correlated inversely with FEV1
(correlation coefficient r = - 0.736 ; p <0.001), but no correlation
with the age of patients (p> 0.05). Alavi SA. et al studied on 160
COPD patients also found a negative correlation between hs-CRP
levels and FEV1 (correlation coefficient r = - 0.392; p <0.001). Al-
Aarag Abdelsadek H. et al studied CRP levels above 40 COPD
patient noted that CRP levels significantly increase in COPD group
(31.09 mg/l compared to the 6 mg/dl) and inversely correlated with
FEV1 ( the correlation coefficient r = - 0.61; p <0.001).

4.3.3 Correlation between hs-CRP and TNF-a with severity of
CAD group according to Genisini score in CAD group

There was a positive correlation between hs-CRP levels and
severity of CAD according to Gensini score (r = 0.407; p< 0.001) as
well as between TNF-a level and Gensini score (r= 0.208; p< 0.05).
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A positive correlation between hs-CRP levels with severity
of coronary artery lesions was noted by the results of numerous
studies such as Le Thi Bich Thuan study (r = 0.256); Nguyen Minh
Duc study (r = 0.574; r = 0.516 for acute coronary syndrome and r =
0.756 for stable angina); Nguyen Duc Khanh study (r = 0.546; p
<0.001).

Israel Gotsman et al studied 201 patients with coronary
angiography also found that there is a positive correlation between
the of TNF-a with Gensini score(r = 0.23, r = 0.26 which, for patients
stable CAD and r = 0.15 for patients with acute coronary syndrome;
p <0.05).

4.3.4 Correlation between hs-CRP and TNF-a with severity of
CAD group according to Genisini score in CAD + COPD group

There was a positive correlation between Genisini score and
hs-CRP level in CAD+COPD group (correlation coefficient r =
0.408; p <0.001) and TNF-a level (r = 0.386; p <0.001). There was a
positive correlation between hs-CRP level and TNF-a in this study (r
=0.327; p <0.05).

4.3.5 Comparision of Gensini score in COPD group and
CAD+COPD group

Genisini score in CAD+COPD group was higher than those
in CAD, but there was no significant difference (p > 0.05).

4.3.6 Multivariate analysis with the classic risk factors for coronary
heart disease and the factors studied (hs-CRP, TNF-a, BPTNMT)
in predicting coronary artery disease

hs-CRP>3mg/L increased odds ratio of 3.28 times the risk of
coronary artery disease. TNF-o>17pg/ml increased odds ratio of 2.55
times the risk of coronary artery disease.
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4.3.7 Comparision of COPD stages between COPD and
COPD+CAD group

In COPD group, 76.20% of patients mild-moderate stage;
23,80% severe-very severe stage. In CAD + COPD group, 78.80% of
patients with mild-moderate and 21.20% of patients with severe-very
severe. No differences were statistically significant in the stages
between COPD groups and CAD + COPD groups (p> 0.05).
4.3.8 Comparision of lesion sites of coronary arteries between
CAD group and CAD+COPD group

The study results showed that the difference was not
statistically significant in lesion sites of coronary arteries among
CAD + COPD patients and in CAD patients with LAD branch (p>
0.05) and with LCx branch (p> 0.05). However, there were
statistically significant differences in lesion site of RCA branch
between patients: 21/33 CAD + COPD patients (63.60%) with
lesions in the RCA branch compared with 38/86 (44.20%) CAD
patients without COPD.

4.3.9 Comparision of number of coronary lesion branches
between CAD and CAD+COPD

In CAD group, lesion in 1 branch of coronary artery were
69.80% (60/86); 2 lesion branches accounted for 30.20% (26/85). In
CAD+COPD lesion in 1 branch of coronary artery were 45.50%
(15/33); 2 lesion branches accounted for 54.50% (18/33). Average,
1.39 coronary lesion branches per 1 patient in CAD group but 1.66
coronary lesion branches per 1 patient in CAD+COPD group and this
difference was significant (p< 0.05). Thus, the presence of COPD in
CAD increased the risk of damage to the number of coronary
branches (OR = 2.77; 95% confidence interval: 1.21- 6.32). Xiao Lei
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Zhang et al also noted that the CAD+COPD patients had
compromised coronary arteries branch 2.33. Findings of Ramazan
Topsakal et al also showed that CAD + COPD group had the number
of lesion coronary artery branches more than those in CAD group,
(2.5 versus 2.1 branches; p <0.01).
CONCLUSION

1-hs-CRP and TNF-a levels in all disease groups
1.1.hs-CRP levels
There was an increase in hs-CRP levels in all groups compared with
the control group

CAD group: 991 £ 1297mg/L ( Median: 4,54 mg/L);
CAD+COPD: 12.15 + 18.91mg/L ( Median:4,54) and COPD group:
4.18 + 3.92 mg/L (Median:3,20) compared with 2.38 £ 2.57mg/L
(Median: 1,30mg/L).

hs-CRP levels in CAD group and CAD+COPD group were
higher than those in COPD group, hsCRP levels in CAD group are
lower than in CAD+COPD group but no significant difference
1.2.TNF a levels

There was an increase in TNF-a levels in all groups compared
with the control group: CAD group: 28.35 + 29.07pg/ml (Median
21.00 pg/mL; CAD+COPD group: 33.26 = 18.60pg/ml (Median
26,10pg/mL) and COPD group: 38.62+ 24.29pg/ml (Median 29,60
pg/mL) compared with 18.84+ 8.67pg/ml (Median 16.8 pg/mL);
p<0.01.

TNF-a levels in COPD group were higher than those in CAD and
CAD+COPD, but there were no significant difference.
2-The relationships and correlations among hs-CRP level and
TNF-a with characteristic of COPD , CAD and CAD+COPD
groups:
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2.1. Relationship between hs-CRP level and TNF-a with smoking
There was relationship between hs-CRP and TNF-a with smoking

(p<0.05 and p< 0.01; respectively).
2.2. The relationships and correlations among hs-CRP level and
TNF-a with Gensini Score and FEVI in CAD group,CAD+COPD
group and COPD group

- CAD group: There was an positive correlation among severity of
CAD according to Gensini score and hs-CRP levels (r= 0.407;
p<0.001) and TNF-a levels (r= 0.208; p<0.05).

- CAD+COPD group:

There was an inverse correlation among FEV1 and hs-CRP levels
(r=-0.394; p<0.001) and TNF-a levels (r= - 0.503; p<0.001).

There was a positive correlation among severity of CAD
according to Gensini score and hs-CRP levels (r= 0.402; p<0.001)
and TNF-a levels (r= 0.422; p<0.001).

- COPD group: There was an inverse correlation among FEV1
and hs-CRP levels (r= - 0.240; p<0.05) and TNF-a levels (r = -
0.531; p<0.001).

2.3. Multivariate analysis with the classic risk factors for coronary
heart disease and the factors studied (hs-CRP, TNF-a, BPTNMT)
in predicting coronary artery disease

+ Cigarette smoking (OR=3,27; 95%: 1,22-8,74; p<0,05)
COPD (OR=0,33; 95%: 0,14-0,81; p<0,05)

TG/HDL-c >3 (OR=2,32; 95%: 1,14-4,71; p<0,05)
hs-CRP >3mg/L (OR=3,28; 95%: 1,65-6,52; p<0,01)
TNF-a> 17pg/ml (OR=2,55; 95%: 1,19-5,46; p<0,05)

+ o+ +
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2.4. Lesion sites of coronary arteries in study groups

-between CAD group and CAD+COPD group: There were no
significant differences of lesion in LAD, LCx branches between
CAD group and CAD+COPD group,

- but there was significant difference of lesion in RCA branch:
lesion in RCA branch in CAD+COPD (63.60% compared with
44.20%; p<0.05).
2.5.The number of lesion coronary artery branches:

- between CAD group and CAD+COPD group: Patients who had
both CAD and COPD tend to hurt more coronary artery branches
(OR=2.77; 95%: 1.21- 6.32).
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SUGGESTIONS
hs-CRP and TNF-a can help clinical screening for smokers
who have coronary artery disease with or without chronic obstructive
pulmonary disease.
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