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6gi Calim
0gi Calim On

T6i xin chan thanh cam on:

- Ban Giam hiéu trwdng Pai hoc Y Dugc Hué va Ban
Giam hiéu truang Dai hoc Y Dugc Can Tho.

- B6 mén Nbi, phong DBao tao Sau Dai hoc trudng bai
hoc Y Dugc Hué, da tao diéu kién tot nhat giup toi hoan
thanh khoa hoc va luan an nay.

Toi xin bay té l1ong biét on sdu sac vai Gs.Ts. Huynh
Van Minh va Gs.Ts. Nguyén Hai Thay, qui Thay da danh
nhiéu thdi gian, cdng stic, bao boc va ludn hé trg téi trong
cong viéc cling nhu trong nghién cttu khoa hoc, gép phan
rat 16n d€ hoan thanh luan an nay.

Toi cling xin chan thanh cdm on cac Thay Co trudng
Pai hoc Y Duwoc Hué da nhiét tinh chi day, truyén dat
nhirng ki€én thi*c qui bau cho tbi trong suét thoi gian hoc
tap va nghién cuu.

To6i cling chan thanh cam on qui Thay Co trong bo



moén NOi, qui Thay C6 trong hdi dong chdm hoc phan,
chuyén dé va cac Thay Co6 phan bién, tham gia h6i dong
cham luan cac cap da nhiét tinh déng gop nhiéu y kién
qui bau cho luan an dugc hoan chinh hon.

Cubi cung toi xin duwgc bay té long biét on dén gia
dinh, dong nghiép, ban bé luén bén canh dong vién, gitp
dd va hé tro téi trong sudt qua trinh hoc tap va hoan thanh

quyén luan an nay.

Tran Kim Son

LOI CAM DOAN

To61 xin cam doan toan bd so liéu nghién ctu trong ludn an nay
la cua riéng t6i. SO li¢u trung thuc chinh xac va chua tung cong bo & bat

clr no1 nao.

Nghién ctru sinh

Tran Kim Son
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PAT VAN PE

1. TINH CAP THIET CUA DE TAI

Suy tim 1a mot ganh ning 16n cua cong dong, ty 1& suy tim ngay cang
gia ting nhanh chong, hién nay trén thé gidi c6 khoang 23 triéu nguoi suy
tim, chat luong cudc sdng ctia bénh nhan suy tim thip hon so voi bat cit bénh
man tinh nao khac. Mac du c6 nhiing tién bo vé diéu tri, suy tim van 1a mot
nguy@n nhan hang dau cua bénh tat va tr vong. Nam 2016, tai Hoa ky trong 9
truong hop tir vong thi ¢6 1 truong hop lién quan dén suy tim. O Viét Nam
chua c6 con sb théng ké chinh xac vé bénh nhan suy tim [15], [38], [87].

Khang insulin duoc xem 1a tinh trang gia ting nhu cau insulin trong bénh
Iy dai thao duong tip 2. Nam 1923 Kylin E da mé ta dudi su két hop cua ting
huyét ap, ting glucose mau va bénh gout thanh mot hoi ching. Hoi ching nay
cling d thay doi rat nhiéu theo thoi gian nhu: hoi chimg chuyén hoa, hoi chimg
khéang insulin, hoi chimg da chuyén hoa [8], [76]. Nam 1988, Gerald Reaven d
dat tén 14 hoi chimg X va cho rang khang insulin 1a mot yéu t6 nén trong cac
bénh 1y tim mach nhu ting huyét ap, rdi loan dung nap glucose, réi loan lipid
méau. Vao nim 1989, NM Kaplan di két hop béo phi phan than trén, réi loan
dung nap glucose, ting triglycerid mau va ting huyét ap 1a t chimg chét nguoi
[17]. Ttr thap nién 90 cua thé ky thir XX khang insulin di dugc dé cip dén trong
mdt s6 nghién cru, khang insulin 13 mot thanh t6 co ban cua hdi ching chuyén
héa. Nam 1998, WHO da dua ra tiéu chuan chan doan hoi chung chuyén hoa va
khéang insulin [21], [76]. Phuong phép kep dang dudng ting insulin mau la tiéu
chuan vang xac dinh khang insulin. Tuy nhién phuong phap ndy khéng duoc ap
dung & bénh nhan suy tim do 1am qua tai vé thé tich. Cac chi s6 gian tiép nhu
HOMA-IR, QUICKI,... dugc chiing minh c6 tuong quan chat véi phuong phap

kep ding dudng ting insulin mau.



Khéng insulin va suy tim lan dau tién mo ta vao nim 1881 boi Leyden,
30 nam sau mot bao cdo ctia mot bac sy nguoi Anh vé hoi chimg chuyén hoa
& bénh nhan suy tim [71]. Khang insulin va suy tim 1a vong xoan bénh ly tac
dong 1an nhau do mot sé yéu t6 lién quan bao gdm co ché hoat dong giao cam
bat thudng, mat khéi luong co xuong, it van dong do su giam cung luong tim,
anh huong cac cytokin... nhung co ché chinh xac nhat cho thay suy tim gay
khang insulin cha yéu do co ché than kinh noi tiét, sy giam cung lwong man
tinh s& lam gia tang hoat dong ctia hé than kinh giao cam va hé RAA, gia ting
nong do catecholamin mau dan dén 1am giam su trao d6i cac chat va lam ting
nong do axit béo ty do trong mau, tir d6 lam giam tin hiéu insulin, giam st
dung glucose [71]. Mdi lién quan giita khang insulin V& suy tim hién nay dang
12 mot van dé dic biét quan tam, hién nay trén thé gidi rat it nghién ctru lién
quan dén van dé nay, phan 16n cac nghién ctru roi rac, két qua chua théng nhét
v6i nhau: Jonathan W. Swan da chimg minh c6 méi lién quan giita khang
insulin véi cac nguyén nhan va mac do suy tim [96]. Nam 2005, Wolfram
Doehner cho thay sy khang insulin 1a mot yéu t6 nguy co doc lap & bénh nhan
suy tim man, bénh nhan c6 d6 nhay insulin thap thi ty 18 tir vong cang cao [34].
Mot nghién cru & Y bao céo trong 3 ndm ty 1é mic bénh dai thao dudng moi
khoi phat & bénh nhan suy tim 13 28,8% [77], tir mot nghién ctru toan qubc &
Pan Mach trén 7958 bénh nhan suy tim s¢ tién trién bénh dai thao duong 8%
sau 1080 ngay theo ddi. [72]. Nam 2015, Nadja Scherbakov cho thiy chi s6
HOMA-IR ¢ bénh nhan suy tim cao hon nhom chung [91]. Vi vay, khang
insulin & bénh nhan suy tim 1a mot van dé bac thiét can dugc nghién ctru nhidu
hon dé tim ra mét yéu t6 nguy co méi & bénh nhan suy tim.

O Viét Nam da c6 cac cong trinh nghién ctru khang insulin & bénh nhan
tang huyét ap, tai bién mach mau ndo, béo phi, bénh mach vanh ¢ nam gidi. ..,

khang insulin ¢ bénh nhan suy tim man chua duoc dé cap & nude ta [5], [6].



Xuat phat tir boi canh thuc té trén chung toi tién hanh nghién ctu dé tai
“Nghién ctru khang insulin ¢ bénh nhan suy tim man”.
2. MUC TIEU NGHIEN CUU

1. Khao sat dic diém suy tim va mot s6 yéu td lién quan & bénh nhan
suy tim man.

2. Xac dinh tinh trang khang insulin va ty 1¢ khang insulin & bénh nhan
suy tim man.

3. Panh gia nguy co, gia tri du bao khang insulin va méi tuong quan gitra
khang insulin v&i phan do suy tim theo NYHA, bilan lipid, ndong d6 NT-
proBNP, adrenalin, testosterone huyét thanh, LVMI, EF trén siéu am tim &
bénh nhan suy tim man.

3. Y NGHIA KHOA HQC VA THUC TIEN
3.1. Y nghia khoa hoc

- Tim ra mét yéu td nguy co & bénh nhan suy tim man & nguoi Viét Nam.

- Xac dinh vai tro va tac dong khang insulin bang cac chi sé truc tiép va
gian tiép 1én suy tim c6 phan suat tong mau bao ton va phan suat tong mau giam.
3.2. Y nghia thyec tién

- Bé xuit du phong khang insulin & bénh nhan suy tim man.

- Giam ganh ning 16n cho cong dong vi 1am giam nguy co va bién
chirng suy tim man.

- Phuong phép x4c dinh khang insulin & bénh nhan suy tim man dé
thie hién va khong gay tai bién, ¢ thé ap dung tir tuyén co so dén trung
uong ¢ nudc ta.

- Gilip bac si 1am sang lua chon phuong phap diéu tri suy tim (thay
d6i 16i song va st dung thudc) phu hop dé giam nguy co khang insulin &

bénh nhan suy tim man.



Chuong 1
TONG QUAN

1.1. SUY TIM MAN
1.1.1. Dich t& hoc

Tai Hoa Ky sb ngudi chét do suy tim (ST) trong 1995 1a 287.000
nguoi, trong 2013 1a 284.000 ngudi, ST la nguyén nhan hang dau trong
58.309 cac ca tir vong. Theo AHA/ACCF [11] nam 2017 ty 1€ nguoi suy tim
tang tu 5,8 tri¢u dén 6,5 triéu nguoi (trén 20 tuéi) va tang dén 46% dén nim
2030. Khoang 50% ngudi bi ST chét trong 5 nam dau chan doan, chi phi diéu
tri ST rét cao. Theo ESC 2016 thi & tudi 55 ty 1¢ nam mic ST 14 33% va nit 14
28%, ty 1& ST phan suét tong mau giam (STEFG) tir 22-73%. Ngudi trén 65
tudi mac ST tir 6-10%, & chau Au va Bic My thi ty 1é ST chiém 1/5 & nhiing
ngudi trén 40 tudi. Trong nhitng ndm gan ddy khu vuc Chau A ciing nhu ¢
Viét Nam véi toe dod phat trién kinh t& mot cach nhanh chong tan suit bénh
tim mach ciing dic biét gia ting rat nhanh. Udc tinh khoang 20-30 nam nira
thi ty 1€ bénh tim mach no61 chung cling nhu ST s€ twong duong vdi cac nude
dang phat trién [15], [38], [64], [87].

1.1.2. Pinh nghia suy tim man

Mot s6 dinh nghia ST hién nay [7], [36], [38], [101]

- ST 12 mot hoi chimg 1am sang phtc tap 13 hdu qua tén thuong thuc thé
hay r6i loan chirc ning cua tim, din dén tam that khong du kha ning tiép nhan
méu (ST tam truong) hodc tdng mau (ST tAm thu).

- ST 1a mot hoi chimg bénh 1y trong d6 tim khong du kha ning bom dé
cung cap khdi lugng mau cho nhu cau chuyén héa va sinh 1y cia co thé.

- Pinh nghia ST theo ESC nam 2016: ST 1a mét hoi chung 1am sang

dic trung boi cac triéu chimg dién hinh (kho thé, phi chin va mét moi) ma co



thé di kém vé6i cac dau hiéu (tinh mach c6 noi, ran phdi va phu ngoai vi) gay
ra boi bat thuong ciu tric va/hodc chirc ning tim mach, dan dén cung luong
tim giam va/hodc 4p lyc trong tim cao lic nghi hodc khi ging stic/tress” [38].
1.1.3. Co ché thich tng trong suy tim

Bit ké 1a hinh thai qua tai nao cua tim déu c6 mot sd bién phap nhat
dinh dé dap ung lai sy qua tai d6 duogc goi la co ché thich ung.
1.1.3.1. Co ché Frank-Starling

Co ché Frank-Starling 1a mot co ché thich tng rat quan trong ddi véi
tim, cho phép cai thién cung luong tim thong qua viéc ting thé tich mau luu
thong. Gidn tdm that 13 co ché thich ung dau tién dé tranh tang ap luc cudi
tam truong, khi tAm that gidn ra s& lam kéo dai céc soi co tim va ting sirc co
bop co tim néu du trit co van con tot. Tuy nhién mdgt khi bénh nhan vuot qua
giéi han du trit tién ganh s& xay ra & huyét tinh mach phdi va hé théng 1a
nhirng rdi loan c6 tac dung xau vuot qua nhiing loi ich cia viée ting thém thé
tich cudi tam truong [7].
1.1.3.2. Phi dgi tam thit

Luc cang thanh tdm that 1a mot trong nhing yéu t6 chi yéu tiéu thu oxy
co tim va bat ky mot sy tang luc cang thanh that ndo gy ra boi sy ting ap luc
cubi tim thu. Tinh trang qua tai vé ap luc man tinh dap mg vé6i kiéu day dong
tam. Néu tim suy bi can kiét ning luong dan dén su tdng ) lugng cac soi to
co do su hinh thanh céc sgi co méi song song véi cac sgi co ¢d san, cac ti lap
thé méi cling duoc tao ra nhung voi $6 luong it vi vay ATP dugc san Xuét
cling it hon binh thudng. Céc té bao co tim phi dai tao ra su bu trir ban dau
& bénh co tim, thiéu mau co tim, viém co tim dan dan ciing dan dén ST néu
tang ganh qua nang va kéo dai [7].
1.1.4. Cac phan wng h¢ thong

Céc catecholamin giai phong adrenalin va noradrenalin khich thich thu thé

anpha va beta 1 rat manh trong giai doan dau ctia ST 1am ting tan s6 tim va ting



strc co bop co tim. Nhung khi tac dung kéo dai sé 1am cac dau mat SNS & tim d3
kho can dy trit noradrenalin tir d6 gidm kha nang kich thich gay nén tinh trang
ST cang niang né hon. Khi cung luong tim thap thi luong mau qua thin ciing
giam (thuong % luong mau t6i than) khi d6 t& bao canh cau than tiét ra Renin.
Renin kich thich tuyén thuong than tiét ra aldosterol gdy gittr mubi va gitt nudc
lam tang thé tich mau luu thong, tir d6 ting thé tich mau cudi tAm truong. Vi vay
rat co 1oi cho bénh nhan ST & giai doan dau vi tao thém nhiéu cau ndi cho cac
s0i actin va myosin. BNP (natriuretid peptid) do co tAm thét tiét ra khi dan thé
tich tam that va qua tai ap luc, BNP lam tang bai tiét natri va nude do su tang loc
qua cau than vi vay tac dung sinh 1y cia BNP la: gy loi tiéu, gdy din mach,
giam hoat dong ctia hé RAA, giam hoat tinh hé than kinh giao cam [7].
1.1.4.1. Phén irng théan kinh thé dich

Anh huong chu yéu cua cac hé théng than kinh thé dich duoc kich hoat
trong ST 1a gay ra co mach, giit natri va nuéc, lam ting truong té bao bat
thuong. Hai trudng hop ngoai 16 13 cac natriuretic peptide (chu yéu tiét ra do
ST) va adrenomedullin (tiét ra chii yéu tir mach méau). C4c qué trinh kich hoat
than kinh thé dich duoc trong ST duoc cho 1a mot trong nhitng phat hién cuc
ky quan trong boi vi ching c6 thé giai thich cho rat nhiéu phuong phap
nghién ctru diéu tri ST hiéu qua bang thudc (cling nhu cung cdp rat nhiéu
phuong phap diéu trj can thiép) [7], [64].
1.1.4.2. Hé thén kinh giao cim

Tir lau hoat dong gia ting cua SNS da duoc biét dén nhu dic diém dién
hinh ctia ST. Nong do noradrenalin thuong ting & bénh nhan ST. Tang cudng
hoat dong than kinh va ting tiét noradrenalin tir khe ho tiép hop. Nong do
noradrenalin trong mau ting 1én thi du doan vé nguy co tir vong cang cao.
Pic diém dé nhan biét ST cling dya trén ) lugng noradrenalin ctia co tim
gidm, sy du trit va mat do thu thé B trong co tim. Nhitng diéu nay lan nita cho

thay su kich hoat ctia hé adrenergic [64].



Tang cuong hoat dong giao cam ban dau s& 1am ting nhip tim va ting
co bop co tim (didn dén sy gia ting cung lugng tim). Kich hoat giao cam
cling kich thich renin, giit natri va co mach do d6 lam tang tién tai va kich
hoat co ché Frank-Starling. Nhitng phan tng c6 kha ning duy tri hiéu qua co
bop cua that va duy tri cung luong tim trong thoi gian giéi han. C6 thé do su
gia tang hau tai gdy ra co that dong mach dan dén sy giam thé tich tong mau.
Su gia ting qua mc hé giao cam co thé 1am thay d6i su chuyén hoa co tim,
con catecholamin ¢ thé 1am co tim nhiém doc truc tiép. Hoat dong qua murc
ctia hé adrenergic (giam hoat dong phé vi) ciing 1am ting sy bat on dinh hoat
dong dién ctia tim. Ciing nhu nhitng anh hudng thay doi va phire tap 1én co
tim, SNS dan dén nhiing thay d6i trong ciu tric ctia mach mau [7], [64].
1.1.4.3. H¢ Renin-Angiotensin-Aldosteron

Tang cuong hoat dong ctia hé RAA ciling tao ra anh hudng cé hai 1én
hé tim mach (cac co quan khac va cac md) gop phan vao viéc tién luong
trong ST. Céc thanh phan trong huyét twong ciia hé thong nay thudng ting &
bénh nhan ST va néng do natri huyét thanh thép 1a mdt dau hiéu dic biét cho
thay su kich hoat cia hé RAA. Su gia ting renin qua trung gian do tic dong
lén cac té bao canh cau than. Miac du SNS ciing kich thich giai phong renin,
nhung hai hé théng nay hoat dong rat doc lap. Tang tiét renin din dén sur ting
san xuat Ang |1, gdy hai trong ST. Ang Il khong chi gdy ra su co mach ma
con giit mudi va nudc tryc tiép thong qua aldosteron. Hon nita, con 14 nguyén
nhan trung gian gy ra phi dai té bao co tim va xo hoa (fibrosis) va nhirng anh
huong co thé dan dén sy mat dan chirc ning co tim trong ST [64].
1.1.4.4. Vasopressin

Trong ST giai doan mudn thily sau tuyén yén tiét vasopressin 1am tai hap
thu nudce, sy tham thau dich cta co thé, thé tich mau, huyét ap, su co té bao,
tang sinh t& bao va tiét adrenocorticotropin. Vasopressin lién két v6i 3 thu thé

gian két protein G. Hién duoc phan loai thanh V1-vascular, V2-renal va V3-



pituitary. Tt ca cdc phan nhom déu co tinh dugc 1y va truyén tin thir phat noi
bao khéc biét, cling nhur giam bai tiét nudc trong than. Vasopressin 1a mot trong
nhiing chét 1am co mach manh nhét duoc biét dén, kich thich két tap tiéu cau,
phong thich yéu t6 1am dong mau va ting san sinh té bao. Tang vasopressin
thuong dugc xac dinh ¢ nhiitng bénh nhan ST man tinh, nhung khong phai lac
nao ciing vay. Co thé su phong thich vasopressin tir tuyén yén & bénh nhan ST
cha yéu 1a khong tham thau, mic du binh thuong thi sy ting tham thau huyét
thanh 1a kich thich sinh 1y quan trong d6i véi viéc tiét ra vasopressin [28], [64].
1.1.4.5. Natriuretic peptide

ANP (tam nhi) va BNP (n&o, tim that) dugc phong thich dé dap tng su
cing thanh tdm thit va tdm nhi, & duy tri trang thai cin bang natri. C4c
peptide c6 anh hudng huyét dong hoc, va su gidn nd cua cic mach mau dic
biét 1a tinh mach. Chung ciing gay trc ché hé RAA va SNS. C6 mdt sb bang
chung cho thiy cac peptide trc ché bai tiét natri niéu arginine vasopressin va
phong thich endothelin 1 va cac hoat dong sinh hoc cua cac peptide. Do do,
cac natriuretic peptide dong mot vai tro quan trong trong viéc bao vé tim,
chéng lai cdc hoat dong co mach khac va cac h¢ théng than kinh thé dich
chdng sy dao thai natri trong ST. Nong do ctia ca ANP va BNP thudng ting
l&n cao trong ST. Py 1a hau qua cla sy ting tong hop va phong thich cac
kich thich t6. BNP chi 1a natriuretic peptide riéng biét ctia tAm that, dugc mo
ta dAu tién vao nam 1988. Pro-BNP 1 tién than cua BNP, dugc luu trit trong
cac hat té bao co. Pro-BNP duogc hoat hda bdi mét protease dé tao thanh dang
hoat tinh sinh hoc cua n6, BNP va NT-ProBNP. Né)ng do BNP thay doi tuy
theo tudi va gidi1 tinh ¢ cac doi tuong khée manh. Bénh nhan nir co néng do
huyét thanh cao hon so v&i bénh nhadn nam méc bénh ST. Tudi cao va suy
giam chic ning than cling lién quan dén sy gia ting néng d6 BNP.
Natriuretic peptice loai C (CNP) ban dau dugc cho 13 c6 ngudn gbc tir mang

trong hodc ciing c¢6 thé dugc san sinh boi ST dugc mo ta dau ti€n vao nam



1990. Natriuretic peptide loai D (dendroaspris) gan day ciing dugc mo ta mic
di ngudn gbe va hoat dong cua nd ¢ ngudi chua duoc xac dinh 13 va ciing
dugc xem 14 phan thir tu trong hé théng natriuretic peptide. Ciing nhu viéc c6
tdc dung sinh 1y quan trong, cac natriruretic peptide loai A va B va cac thong
tin lién quan khac c6 thé hd trg chan doan ST va cung cip thém thong tin dé
tién lugng bénh, phan loai kho thd cip tai phong cap ctru [64], [78], [107].
1.1.4.6. Nitric Oxit va endothelin 1

Nitric Oxit (NO) va endothelin 1 1a san pham chinh cua ndi mac, NO
dong vai tro 1a trung tdm trong can bang bang ndi mé mach mau. Réi loan
chtrc ndng ndi mo, duoc biét dén nhu su gidm san sinh va hoat dong cua NO,
xay ra nhu 13 két qua cua sy 130 héa, cling nhu trén mot sé bénh nhan ST man
tinh, chidng han nhu ting cholesterol trong méu, xo vira dong mach. Diéu nay
c6 thé gop phan vao giam sung huyét ddi véi cac bénh mach méu, giam van
chuyén trong mé va chic ning cua co bip. NO co thé rat quan trong d6i véi
chtrc ning phdi va su kho thé do van dong co thé lién quan dén gidn mach
phoi suy giam do gidm san sinh NO so véi co thé cua ngudi khoe manh. Roi
loan chitc nang ndi mo trong ST c6 thé 1a mot phan két qua cua su gia ting
stress oxy héa. Mac du su thiéu NO ¢6 lién quan dén tién trién cta r6i loan
chtrc ning ndi mo, thi su san sinh du thira cac ddng dang ciia NO nhu iNOS
cling gay hai. Tang hoat dong iNOS lam tang su hinh thanh géc tu do va han
ché hoat dong co tim. Tang hién dién iNOS c6 thé 1a két qua hoat dong cua
cac cytokin gay viém. Cac endothelin 1a mot san phdm quan trong khac cua té
bao ndi md. Endothelin-1 1a mot trong nhitng chudi axit amin 1am co mach
manh nhat. Nong d6 endothelin-1 trong huyét twong thudng ting 1én trong ST
do phdi hop gitra ST va bénh mach mau [59], [64].
1.1.4.7. Stress oxy hoa, xanthine oxidase, axit uric

Oxy hoa gdc trr do c6 mot sb6 hoat dong co kha niang gy hai trong ST.

Chung 1am bat hoat NO, lam suy giam co bép co tim va co thé giy ra
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apoptosis. Mot s6 ngudn cua cac anion speroxide 14 NADPH oxidase duogc hoat
hoa bai Ang Il va aldosterone. Xathine oxidase c6 thé 1a bat ngudn tir sy ting
tai cac oxy hoa goc tu do trong ST. Thudng lién quan dén budc cudi cliing trong
viéc bé v& purin san sinh uric axit. Tang axit uric mau (Hyperuricaemia) duoc
tim ra trén bénh nhan ST, ¢ thé tai suy giam trao doi oxy hoa, ddy 1a mot trong
nhimg yéu td tién luong trong ST. Stress Oxy hoa c6 thé 1a mot phan cia tinh
trang viém noéi chung biéu hién ¢ bénh nhan ST [32], [64].
1.1.4.8. Phan vrng viém

Viém ciing 1a mot yéu td gop phan vao sy phat trién ciia ST mic du vai tro
cua no chua duoc xac nhan giéng nhu sy kich hoat than kinh thé dich. Té bao
tiét ra cac cytokin véi muc dich tu thay doi chirc ning (autocrine) hodc céc té
bao 1an can (paracrine). Mot sb cac cytokin cling dong vai tro nhu kich thich td
gitp luu thong (vi du hoat dong ndi tiét). Yéu td hoai tir u (TNF-a), interleukin-1
va inteleukin-6 duoc cho 1 cac cytokin giy viém quan trong nhét co thé lién
quan trong qu4 trinh tién trién ST. Trong d6, TNF-a dd duoc nghién ctu chi tiét
nhat. N6 tac dong anh hudng thong qua cac thy thé TNF-a (TNFR), c6 & hau hét
C4C té bao c6 nhan. Ngudn gdc ctia su hoat hoa cytokin trong ST man tinh vin
chwa rd rang. Cac cytokin gy viém c6 thé duoc tiét ra bai cac té bao don nhan,
md ngoai vi thiéu oxi hodc co tim. Catecholamine c6 thé ting cudng san sinh
cytokin trong co tim. Ciing c¢6 gia thuyét cho ring sy ting phu né thanh rudt c6
thé dan dén di chuyén cua noi doc t6 vi khuan hodc lipopolysaccharide tir duong
rudt co thé din dén san sinh ra cytokin gy viém tir bach cau don nhan. Nong do
TNF-a va TNFR tang 1én & mot s6 bénh nhan ST, dic biét 1a nhitng bénh nhan
ST nang, chung la yéu td du bao doc 1ap xac dinh nhitng tién luong x4u. Mic du
TNF-a c6 mdt s6 tac dung tot dang tin ciy gop phan trong tién trinh diéu trj ST,
cac nghién ctru vé thude dbi khang TNF dén nay van chua thiy dem dén loi ich

trong viéc diéu tri [4], [64], [92].
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1.1.5. Chan do4n xac dinh suy tim man

Hién nay, trong thuc hanh lam sang thudng sir dung tiéu chuan ESC
2012, cap nhat nam 2016 [37], [38].

Tiéu chudn chan doan ST:

- Triéu chimg co ning: khé thd géng st hodc khi nghi ngoi, mét moi,
ué oai, pht mat cé chan.

- Triéu chung thuc thé: nhip tim nhanh, kh6 thé nhanh nong, rale am
day phoi, tran dich mang phdi, tinh mach c6 ndi, gan to, phi ngoai bién.

- D4u ching bat thuong vé cau trac hodc chitc ning cia tim luc nghi:
tim to, gallop T3, am thdi ¢ tim, siéu Am tim bat thuong, xét nghiém mau co
BNP hoac NT-proBNP tang.

1.1.6. Cac nguyén nhan gay suy tim man

Tai cac nudc phat trién nguyén nhan chinh cta ST 14 bénh mach vanh
va THA.

Tai Viét Nam, bénh van tim hau thép con cao, do d6 nguyén nhan chinh
ctia ST & nguoi tré dudi 40 tudi thuong 13 bénh van tim; khi tudi 1én hon, bénh
dong mach vanh va THA sé& 1a nguyén nhéan chinh cta ST. O bénh nhan ST tam
truong (ST voi phan suét tbng mau bao t6n), nguyén nhan chinh ciing thudng
la bénh dong mach vanh va THA [7], [9].

1.1.7. Suy tim phén suit tdng mAau giam va suy tim phan suét tong mau
bao ton

Triéu chimg co ning va thuc thé do bat thudng chirc ning tim thu
dan dén tim giam co bop téng mau goi 1a ST tam thu hay ST véi phan suit
tbng mau giam (STEFG) hodc bat thudng chirc niang tdm truong cta co tim
dan dén bat thuong vé d6 day goi 1a ST tam trwong hay ST véi phan suit
tbng mau bao ton (STEFBT). Giam d6 day that trai do rdi loan chirc ning
tam truong gdy giam thé tich nhat bop va cac triéu chimg cia cung luong

tim thap, trong khi tang ap lyc d6 day din dén cac triéu ching cua ST sung
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huyét. Khong c6 dit liéu chinh xac nao vé tan suit cia rdi loan chirc ning
tam truong dan dén ST, vdi cac chirc nang tam thu binh thuong. Tuy nhién,
nhiéu nghién cru da chiimg minh rang c6 dén 40% bénh nhan trong sd cac
bénh nhan duoc chan doan ST ¢ chuc nang tam thu that trai bao ton va
nhiéu ngudi trong s6 cic bénh nhan nay c6 bang chimg cua rbi loan chirc
nang tam truong, theo mdt nghi€n cttu & Anh ty 1€ bénh nhan STEFBT
chiém ty 18 tir 13,8% dén 42,4%, nhiéu nghién ctru khac con cho thay ty 1¢
STEFBT c6 ty 1&¢ mac va tir vong tuong dwong véi STEFBT.Chan doan
STEFBT la mot thach thuc trong chan doan 1am sang [10], [49].

Chtric nang tim truong binh thudng cho phép tim that do day lic
nghi va ging sttc ma khong gia ting ap luc tim truong. Cac giai doan cua
tam troong 1a thu gidn dong thé tich va giai doan d6 day. Giai doan db day
bao gom thoi ky d6 ddy nhanh sém, thoi ky dang tdm truong va thoi ky nhi
thu. Thoi ky d6 day nhanh sém gép phan 70% dén 80% d6 day tim thét &
nhitng ngudi binh thudng va sy dong gép ndy giam theo tudi va cac tinh
trang bénh khac nhau. D6 ddy tim truong sém xay ra do chénh ap gitta nhi
trdi va that trai phu thudc vao mot phirc hop cac yéu té hd tuong, thu gidn
co tim, do cung tdm truong that trai, do dan hoi that trai, tinh trang co bop
clia that trai, ap luc nhi trai, tuong tac that, do co thét mang ngoai tim, do
ctig nhi trai, dic diém tinh mach phoi va dién tich van hai 4. Pang truong
1a thoi ky tAm truong ma ap lwc nhi trai va that trai hau nhu bang nhau, gop
phan dudi 5% db day that trai, va giai doan nay s& ngan khi nhip tim nhanh.
O nhiing ngudi binh thuong, thoi ky nhi thu gop phan 15% dén 25% do day
tAm truong that trai ma khong lam tang ap luc nhi trai trung binh. Su dong gop
nay phu thudc vao khoang PR, tinh trang co bop nhi, tién tai nhi, hau tai nhi,
truong luc than kinh tu chu, tang hoat dong SNS, va nhip tim. Mac du chirc
nang tim truong phirc tap nhung cac thanh phan quan trong nhat 13 thu gian
that trai va do cimg tam truong thét trai [10], [49], [93], [111].
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Bang 1.1. Pic diém STEFG va STEFBT [7], [10]

Théng sb STEFG STEFBT
Bénh st
Bénh mach vanh ++++ +
THA ++ ++++
bTDb ++ +
Bénh van tim ++++ +
Kho tho kich phat ++ +++
Kham thue thé
Tim 16n +++ +
Tiéng tim mo ++++ +
Tiéng ngya phi T3 +++ +
Tiéng ngya phi T4 + +++
THA ++ +++
Hé van hai 14 +++ +
Ran phoi ++ +
Phu +++ +
Tinh mach cd noi +++ +
X quang nguce
Bdng tim to +++ +
Sung huyét phoi +++ +
Dién tim
Dién thé thap o+ +
Phi dai that trai ++ ot
Song Q ++ +
Siéu am tim
Giam phan suat tong mau ++++ -
Gian that trai ++ +
Phi dai that trai ++ ot

Ghi ch: (+) c6, (-) khong, (£) c6 thé co.
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Bang 1.2. Sw khac biét giira STEFG va STEFBT bao ton [10]

Théng sb STEFG STEFBT
Gidi Nam >ntr N& >nam
Tudi 50-60 60-70
Bénh nguyén NMCT, bénh co tim| THA+DTD; rung nhi
gian vo can
Tién trién 1am sang ST dai dai dang Hay ST tung dot
Tai ciu tric that (Tang | +++ -
thé tich that trai)
Phi dai that trai + o+
Mit dong bo Hay co C6 thé c6 nhung it gip
Dong chdy van hai 14 G161 han hodc giam Gidm
Van toc tdm thu vong | Giam nhiéu Giam vura
van hai la
Ap lyc nhi trai Tang Tang
Thé tich nhf trai Tang Tang

Thuc té 1am sang ban dau bénh nhan ST v&i EF< 40%, trong qua trinh

diéu tri c6 25% bénh nhan c6 EF ting >40%, goi 13 suy tim phan suat tong

mau bao ton cai thién [25].

1.2. KHANG INSULIN

1.2.1. Pinh nghia khang insulin

Khang insulin (K1) 1a tinh trang suy giam tac dung sinh hoc cua insulin

bi€u hién bang sy gia tang nong do insulin trong mau. C6 thé noi cach khac

KI xay ra khi té bao cua to chirc dich khong dap tmg hodc ban than céc té bao

ctia to chirc dich chdng lai su gia ting insulin mau [4], [8].

Cuong insulin khong phai 13 do su tang tiét nguyén phat insulin giy ha

glucose mau ma do 1a sy phan rng véi tinh trang KI [8].
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1.2.2. Cau tao insulin va cac thanh phan lién quan

Gen insulin ngudi nam & nhanh ngan cta nhiém sac thé th 11. Dudi
su diéu khién cia DNA/RNA hé vong mac ndi mo tho tiét ra preproinsulin cé
trong luong phan tir 11,500 Da. Ngay sau khi duoc thanh 1ap cac men ty thé
s€ tach ra thanh proinsulin c6 trong lugng phan to khodng 9000 Da.
Proinsulin s& duoc mang dén bo may Golgi va dy trir trong cac hat, khi
truong thanh 1 phéan tr Proinsulin s€ tach ra thanh mot phan tir insulin va mot

peptid C cd 31 axit amin, trong lugng phan tir khoang 3000 Da [8].

%COOH
Pre-Proinsulin

H
H

H
H
S

H2N G A

Lwéi noi
bao twong

~
COOH Proinsulin
S

H2N S

Bé may
Golgi

N

H2N WCOOH

l l Insulin
S S

H2N A sCOOH
Hinh 1.1. So' @6 tong hop insulin va proinsulin [8]

Insulin 1 mot protein gdm 51 axit amin phan 1am 2 chudi peptide, chudi
A gdm 21 axit amin va chudi B gom 30 axit amin n6i v6i nhau boi 2 cau nbi S-
S. Ngoai ra c6 cau ndi S-S nbi cac axit amin & vi tri s6 6 va vi tri s6 11 trong
chudi A. Trong lugng phan tir ctia insulin ngudi 1a 5808 Da [8].
1.2.3. Vai trd ciia insulin 1én chuyén héa té bao co tim

Trén co tim insulin ¢6 tac dung thu nhan, oxy hoa glucose va lactate
nhiéu hon théng qua co ché truc tiép va gian tiép.

- Insulin tac dung tryc tiép trén co tim dé kich thich sy di chuyén
GLUT!1 va GLUT4 vao mang bao tuong co va gitip glucose dugc van chuyén

vao ndi bao nhiéu hon. Insulin con lam tang hoat tinh cia enzym hexokinase

va glycogen synthetase va tang du trit glycogen [2].
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- Insulin c6 tac dung gian tiép trén chuyén héa & tim qua trung gian su
diéu hoa giita insulin va nong d6 FFA trong huyét tuong. That vay, khi FFA
c6 néng do6 thap trong huyét trong 1am cho té bao co tim giam oxy hoa axit
béo va giai phong sy tc ché axit béo trén PDH, két qua giy ting thu nhan
oxy héa glucose va lactate. Ngoai ra insulin ¢ ché phong thich axit béo tu
do tir té bao md lam giam nong do axit béo ciing nhu giam sy thu nhan va
oxy hoa céc axit béo ¢ té bao co tim va nguoc lai 13 ting thu nhan va oxy
hoa glucose [2].

Insulin di dugc mo ta rat nhiéu tac dung trén sy thay ddi co tim va hé
théng tudn hoan vé&i khoi dau 1a KI, insulin e ché phéan giai lipid va chong
két tap tiéu cau [41]. Co tim c¢6 nhu cAu ning luong rat cao so voi bat ky co
quan nao trong co thé. Phan 16n (60%-70%) adenosine triphosphate (ATP)
thay phan gy co ngin co va phan con lai (30-40%) duoc st dung chu yéu
boi ludi co twong Ca™*-ATPase va bom ion khac dé duy tri sy hang dinh noi
moi cua té bao. Trong tim nguoi trudng thanh binh thuong co dén 60-70%
ATP duogc san xuit boi B-oxy hoa cia cac FFA do sy sinh ning lugng cao
cho mdi gram ctia su chuyén héa chat nén, véi 10% dén 40% co ngudn gbc
tir sy oxy hoa pyruvate, duoc san xuit voi s lwong bang nhau tir sy phin
huy duong va qua trinh oxy hoéa lactate. Tuy nhién, khi stress (vi du: gay ra
boi thiéu mau cuc bd hoic ST), co tim s€ can ddi nhiéu ATP hon tir qua
trinh oxy hoa glucose [94].

Van d& nay trong chuyén hoa co tim 1a mot van dé& quan trong bai vi sb
lugng ATP dugc tao ra moi phan tir tir sy tiéu thu oxy cho qua trinh oxy hoa
glucose cao hon so véi cac axit béo 1a chit chuyén héa chit nén. Do d6, né
gitip bao vé khi ¢ trang thai stress, thudng mat cin bang giita cung va cau oxy.
Su oxy hoa glucose 1a mgt qua trinh oxy hoa hi€u qua vi hai ly do, moét 1a qua

trinh oxy hoa glucose sé& sinh ra 13% ATP cho mdi phén tir oxy tiéu thy hon 1a
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qua trinh cac oxy hda céc axit béo, thir hai cac FFA thuc ddy san xudt cac
protein tach cdp ty lap thé s& ling phi ning luong, két qua 1a sinh nhiét trai
nguoc v6i ATP. Sy két hop tir nhiing co ché trén két qua tao ra 40% ATP tir
mot phan tir Oxy so vdi qua trinh oxy hoa FFA. Oxy hoa axit béo tai co tim cao
hién dién trong béo phi va PTD. Insulin ¢ vai trd quan trong trong co ché
thich nghi khi stress hodc ST. Thong qua mdt loat cac co ché khac nhau, insulin
tryc tiép kich thich sy thu nhin glucose va qua trinh oxy hoa trong co tim, truc
tiép trc ché qua trinh oxy hoa FFA, lam giam néng d6 FFA. Nhiing phan g
thich nghi ctia co tim e ché stress v6i su gia ting qua trinh trao ddi chat FFA
duoc biéu hién trong giai doan dau ciia ST va khi ST cang ning thi kha ning
tich tu FFA trong co tim cang cao. Céc tac dong truc tiép cua su KI trén su hép
thu glucose & co tim van con dang tranh cii va nguyén nhan chinh cua sy thu
nhan glucose & co tim giam trong KI c6 thé thir phat sy dan dén gia ting nong
do FFA luu hanh trong mau [2], [44], [69], [82].

Tac dong cudi cung 13 ngin chin co tim gia ting st dung glucose khi
dap mg véi stress, dan dén rdi loan chirc nang tdm that va tao thanh mot vong
xodn kich hoat giao cam lam gia ting FFA va tiép tuc trc ché qua trinh oxy hoa
glucose. ST tién trién dan dén giam sy diéu chinh dbi véi qua trinh oxy hoa
glucose, co tim trong tinh trang d6i nang luong tuong d6i thuc day su suy giam
hon nira trong su co co tim. Mac du tdc dong c6 hai ctua KI vé chirc nang co tim
¢6 1& 1 anh huong dén chuyén hoa ning luong co tim di duoc néu trén. Pang
chi y, insulin di dugc chinmg minh @c ché t& bao chét theo chuong trinh
(apoptosis) Vva tai than kich thich san suat axit uric [41], [44].

1.2.4. Bién chirng tim mach va khang insulin

KI va ting insulin miu ngdy cang phat trién nhanh chdng trong céc

bénh 1y tim mach. KI va ting insulin mau 1a mot yéu t6 nguy co anh huong

dén qua trinh xo vita dong mach qua nhiing co ché sau [4], [65], [97].
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Kl va ting insulin mau tac dong truc tiép 1én thanh dong mach: kich thich
sy ting sinh té bao thanh dong mach qua trung gian gia ting san xuét IGF-1.

Tac dong gian tiép qua trung gian cac roi loan lipid mau: su gia ting
VLDL (nhét 1a do tang san Suét & gan), LDL nho dam dac, giam lugng HDL 2.

Réi loan té bao ndi mac mach mau gay gidm sy dan hdi ciia mach mau,
thiéu insulin 1am giam sy gidn mach.

Tac dong gian tiép cua insulin qua trung gian THA: @c ché tac dung
ctia catecholamin 1én sy san suat prostacyline (t6 chirc md) gy gia ting st
can ngoai bién, trc ché prostaglandine gidn mach...

KI gay phi dai khdi co thét trai, tac dung nay doc 1ap voi BMI, THA.

Tac dong sinh huyét khéi do giam qua trinh hay fibrine: do su gia
tang PAI-1.

1.2.5. Cac phwong phap xac dinh khang insulin
1.2.5.1. Phwong phdp danh gia hoat dong ngi sinh ciia insulin

- Nong d6 insulin mau lac doéi (Io)

La phuong phap don gian va co dién nhat duoc ap dung rong rii dé xac
dinh KI [8].

Phuong phap dinh luong duge st dung cha yéu hién nay 1a phuong
phap mién dich phong xa (RIA-Radio Immuno Assay).

Pugc goi 1a cudng insulin, KI khi ¢6 su gia ting bat thuong vé nong do
insulin lac d6i > X +SD (Y ndng do trung binh cua insulin luc d6i nhém chimg).

- Pinh lugng insulin va glucose sau NPDNG

NPDNG duong udng 1a mot phuong phap duoc st dung phd bién hién
nay, it tai bién, bao gém viéc dinh lugng glucose va insulin luc doéi sau khi
ubng 75g glucose. Pugc coi 1a cudng insulin, KI khi co su gia ting bat
thuong ndng dé insulin va glucose doi va 2 gio sau khi udng dudng so véi

nhém chimg (> X +SD) [8].
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- NPDNG dwdng tinh mach

La phuong phap danh gia su tiét insulin sém va mudn sau khi sau khi
truyén nhanh véo tinh mach mot lugng glucose. Phuong phap nay cé wu diém
kiém soat duoc luong glucose dua vao co thé nhung bat tién vi phai 1dy mau
that chuin va nhiéu Ian.
1.2.5.2. Cac phwong phdp ngoai sinh

- Nghiém phap dung nap insulin

Tiém tinh mach insulin sau d6 dinh luong glucose mau (nghiém phap
nay gan ddy it dugc str dung vi c6 kha nang gy ha glucose mau).

Nghiém phap dung nap insulin dwdng tinh mach ngin

Nham khic phuc nhuoc diém phuwong phap trén, Bonora di dua ra
phuong phap nay vdi mot vai cai tién, thoi gian kéo dai 15 phat va glucose
mau dugc do mdi phut do tranh dugc tai bién ha glucose mau. Pay la phuong
phap tuwong dbi don gian. Tuy viy, viéc dua vao co thé mot luong thude 12
han ché ctia phwong phap nay [8].

- Phwong phap kep dang dwong ting insulin mau

Pau tién do Adres (1996) va De Fronzo (1979), phuong phap nay di
duoc ap dung rong rai dé danh gia sy nhay cam insulin, xac dinh KI va duoc
xem 13 “tiéu chuan vang”. Phuong phap: truyén insulin va truyén glucose lién
tuc dé ngan can ha glucose mau. Nhay cam insulin dugc danh gia bﬁng lugng
glucose can truyén vao dé 6n dinh glucose mau [8].

- Nghiém phap tc ché insulin

Bénh nhan duogc truyén vao epinephrine va propranolol (vé sau thay
bang somatostatine) cing vd&i insulin va glucose. Phuong phap nay khong

thong dung vi cé nhiéu tac dung phu.
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1.2.5.3. Phwong phdp gidn tiép
- Chi s6 HOMA-IR (M6 hinh HOMA 1)
St dung chi s6 HOMA-IR dé danh gia su KI
HOMA-IR = (Iox Gg)/22,5
Trong do:
+ lg: 12 ndng d6 Insulin mau lac d6i (LU/ml)
+ Go: 1a néng do glucose mau lac d6i (mmol/L)
Chi s6 HOMA-IR binh thuong & nguoi Viét Nam 3,8+0,08 [8]
- M6 hinh HOMAZ2
Duva vao su héng dinh ndi moi dé nghién ctru chirc nang té bao beta
tuyén tuy va d6 nhay cua Insulin [8]
- Chi s6 QUICKI (Quantitative insulin sensitivity check index).
+ Chi s6 QUICKI
QUICKI =1/log[I(LU/mI)+G(mg/dl)]
+ Danh gia KI
QUICKI index=1/[loglo(uU/ml)+logGo(mg/dl)]
WHO qui dinh c¢6 Kl khi QUICKI<Qtb-SD ¢ nhom ching.
Chi s6 QUICKI & nguoi binh thuong trong mot vai nghién ctu:
0,389+0,054 (Nhat), 0,42+0,01 (New Zealand) [8].
- Chi s6 McAuley
McAuley dé xuét cong thuc tinh [8]
McAuley= Exp[2,63-0,28 Ln(lo pU/ml)-0,31 Ln(triglycerid mg/dL)]
Trong do: Exp 1a ky vong toan
- Chi s6 Bennett
Cong thue tinh: Chi s Bennett=1/[Ln(I,uU/mI)XLn (Go mmol/L] [8]
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1.2.5.4. Mt s6 chi sé khong dic hiéu

- Chi s6 nhay insulin (ISI: insulin sensitivity index):

La ty s6 giita nong do glucose va insulin méau (I/G)

St dung NPDNG dé danh gia dap tng tiét insulin thira som trong 30
phut dau. Ty sb gitta ndong d6 Glucose va insulin lic d6i 13 hing sb sau d6 so
v&i nhom ching [8].

- Chire niing té bao beta

Kha ning tiét insulin cta beta duoc tinh theo cong thic [8]

Chi s6 M=(20xI,)(G¢-3,5)

Trong do:

+ I 1a ndng d6 insulin mau lac doi
+ Gy 12 ndng d6 glucose mau luc doi

Chi s6 M binh thuong 257,4+9,6.

- Chi s6 Insulin

Chi sb insulin= (I-19)/(G,-Go)

Nhén xét: hién nay c6 nhiéu chi sé gian tiép duoc sir dung dé danh gia
tinh trang KI. Trong cac chi s6 néu trén co nghién ctru cho rang chi so
HOMA-IR dang tin cdy hon QUICKI va cac chi s6 khac. Nhung mot co sd
nghién ctru ching minh sy tuong quan gitra QUICKI va nghiém phap kep
dang duong ting insulin mau, mot phap duoc xem 13 “tiéu chuan vang” dé
xac dinh tinh trang khang insulin. Vi vy, & bénh nhan suy tim man do co6 su
qua tai vé thé tich nén khong sir dung phuong phap kep dang duong ting
insulin mau dé xac dinh KI, & bénh nhan suy tim nén chon phuwong phéap xac
dinh KI dua vao HOMA, QUICKI trén co sé dua vao n@)ng do Ip va Gg sé tin

cdy hon céc chi s6 khac [8].
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1.3. KHANG INSULIN O BENH NHAN SUY TIM MAN

ST gay Kl hay Kl gay ST, day 1a mbi quan hé nhan qua kho xac dinh,
mot chi dé gan day dang dugc quan tdm. Tuy nhién, hién nay ngudi ta tin
rang mdi quan hé trén 13 hai chiéu; ST man tinh lam gia ting KI va KI dan
dén ST, 1a vong xodn bénh 1y tac dong 1an nhau, ST cang ning thi KI cang

cao va nguoc lai [71].

Suy tim Ca tim gidm si dung glucose

0 tim tang sif dung FFA
Giam NO
Gia tang té bao chét theo chuong trinh
- Giam chirc
nang co tim l
- Tang co mach Tén t20 duimg Giam nhay cam co

Tang glucose mau

Tang FFA Khéing insulin

Phan hiy lipid Insulin

Hinh 1.2. Méi lién quan giita ST man va Kl [71]

FFA: axit béo tu do; NO: Nitric Oxit.
1.3.1. Suy tim gay khang insulin
1.3.1.1. Dich té hoc

Mot s nghién ctru di danh gia DTD méi méc trong tinh trang ST. Mot
nghién ciru & Y bao cao ti 1¢ trong 3 nam & bénh DTD méi khéi phat 14 28,8%
& cac d6i tugng ST so vai ty 18 18,3% & cac ddi twong thudc nhoém dbi ching
tuong déng vé tudi [77]. Nghién ctru Alexander va cs cho két qua tuong tu
véi ty 1€ bénh DTD mai khdi phat 1a 13% qua 7,7 nam & nhitng nguoi khong
mac ST so véi ty 16 20% & nhitng ddi twong mac ST do I1I theo NYHA [100].
Su hién dién cta ST c6 thé su dung dé du doan su tién trién KI, va nguy co
PTP tip 2 trong ST 4 ting cao hon 18% dén 22% mdi 10 nam so véi THA
dugc diéu tri. C6 28% bénh nhan cao tudi mic ST phat trién bénh DTD trong
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khoang thoi gian 3 nim va theo phan tich da bién, ST sung huyét du doan tién
triéen DTD tip 2. Bénh nhan ST c6 thé c6 Kl & tim va ca hé théng. Kl ciing
duoc nhan thady sau NMCT, KI tai tim va KI hé théng s& 1am tang nguy co ti
vong & bénh nhian ST. Nguyén nhan co ban cua ST anh hudng dén su tién
trién ciia Kl trong cé hai truong hop bénh co tim thiéu méau cuc bo va khong
do thiéu mau cuc bo [20], [43], [71].

1.3.1.2. Co ché bénh sinh

Bang chtng cho su Kl gy ra ST nhiéu hon so véi bang chiung ST
gay Kl. Cac co ché tiém an cho su gia ting tinh trang K1 trong ST van chua
duoc hiéu rd, nhung c6 18 1a da yéu t6.

Cac co ché gia thuyét bao gom sy kich hoat bat thuong ciia SNS, sy
mat khéi luong co xuong, rdi loan chirc ning ndi md, 161 séng it van dong do
giam cung luong tim, va anh hudng cac cytokin tuan hoan ting, chang han
nhu nhén t6 gy hoai tir khdi u alpha anh hudng 1én d nhay cua insulin ngoai
bién [71]. Néu ST khong duoc diéu tri, didu ndy c6 thé din dén vong xodn
bénh 1y giita rdi loan chirc ning tim that va Kl, ching tac dong 1an nhau. C6
1& co ché ST gay Kl duogc hiéu rd nhat 1a sy hoat hoa than kinh thé dich thich
nghi kém dugc phat hién trong ST. Cung lugng tim giam méan dan d&én sy gia
tang hoat héa SNS va h¢ RAA. Su gia tang catecholamin lam giam hoat dong
ctia tim doc 1ap vé6i su bién dudng co chat, nhung né cling lam ting néng do
FFA luu thong bang cach kich thich sy phéan giai lipid trong té bao tao md
[71]. Piéu nay lam ting ndng do FFA luu théng va hoat dong hé giao cam,
anh huong xau dén truyén tin hiéu insulin va 1am giam st dung glucose & co
xuong. Su gia ting adrenalin s& lam trc ché tiét insulin cta tuy va kich thich
su tan sinh dudng va su phan giai glycogen & gan, ca hai déu lam gia ting
tinh trang tang glucose mau. Nhu vay, mbi quan h¢ gitra Kl, roi loan chirc

nang co tim, va ST 1a phuc tap [33], [81].
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1.3.1.3. Co ché phin tir khdng insulin tai tim

Su tién trién KI tai tim c6 thé xay ra doc 1ap voi Kl hé thong, nhung
KI hé thong gop phan dang ké vao Kl tim thir phét, ting ndng d6 cac chat
dinh dudng, stress oxy hoa va sy thay d6i can bang hoat dong than kinh thé
dich va cytokin [18], [33].

Thira nang lwgng

Tang FFA va triglycerid do KI ngoai vi hodc thira nang lugng tich tu
trong cac té bao co tim giy ra do su ting su hap thu. Hau qua 1a gia ting su
tich tu ctia cac phan tir lipid nhu diacylglycerol (DAG), axit béo gép phan
vao Kl thong qua hoat hoa kinase din dén ting phosphoryl hoa serine cila
IRS-1. Ngoai ra, tang glucose mau gay ra stress oxy hda, tir dé kich hoat
kinase oxy hoa khir va lam tang phosphoryl hoa ctia IRS-1. Tang glucose
Mau gdy ra qua trinh oxy héa ciing gy ra sy hoat hoa cia PKC va diéu hoa
tang cua tin hiéu Ang Il trong tim. Glucose va amino axit du thtra cling kich
hoat mTOR/S6K 1. Tang insulin mau don doc gay Kl va tiép tuc 1am tiang K
boi nong d6 glucose mau cao [24], [45].

Adipokines

Céac dic diém chinh ctia béo phi ¢ bung c6 thé anh hudng dén su tién
trién trong ST. Ngoai viéc ting phong thich FFA, chiic nang té bao tao md bi
r6i loan diéu hoa va kich hoat dai thuc bao, két qua la gia tang sy tiét cac
cytokin nhu TNF-a va interleukin (IL)-6 va adipokines nhu resistin, trong khi
giam tiét adiponectin. TNF- a va IL-6 gay Kl thong qua kich hoat MAPK,
PKC, mTOR/S6K1 va SOCS-3 qua trung gian phan huy proteasomal cua
IRS-1. Resistin gay ra Kl va viém, trong khi adiponectin cai thién tinh trang
KI. Nong do leptin va adiponectin dugc ching minh ting & bénh nhan ST,

STEFG va STEFBT so v&i nhéom ching [13], [18], [70], [98].



25

Kich hoat cac hé thong SNS va RAA

Su kich hoat cua hé théng RAA va SNS duoc phat hién khong chi ¢ giai
doan dau cua ST c¢6 lién quan dén KI ma con & ST man tinh va NMCT [43].
Ngoai s tong hop aldosterone bai Ang 11, cac co ché cling gop phan tao ra mdi
lién hé gitra aldosterone va Kl bao gom kich hoat san sinh aldosterone tir tuyén
thuong than bai cytokin bao gdm TNF va IL-6 va san sinh lipid tr mdé m&. Ca
hai Aldosterone va Ang Il c6 thé kich hoat phirc hé enzyme oxy hda-
nicotinamide adenine dinucleotide phosphate (NADPH) — gian véi mang té bao
trong té bao co tron mach mau va cac mo co xuong va tim, ma két qua la tao ra
cac loai oxy hoat dong (ROS). San sinh ROS lam kich hoat kinase oxy hoa khur
nhay cam nhu protein S6K, PKC isoenzymes va MAPKs, gay ra sy phosphoryl
hoa serine ctia IRS-1 din dén su KI. Cac nghién ctru gan day gitra RAA va phuc
hop mTORC1/S6K1 kich hoat qua trung gian cua thu thé Ang 1l va dan dén su
hién dién thich nghi cua vong 1ap tin hi€u mMTOR-AT2R. Mac du su kich hoat
bat thuong ctia SNS 1a mot bd phan khac ctia KI va ST, n6 thuong cd lién quan
dén sy hoat hoa ciia RAA. Tac dong cia hé¢ RAA ciing dugc chiing minh lam
ning thém tinh trang rdi loan chirc ning tim thu that trai [18], [67], [90].

Stress oxy hoa ty thé va stress lw6i ndi chat

Ty thé 1a ngudn gbc chinh cia ROS té bao va diéu nay xay ra (1) sau
stress oxy hoa cytosolic bao gdbm NADPH oxidase hodc xanthine oxidase, (2)
thong qua rdi loan diéu hoa van chuyén cia ty thé, (3) thong qua su gia tang
cia NADPH oxidase 4 (NOX4) ty thé va (4) thong qua thay dbi gia ting
acetyl hoa protein lysine. Stress oxy hoa ty thé da dugc ching minh 13 gdy ton
hai dén tin hiéu insulin théng qua phosphoryl hoa serine ctia IRS-1. Stress
lu6i ndi chat (ER) gdp phan vao stress oxy hoa ty thé va KI. Mic du co ché
cia Kl do stress ludi ndi chat van chua duoc biét 16, co thé do kich hoat

MAPK JNK 1a mot duong dan tin hiéu lién két stress ludi ndi chat va Kl [18].
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1.3.2. Khéng insulin gay suy tim
1.3.2.1. Dich té hoc

Nhiéu nghién ctru dich t& hoc gan day ching minh méi lién hé gitra tinh
trang Kl va ST. Nghién ctru Framingham Heart nhan manh Kl va BTD 1a mot
yéu t6 nguy co doc 1ap ddi véi sy phat trién ctua ST, nguy co ting 2,4 lan d6i
v6i nam va tang 5 lan & nit [71]. Nghién ctru UKPDS cho thay khi ting 1%
HbAlc thi nguy co phat trién ST ting 16% [54]. Cu thé d6i véi KI, nghién
ctru trong 9 nam tai Thuy Pién gan 1.200 nam ma khong c6 ST trude do
chting minh rang Kl du béo tién trién trong ST; doc 1ap véi cac yéu té nguy
co di dugc biét khac bao gdm ca BTP [71]. Do d6, ¢ bang ching dich t& hoc
cho biét mbi lién hé giita tinh trang K1 va ST. Sy két hop nay c6 thé dugc giai
thich boi ty 1¢ gia ting cua THA, ting glucose mau véi sy phat sinh cac goc tu
do c6 lién quan, réi loan chirc ning vi mach va BTTMCB duoc nhan thay
trong tinh trang KI [43].
1.3.2.2. Co ché bénh sinh

Insulin c6 nhiéu tac déng di duoc mé ta chi tiét ddi voi co tim dan dén
tién trién KI. Co tim ¢4 nhu cau ning lugng cao nhat so voi bat ky co quan
nao khac. Phan 16n (60%-70%) ning luong thity phan cua adenosine
triphosphate (ATP), con lai 30% dén 40% duoc str dung chu yéu béi eticulum
sarcoplasmic Ca’*ATPase va cac bom ion khac can thiét & duy tri can bang
ndi mdi trong té bao. Trong tim ngudi trudng thanh binh thuong, 70% dén
90% ATP duogc san xuit boi beta oxy hda cac FFA vi c6 kha ning tao ning
lugng cao cho mdi gram chat chuyén hoéa, trong d6 10% dén 40% duogc bat
ngudn tir qua trinh oxy hda pyruvate, duoc san xuat véi sd luong bang nhau
tir dudng phan va oxy hda lactate. Tuy nhién, trong diéu kién stress co tim
nhan nhiéu ATP hon tir qua trinh oxy hda glucose [29], [71], [94].

Sy thay d6i ndy trong qua trinh chuyén hoa co tim rat quan trong Vi
luong ATP tao ra trén mot phan tir oxy duoc tiéu thu khi oxy hoa glucose la
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cao hon so v&i khi cac axit béo. Do do, co tim ludn trong tinh trang bi ap luc
khi khong phu hop giita cung cdp va nhu cau oxy. Qua trinh oxy hoa glucose
13 mot qué trinh hiéu qua hon vi hai Iy do. Dau tién, qué trinh oxy hda glucose
dat nhiéu hon 13% ATP trén mdi phan tir oxy tiéu thu so v&i qua trinh oxy
hoa axit béo. Thu hai, FFA thuc day viéc san xuat cac protein tach cip ty thé,
thuong rat ling phi nang lugng, dan dén viéc sinh nang luong trai ngugc voi
ATP. Su két hop cta cac co ché nay 1am sé ATP duogc tao ra mdi phan tir oxy
tang hon 40% so v&i qué trinh oxy hda FFA [71].

Insulin tac dong vai vai trd trung tdm trong co ché thich g nay khi ST.
Thong qua yéu to tac dong khac nhau, insulin truc tiép kich thich su hap thu va
qua trinh oxy hoda glucose trong co tim va truc tiép tc ché qua trinh oxy hoa
FFA. Insulin trc ché phan giai lipid va 1am giam nong d6 FFA luu thong. Dbi
v6i K1, cac phan tng thich nghi ctia co tim dbi voi ap luc bi e ché, véi su gia
tang bién dudng FFA xuit hién vao ST giai doan som, kém theo giam hiéu qua
hoat dong ctia tim va kha ning tich tu FFA trong co tim. Tac dong truc tiép cia
KI hé théng ddi v6i su hip thu glucose clia co tim van con nhiéu tranh luan va
nguyén nhan chinh giam hép thu glucose ctia co tim & cac dbi tuong KI c6 thé
khong quan trong bang su gia ting ndng do FFA [29], [50].

Hau qua cubi cung 13 KI ngin can co tim st dung glucose dé dap ung
vo1 ap luc dan dén rdi loan chuc nang tam thét tao vong xodn cho sy kich hoat
SNS lam tang néng d6 FFA va hon nira 14 (rc ché qua trinh oxy hoa glucose.
Khi ST tién trién, 1am giam diéu hoa co tim cta gen cho céac protein can thiét
cho qua trinh oxy héa FFA. Két hop voi KI dan dén giam diéu hoa cua cac
gen cho qué trinh oxy hoa glucose, co tim trong giai doan ST sém ton tai
trong tinh trang thiéu hut ning luong tuong tmg 1am gia ting hon nita sy suy
gidm chuc nang co bop cua tim. Su hién di¢n KI da dugc chiing minh trong
bénh co tim dan & chd do giam ndng dd ATP co tim [68], [88].

Tac dong co hai cua KI ddi v6i chirc ning co tim ¢ thé khong quan

trong bang cac tac dong KI dbi v6i chuyén hoa ning luong cia co tim. Insulin
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d3 duoc chimg minh 13 e ché qué trinh ty hiy cta té bao va kich thich san
xudt NO. Kl s& 1am ting té bao chét hodc rdi loan chic ning noéi mo, lam tinh
trang ST ning hon. Nhin chung, tac dong cua Kl don doc co 18 khong thé gay
ra ST boi thyuc té 12 hau hét cac dbi tugng K1 khdng hién nhién tién trién ST.
Bén canh d6, KI 1am giam kha ning cua tim dé thich Gng véi sy ton thuong
hodc ap Iyc, khi chung xuat hién trong tinh trang Kl, chirc ning co tim bi suy
yéu. Trong mot nghién ctru gy ra tinh trang KI ¢ chudt bang cach cho chung
mot ché do an giau chét béo va sau do tao ra su qua tai vé ap luc cho co tim.
Nghién ctru cho thay chi ¢ ¢ nhiing con chudt c6 tinh trang KI va ap luc qua
tai bi réi loan chirc ning thét trai v4i su gia ting ty 18 tir vong so v&i nhitng con
chuot khong bi KI nhung ¢ sy qua tai vé ap luc. Chudt KI nhung khong c6
qua tai ap luc s& khong thay d6i chirc nang tim [71].

Su hién dién cta ST c0 lién quan véi bénh BDTD khi khong c6 bénh
mach vanh, THA, béo phi. Vi vay dit ra gia thuyét rat dugc quan trong vé
KI don doc co6 tdc dong tiéu cuc dén chitrc nang tim, KI s€ tién trién bénh
co tim DTD. Mac du uéng rugu vua phai dugc xem la ¢d lgi cho tim
mach, nghién rugu nang cé li€n quan véi sy phat trién KI va roi loan chirc
ning tim (bénh co tim do ruwou). Mdi lién hé nhan qua gira KI va rdi loan
chirc ning tim duoc nhan thay trong su phat trién KI giy ra boi ca hai yéu
t6 di truyén va tac dong bén ngoai [13], [18], [57], [114].
1.3.2.3. Co ché phan tir ciia suy tim trong khdng insulin

ST ¢6 lién quan dén phi dai tAm thét trai v6i su gia ting do day vach va
chi s khdi tim that trai, té bao co tim chét, co tim gian nd, xo hoa té bao va
nhimg bt thuong chic ning tim truong va tim thu. Sy phat sinh rdi loan chuc
nang tim 13 do KI tim ciing nhu KI ngoai vi va gan. Cac yéu to gdp phan vao sy
ton thuong 14 tin hiéu canxi suy giam, thay doi trong qua trinh chuyén hoa chét,
rbi loan chirc nang ty thé va stress oxy héa, ludi ndi cht va tuong tac co tim va
r0i loan diéu hoa ndi mo. Hau qua 1 giam hip thu canxi va giam co bop, giam

ATP co tim, chét t& bao co tim va xo héa tim mach [18], [20], [71].
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Angiotensin; ATP, triphosphate adenosine; eNOS, nitric oxide synthase
néi mé; ER, ludi ndi chat; ET, endothelin; IL, interleukin; NCX, trao doi
natri/canxi; NO, nitric oxit; PDK, 3-Phos-phoinositide protein kinase phu
thudc; PPAR, thy thé nhan kich hoat peroxisome proliferator; ROS, loai 6xy
phan img; Ryr, thu thé ryanodine; SERCA, lwdi néi chdt sarcoplasmic Ca**-
ATPase; SR, luoi sarcoplasmic; TNF, yéu 16 hoai tir u [18].

Giam hap thu canxi

Canxi ndi bao dong vai trd quan trong trong viéc diéu chinh chirc ning
tim. Canxi diéu hoa co bop co tim théng qua kich hoat cac kénh ion, kich
hoat céc thu thé ryanodine (Ryr) va hoat dong trao d6i natri/canxi (NCX).
Thu gidn co tim cha yéu xuét hién thong qua sy tai 1ap Ca”* trong lu6i noi
sinh nhidn cua co boi hoat dong luéi ndi chit cua co Ca®*-adenosine
triphosphatase 2a (SERCA2a). Chirc ning tdm truong réi loan 1a biéu hién
roi loan chic nang tim dau tién quan sat thay trong hdi ching tim-than va
bTb tip 2. Su bat thuong trong biéu hién hoat dong cua thuy thé Ryr,
SERCA2a va NCX va giam hap thu canxi cta ludi ndi sinh nhin cua co di
duoc thay trong hoi chting tim-than va bénh co tim do DTP. Truyén tin hiéu
PI3 kinase/Akt d4 dugc ching minh 13 nham diéu chinh canxi ndi bao théng
qua chirc ning cua kénh canxi type L va ting biéu hién, hoat dong cia
SERCAZa, trong khi KI tim 1am giam tin hiéu PI3 kinase/Akt gop phan lam
canxi suy giam [18], [24], [40], [104].

Réi loan chuyén héa chat nén va giam hiéu qua hoat dong ciia tim

R6i loan chuyén héa sém trong qua trinh chuyén hoéa chat nén: Giam
oxy hoa glucose chu yéu xay ra nhu két qua cua viéc giam glucose qua
GLUT-4 va su gia ting tich tu axit béo thong qua sy e ché cua glucokinase
va pyruvate dehydrogenase. Su gia ting dong chay cua cac axit béo vao cac

té bao co tim gy ra boi Kl hé thong/mé m& va Kl lién quan dén su tai phan
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bd cua su khac biét phirc hop protein 36 (CD36) dén mang sinh chat lam
tang qué trinh oxy hda axit béo. Trong nhiing diéu kién nay, sy biéu hién cta
thu thé o kich hoat san sinh peroxisome (PPAR) tiang 1én. Hon nita, PPAR
duogc kich hoat boi cac axit béo. Khi dugc kich hoat, PPAR- a tang cuong
phién mi cta cac protein kiém soat sy hap thu axit béo (lipoprotein lipase,
CD36 va protein gan két axit béo) va qua trinh oxy hoa (acyl coenzyme A
[CoA] dehydrogenase va hydroxyl acyl CoA dehydrogenase). Do glucose la
mot co chat hidu qua, viéc chuyén doi chuyén hoa tim tir sy chuyén hoa
glucose sang oxy hoa axit béo 1am giam hiéu qua tim. Qu4 trinh nay dan dén
stress trao d6i chat tiép dién dan dén ST [18] ,[29], [104], [106].

Ton thuong co tim va KI: mot tinh hudéng khac ma ngay cang duogc
cong nhan va thach thirc trong 1am sang la Kl di kém véi sy hoat hoa cua
RAA, SNS va stress oxy hoa sau khi NMCT hodc ST man tinh va
BTTMCB [43]. Trong nhitng diéu kién nay, su hién dién ctia K| 1am mat di
su thich ng cua co tim chuyén dbi sang qua trinh oxy hoa glucose can
thiét cho su séng con cua co tim, ddn dén sy gia ting chét té bao & co tim
[20], [71], [79], [104].

Réi loan chire niing ciia ty thé, stress oxy héa va stress lwéi ndi chit

Qua trinh sinh tong hop ty thé co tim ting va giam tinh ning dong cta
ty thé (phan hach va nhiét hach) da dugc quan sat thdy ¢ nguoi va dong vat,
cling voi mirc giam cua adenosine triphosphate va rdi loan chtrc ning van
chuyén dién cua ty thé. Nhimg phat hién khac biét c6 lién quan dén thoi gian
ST hoidc céc r6i loan tiém an. Stress oxy hoa ty thé va stress ludi ndi chat
cling gop phan vao qua trinh tu chét cta té bao co tim. Hién nay vai tro cia su
tur tiéu té bao co tim va béo phi gay réi loan chirc ning tim mach ciing chua rd

rang [18],[113].
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Tin hiéu Nitric Oxide ndi mé va té bao co tim suy giam

R6i loan chic nang ndi mé 13 mot lién két quan trong giira sy Kl va
ST. KI & cac té bao ndi md dan dén sy gidm san sinh NO hodc su tach cadp
ctia synthase nitric oxide ndéi mo. Qua trinh ndy dan dén tinh trang thiéu
oXy va uc ché sy hinh thanh mach mau, dan dén té bao co tim chét. KI ndi
mo ciing dan dén gia ting san sinh endothelin-1 (ET-1), gay phi dai tim va
xo hoa [29], [40].

1.3.3. Testosterone va suy tim

Nong db testosterone thap co thé gop phan phat sinh cac bénh tim mach
bao gdm ST. Testosterone quan trong ddi véi viéc duy tri hoat dong cac co
Xuong, su suy giam testosterone ¢ thé lam tram trong tinh trang khong dung
nap va mat khdi co bip (suy mon) trong ST. ST 1a mot hoi chimg dic trung
boi su giam kha ning khi gang stc va kho thd. O nam gidi, testosterone 1a
yéu t6 quyét dinh quan trong cua chirc ning dong hoa va sirc manh thé chat.
Testosterone ciing 1a co dic tinh chéng viém va gidn mach. Ngoai ra,
testosterone cling lam tang cung lugng tim & bénh nhan nam ST [108].

Udc tinh ¢6 khoang 25-30% bénh nhan nam ST ¢ bang ching cia su
thiéu hut testosterone. O nam gii bi ST NYHA d6 I-1V, bénh nhan ST cang
nang twong (ng voi phan do NYHA cang cao thi nong do testosterone cang
giam. Nong do testosterone lién quan dén kha ning ging stic va nong do
hormon d6ng hoa (testosterone toan phan va testosterone ty do,
dehydroepiandrosterone sulfate va chat kich thich ting truong giong nhu
insulin). N6 lién quan dén ty 1¢ séng con 3 ndm tét hon so voi nhitng bénh nhan
c6 thiéu sot trong mot, hai, hodc ba ctia hormone nay. Mot ) béng chirng cho
thdy viéc bd sung testosterone ciing c6 loi cho bénh nhan nit bj ST [42].

Nong do testosterone thdp da dugc ching minh 1a yéu té cua sy suy

giam kha niang gang sirc va triéu chimg 1am sang ¢ bénh nhan bi ST. Trong 4
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thir nghiém 1am sang duoc cong b lién quan dén 198 bénh nhan, liéu phap
testosterone c6 sy cai thién dang ké trong kha ning ging strc so voi gia duoc.
Céc co ché cai thién kha ning gang suc 1a phirc tap va co thé do co ché ngoai
vi. Su hop nhat tac dong cua testosterone trén cac két qua vé su tiéu thu OXY,
anh huong dén giai doan phat trién ban dau cta chat (rc ché emzyn lam THA
va liéu phap tai dong bo tim. Véi nhitng nhu cau chua dugce dap tng trén 1am
sang, testosterone xuét hién 1a mot lidu phap co trién vong dé cai thién triéu
chtng ¢ bénh nhan ST. ST dugc dic trung bdi su thay doi chuyén héa vé phia
di héa suy yéu trong co xuong va chirc nang, d6 1a két qua cua sy kich hoat
cta than kinh ndi tiét va cytokin gay viém, dan mach. Nong do testosterone
thap dong mot vai trd trong sy thay doi ndy, c6 thé lam suy giam chirc ning
co xwong, kha niang ging sirc trong hoi chimg ST. B6 sung testosterone & liéu
thay thé da duoc dua ra 1a mét liéu phap tiém nang dé tac dong 1én co ché
sinh 1y bénh chong lai sy thiéu hut déng hoa trong ST va ciing c6 dic tinh
chbng viém va gidn mach dé duy tri su tién trién cta ST [86], [108].

Nong do testosterone ¢ bénh nhan ST cang giam thi phan do ST theo
NYHA cang ting. Nong do testosterone mau va phan do ST theo NYHA gdp
phan danh gia chinh xac va khach quan hon trong tién luong va diéu tri cho bénh
nhan ST [56]. Nghién ctru cia Anna Florvaag cho thiy nong do testosterone
giam & bénh nhan nam ST va tac dong vai té bao nguyén bao ndi mo (EPCs).
EPCs 1a mot thy thé testosterone, dé danh gia ty 18 thiéu hut testosterone ¢ nhiing
bénh nhan ST va tic dong cta nd trén cac té bao nguyén bao ndéi mé luu hanh.
Nghién ctru 137 bénh nhan nam ST man trong d6 tudi 48-74 tudi. Ti 1¢ thiéu hyt
testosterone trén bénh nhan ST 1a 39%. Tuy nhién, khong c6 sy khac biét gitra
cac bénh nhan c6 va khong co su thiéu hut testosterone lién quan dén mue do
ctia EPCs. Nong d testosterone mau duoc twrong quan nghich véi tudi (r=-0,32,
p=0,001) va phén d6 NYHA (r=-0,28, p=0,001) [42].
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Nong do testosterone c6 mdi tuong quan nghich véi nong do NT-
proBNP, c6 nghia 12 ndng do testosterone cang giam thi nong do NT-proBNP
cang ting [46]. Nong do testosterone giam trén bénh nhan ST giam Gc ché
hinh thanh natriuretic peptide, 1am natriuretic peptide dwgc phong thich nhiéu
hon dan dén néng do NT-proBNP ting. Khi bo sung testosterone trén bénh
nhan ST s& gay gitr mudi va nudc bang cach wc ché su phat sinh natriuretic
peptide va 1am giam néng do NT-proBNP. Cho thiy rang testosterone c6 thé
cai thién chtrc nang co tim, giam ndng do NT-proBNP [102].

1.4. CAC CONG TRINH NGHIEN CUU KHANG INSULIN O BENH
NHAN SUY TIM MAN

Nghién ctru 8 bénh nhan bi ST man va 10 nguoi tudi khée manh cia tac
gid Paolisso (1991), hai thir nghiém dung nap glucose va phuong phéap kep
dang duong tang insulin mau, phuong phap ndy nhiam nghién ctru sy khac biét
trong hap thu glucose qua trung gian insulin. Trong 360 phut insulin dugc
truyén & ba mirc ¢ khac nhau (25, 50 va 100 mU/kg/h). Trong diéu kién co
ban, nhom bénh so v&1 nhom chung c6 glucose mau twong tu (5,2+0,1 va
4,9+0,2 mmol/L), nhung insulin mau cao hon (125,7£9.2 va 35,7+3,3 pmol/L,
p<0,01), noradrenalin (5,39£0,13 va 1,47+0,22 nmol/L, p<0,001), va axit béo
tu do (FFA) (927+79 va 792+88 mmol/L, p<0,05). Noradrenalin twrong quan
thuan v6i mac do FFA (r =0,65, p<0,025). Sau khi truyén glucose, mirc
glucose mau tuong va insulin van con cao hon dang ké ¢ nhitng bénh nhan so
v6&i nhém ching [83].

Nhim danh gid d§ nhay insulin & bénh nhan ST man, mdt nghién ctru
cia Swan (1994) trén 10 bénh nhan nam ST man tinh ning c6 dbi chung.
Phuong phap danh gia do nhay insulin bang phan tich mé hinh hdi quy da
bién. Két qua cho thay: & bénh nhan ST c6 ndng do glucose binh thudng so

v6i nhom ching nhung ndng do insulin (p=0,002) va ndng do C-peptide
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(0,02) gia tang dang ké. O bénh nhan ST ¢6 d6 nhay insulin thip hon 73%.
Piéu nay chimg t6 & bénh nhan ST man ning c6 su cudng insulin va KI dan
dén lam gia ting su giam chirc ning co tim va giam kha ning ging strc [97].

Nghién ctru cia Swan JW va cs (1997) trén 79 bénh nhan nam: 38
nguoi duoc chan doan ST, 21 ngudi ¢ bang ching BTTMCB qua chup mach
vanh ma khong ST, 20 ngudi khée manh. Két qua cho thay c¢6 su KI ¢ bénh
nhan ST nhung khong tac dong truc tiép ma thong qua rdi loan chirc ning tim
that va cac catecholamin. Po nhay insulin duoc tinh bang phan tich mé hinh
hdi quy, sau khi truyén glucose qua duong tinh mach. O bénh nhan ST man
cd Gy trung binh nhung tang Iy (67 so véi 29 pmol/L, p<0,002) va d6 nhay
insulin 58% (giam) (p<0,0001). (V02) (r=0,63), triglyceride (-0,62) va d6 tudi
(r=-0,64, p<0,001) dy doan do nhay insulin doc 1ap. Nong d6 noradrenalin va
adrenalin, EF va nguyén nhan gay ST thi khong lién quan dén d6 nhay
insulin. Trong phan tich da bién cia tat ca 79 d6i twong, do tudi (p=0,0006),
triglycerid (p=0,0023), insulin luc doi (p=0,0037) va su hién dién cta ST (p =
0,018) 1a yéu t6 du bao doc 1ap vé KI (R? =0,53, p<0,0001) [96].

Mot nghién ctu & Y (1997) do Amato va cs nghién ctru trén 1339
bénh nhan ST, ¢6 hién twong KI va nguy co tién trién thanh DTD. Sau khi
phan tang theo do tudi, ddi twong ST tir 80 dén 84 tudi chiém ty 1é cao nhat
trong d6 c¢6 29,6% bénh nhan ST c6 PTD. ST tién trién DTD véi ty 1€ 9,5%
va 14,7%. Trong phan tich hdi quy, ST lién quan dén DTD [OR= 0,2, 95%,
Cl:1,6-2,5 doc lap voi tudi, gidi tinh, tién sir gia dinh DTD, BMI, ty 1&
VB/VM va huyét ap tdm truong. Di voi nhitng bénh nhan khong dugc diéu
tri ST thi mdi lién quan gitta ST va DTD con manh hon [OR=4,0, 95%,
Cl:3,4-5,8]. Khi nghién ctru doc, ST du doan BDTD doc lap vai tudi, gio1
tinh, tién st gia dinh DTD, BMI, VB/VM, HATTh/HATTr va diéu trj ST
(OR=1,4,CI9%% =1,1-1,8) [14].
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Theo nghién cuu BIPS, thuc hi¢n bdi tdc gid Tenenbaum nam 2003
trén 2616 bénh nhan ST do thiéu mau cuc b co tim khong c6 BDTD va duogc
chia 1am 3 nhém theo NYHA. Qua theo ddi c6 259 bénh nhan tién trién
thanh BTD, ty I¢ PTP mdi mic 1a 13% trong nhom bénh nhan NYHA- I,
15% trong NYHA-II, 20% trong NYHA-IIL. Lan thim kham cudi cung,
nhom bénh nhén trong nhém NYHA-III gap 2 1an (17% [n= 19]) ¢6 nong do
glucose mau Iuc do6i >7 mmol/L nhu nhitng nguoi trong NYHA-I (7,8% [n=
154]) hodc NYHA-II (8,7% [n = 45]) (p= 0,005). Trong phan tich da bién ST
NYHA-III tang 1,7 1an (95% [CI]: 1,1-2,6) tién trién DTD, nhung NYHA-II
thi khéng (OR= 1,0; 95% [CI]: 0,8-1,3). Trong s6 bénh nhan ST do
BTTMCB, nhdm NYHA-III ting nguy co dang ké miac DTD trong 6-9 nim
tiép theo [100].

Wisniacki va cs (2005) nghién ctru nham danh gia KI va hé thong viém &
bénh nhan ST tam thu va tam truong duoc tién hanh trén 52 bénh nhan khong cé
DTD (tudi: 70-90), ST nhap vién trong 6 thang trudc d6 va 26 ngudi tinh nguyén
khoe manh. KI duoc tinh bang chi s6 HOMA-IR, chi s6 HOMA-IR ¢ nhém
bénh nhan ST tam thu cao hon so véi nhom ST tdm trrong va nhom khée manh.
Sau khi diéu chinh chi s6 khdi co thé, st dung rc ché men chuyén hoac chen thu
thé & nhom bénh nhan ST thi ty 1& KI cao hon so véi nhém nguoi khée manh.
C-peptide, interleukin 6 va TNF-aSRII cao hon ¢ nhdm bénh nhan ST tdm thu
va tim truong so v6i nhom ngudi khoe manh. C6 sy KI va kich hoat hé théng
viém & bénh nhan 16n tudi v6i ST tdm thu va tim truong [112].

Nghién ctru cua Banerjiee (nam 2013) dugc thuc hién tr 4425 nguoi
tham gia nghién ctru (60% phu nit) khong ST, NMCT, DTD. Thoi gian
nghién ctru trung binh 12 nam (t6i da 19 nim) c6 1216 ngudi (1103 ngudi
khong c6 NMCT) tién trién ST. Nhitng bénh nhan ST c6 ndng do insulin cao
va nguy co KI (OR:1,10; CI:95%, 1,05-1,15) [22].
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Nadja Scherbakov va cs cong bd vao nam 2015 thuc hién trén 18 bénh
nhan STEFG, 22 bénh nhan STEFBT va 22 ngudi khoe manh. Két qua nghién
cuu cho théy co su KI & bénh nhan STEFG va STEFBT. Bénh nhan voéi
STEFG s& KI cao hon so v6i STEFBT c¢6 so sanh v6i nhom chimg, chi sd
HOMA-IR lan lugt 1a (HOMA-IR 3,1, t&r phan vi 1,4-3,7 ; HOMA-IR 1,9 tGr
phan vi 1,5-3,6 ; HOMA-IR 1,2, tt phan vi 1,8-0,9, v&i p<0,001) [91].

Gan day, cudi thang 05/2016 trén tap chi ESC cong bd cong trinh
nghién ciru gdm 524 bénh nhan chan doan ST. Khao sat tinh trang KI bang
glucose mau 2 gio sau khi lam NPDNG va chi s6 HOMA-IR trudc va sau
dung bién phap ting stc co co tim. Két qua, duoc so sanh trude va sau ding
bién phap thi nong d6 I, va chi s6 HOMA-IR giam hon c6 ¥ nghia thong ké
(12 170,24£56,2 véi 146,8+£54,8; p 0,002, HOMA-IR: 2,6+1,4 voi 1,8+0,8, p
0,002) [74].
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Chwong 2
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Pbi tuong nghién cru duge chia 1am hai nhom: nhom bénh 1a nhiing
bénh nhan duoc chian doan ST man nhdp vién tai bénh vién DPKTUCT tur
04/2013 dén 05/2016 va nhiing ngudi khong suy tim tham gia nhom chimg.
2.1.1. Nhom bénh
2.1.1.1. Tiéu chuin chon nhém bénh

Chan doéan suy tim man theo ti€u chuan ESC niam 2012 (cap nhat
2016 khong thay d6i tiéu chuan chan doan) [37], [38].

+ Triéu chimg co ning: kho thd khi ging sirc hoic khi nghi ngoi, mét
moi, ué oai, phu mét ca chan.

+ Triéu ching thuc thé: nhip tim nhanh, kh6 thé nhanh nong, rale am
day phoi, tran dich mang phoi, tinh mach ¢ ndi, gan to, pht ngoai bién.

+ Dau chtig bat thudng vé ciu tric hodc chic ning cua tim lac nghi:
tim to, danh tréng nguc, am thdi & tim, siéu 4m tim bat thuong, BNP hoac
NT-proBNP tang.

Chan doan STEFG (di 3 tiéu chuin)

(1) Triéu chung co nang dién hinh cta ST.
(2) Triéu chimg thuc thé dién hinh cua ST.
(3) Phan suat tong mau (EF) that trai giam (EF<40%).

Chian doan STEFBT (di 4 tiéu chuén)

(1) Triéu chung co niang dién hinh cta ST.

(2) Triéu chung thuc thé dién hinh cua ST.



39

(3) EF binh thudng hodc giam nhe (EF>50%) va tht trai khong gian.
(4) Ton thuong co tim thyc thé (phi dai that trai, 1on nhi trai) va/hodc

roi loan chirc nang tAm truong that trai.
2.1.1.2. Tiéu chudn logi trir nhém bénh

- C6 tinh trang sinh Iy va bénh 1y kém anh huéng dén nghién ctu sy
nhay cam cua insulin: tudi day thi, dang c6 thai, dang dung thudc (thudc ngira
thai, corticoid, cac catecholamin, thudc chen béta).

- Tién stt DPTD, THA, Cushing.

- Chi s6 BMI >25 kg/m?, VB (nam >90cm va nit >80cm).

- Suy thén, suy gan.

- Khong thoa céc tiéu chuan chon.

- Khong dong y tham gia nghién ciru.

- Phéan suét tbng mau tir 41-49%.

- NMCT cép, ST cép.
2.1.2. Nhom chirng
2.1.2.1. Tiéu chuin chon nhém chirng

- Tinh nguyén tham gia nghién ctru.

- Tat ca dbi tuong tham gia nghién ctru twong dong vé tudi, gidi vai
nhom bénh.
2.1.2.2. Tiéu chudn logi tric nhém chirng

- Puogc loai trir ST: tham kham 1am sang (khong khoé thé, khong giam
kha ning gang stc, khong phu chi, tinh mach c6 khong ndi, khong rales &
phéi,...), siéu 4m tim va ndng d6 NT-proBNP binh thuong.

- Ti€u chuan loai trir khac: giong ti€u chuan loai tror nhom bénh.
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2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru

Phuong phap mé ta cit ngang.
2.2.2. C& mau

zzl—oz‘p(l— p)
dZ

n=

Trong do:

- n: s6 d6i twong nghién ctu.

- o: muc ¥ nghia thong ké (0,05).

- Zl_g - gia tri Z thu duoc tir bang Z &ng véi gia tri dugc chon.
2

- (a = 0,05) tng vai gia tri Zl_ﬂ twong rng 1a 1,96.

2

- p: ty 1¢ KI & bénh nhan ST man (0,53), theo nghién ctru ctia Swan JW
Vva cs trén 79 dbi trong: 59 ngudi dugce chan doan ST va 20 ngudi khoe manh
tham gia nhom ching [96].

- d: sai s6 mong muén 10% — d = 0,10.

Twr cong thirc trén tinh ra n= 95. bé tang do chinh xac chon nhom bénh
tang 1én gap doi, n=190.
2.2.3. Phuong phap chon méu
2.2.3.1. Phuwong phap chon nhom bénh

Bao gé)m 190 bénh nhan thoa tiéu chuan chon dugc chia lam 2 nhém:

- ST ¢6 phén suét tbng mau giam (STEFG).

- ST ¢6 phan suat tbng mau bao ton (STEFBT).

boi tuong chon la nhitng bénh nhan ST man duoc ching t61 tham kham
lam sang va xac dinh chan doan ST theo ESC nam 2012. Sau d6 giai thich

cho bénh nhan biét vé ndi dung can nghién ctru va trinh tu cac budc trong
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nghién ctru dé bénh nhan hop tac duoc tot hon. Néu duge sy dong ¥ bénh
nhan s& ky vao phiéu nghién ctru do chung t6i chuédn bi sén.

Céac dbi tuong nghién ctru dugc tham khadm lam sang mét cach ti mi, thu
thap dir liéu ghi vao phiéu nghién ctru riéng cta timg bénh nhan. Ching toi tién
hanh siéu 4m tim, léy mau x¢ét nghiém cho bénh nhéan vao céac thot diém luc doi
(it nhat 8 gid trd vé trude bénh nhan khong an ubng chat gi co ning luong),
thoi diém 0 gio, 14y type mau chuyén ngay dén phong xét nghiém tién hanh
dinh luong (I, Go, cholesterol-tp, triglycerid, HDL-c, LDL-c, NT-proBNP,
testosterone, adrenalin). Sau khi 1y mau bénh nhan vao thoi diém lic déi (0
gi®), chung t6i tién hanh 1am NPDNG, 14y mau trén ciing mot tinh mach vao
thoi diém 2 gio sau khi lam nghiém phap va gii mau ngay dén phong xét
nghiém bénh vién DPKTUCT tién hanh dinh lugng cac thong s6 (Ip, Gy).
2.2.3.2. Phwong phap chon nhom chirng

Nhom chimg 95 ngudi khong ST thoa tiéu chuan chon. La nhitng nguoi
dén kham sirc khoe tai bénh vién DPKTUCT khong ST thoa tiéu chuan chon.

Gidi thiéu cho ngudi tham gia nghién ctru hiéu rd vé dé tai nghién ctu
va ky vao phiéu tham gia nghién ctu.

Hen ngiy gio dén ldy mau nghién ctru. Hudng dan ngudi tham gia
nghién ctru khong st dung thubc anh huong dén tinh trang noi tiét va tim
mach, khong dn udng chét c6 ning luong it nhét 8h.

2.2.4. Céc bién sb nghién ciru
2.2.4.1. Tudi

Tudi: nam diéu tra trir di nam sinh.
2.2.4.2. Gigi

Gidi: nam, ni.
2.2.4.3. Huyét dp déng mach

Muc dich dé loai trir dbi twong nghién cau c6 THA, so sanh twong dong

gitta nhom bénh va nhom chung.
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- Phuong tién: may do huyét ap thay ngan va éng nghe ALPK2 cua
Nhat d3 duoc chuin hoéa tai phong kiém dinh do luong chat luong thanh
phd Can Tho.

- Chuan bi bénh nhan: khong hut thudc, khong udng ca phé trong thoi
gian it nhat 8 gio va dugc nghi it nhat 15 phut trude khi do HA.

- K§ thuat do: bénh nhan duogc do ¢ tu thé ngdi thing hodc nim ngtra va
tu thé dung, do HA & canh tay, bang quin phai 6m sat canh tay, do & ca 2 tay
trong 1an kham dau va ghi nhan két qua & tay c6 tri s6 HA cao hon. Ap suét cta
bang quan duoc bom 1én cao hon gia tri HATTh 30mmHg (duoc xac dinh bang
nhip dap & PM quay) va dugc xa hoi giam dan voi téc do 2-3mmHg/gidy
(HATTh: tuong tng véi tiéng mach dap dau tién- pha | Korotkoff, HATTT:
twong tng voi bién mat tiéng dap ctia mach-pha V Kororkoff).

- Panh gia két qua: nhitng gia tri HA duoc lay chinh xac dén 2mmHg,
do 3 1an lan cach nhau ti thiéu 2-5 phat tam nghi sau khi xa hoi bang quan
hoan toan. Két qua cudi cuing dugc tinh 1a sb trung binh cua 3 1an do.

Ap dung theo JNC 8 (khong THA khi HATTh <140 mmHg va HATTr
<90 mmHg) [58].
2.2.4.4.\Vong bung

Muc dich dé loai trir dbi twong nghién cau cé béo phi, hoi chang
chuyén hoa, so sanh twong dong giira nhém bénh va nhém ching.

Po vong bung: bénh nhan dimg thang, chan rong bang vai. Dt thudc
day ¢ bo trén mao chau ngang mirc véi ron, dua thudc ddy vong qua bung
bénh nhan va lay két qua lac bénh nhan tho ra nhe nhang. Két qua tinh bang
centimet (cm).

Binh thuong VB (nam <90cm va nir <80cm) theo WHO 2000 [110].
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2.2.4.5. Chi sé khéi co thé (BMI)

Muc dich dé loai trir d6i twong nghién ciu c6 béo phi, hoi chung
chuyén hoa, so sanh twong ddng giira nhém bénh va nhém ching.

-Po chiéu cao: do bénh nhan & tu thé dung hoic nim ngira mat
nhin 1én tran nha, dinh dau sat véi mét canh cua thude do, chan dudi
thang, hai got cham sat vao nhau. Po tir got chan dén dinh dau. Két qua
tinh bang mét (m).

-Po céan nang: bénh nhan mac quﬁn a0 bénh vién, dung 1én ban can.
Néu khong dimg duogc thi ngudi nha bé bénh nhan va dang 18n can sau do trir
di trong lugng nguoi bé. Két qua tinh bang kilogam (Kg).

+ Panh gia tinh trang béo phi: dya vao chi sb khéi co thé (BMI)

BMI duogc tinh theo cong thirc:

Trong luong co thé (Kg)
BMI =

[Chiéu cao ding (m)]

Binh thuong chi s6 BMI<25 kg/m? theo WHO 2000 [110].
2.2.4.6. Pinh lwong nong dp cholesterol todan phan huyét thanh

Muc dich: xac dinh néng d6 trung binh cholesterol tp huyét thanh, ty 1¢
ri loan lipid, tim méi twong quan véi cac chi s6 KI va danh gia nguy co KI.

Puoc thuc hién bang may xét nghiém mién dich tw dong Cobas e dit tai
khoa xét nghiém bénh vién DPKTUCT.

Nguyén ly xét nghi¢m: phuong phap do mau enzym.

+ Cholesterol ester bi phan cét bai enzym cholesterol esterase sinh ra
cholesterol va FFA. Cholesterol oxidase xuc tac qué trinh oxy hoa cholesterol
thanh cholest-4-en-3-one va hydrogen peroxide. Dudi sy hién dién peroxidase
tao thanh tac dong 1én su bat cip oxy hoa giita 4-aminophenazone va phenol

sinh ra chat quinone-imine c6 mau dé.
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cholesteryl ester hydrolase

Cholesteryl ester + H,O -----------------m-mom o >cholesterol + ROOH
cholesterol oxidase
Cholesterol + Op ---------=-=-=--------- > cholest-4-en-3-one + H,0O;
peroxidase
2H,0, + 4-aminophenazone + phenol > 4-(p- benzoquinone -

monoimino)-phenazone + 4 H,0O

+ Cuong do mau dam nhat cua chat nhudm ty 1€ thuan voi néng do
cholesterol. Chat nay duogc xac dinh bang cach do su gia ting ciia d6 hap
thu anh sang.
2.2.4.7. Pinh lwong néng dé triglycerid huyét thanh

Muc dich: xac dinh ndng do trung binh triglycerid huyét thanh, ty 16 rdi
loan lipid, tim méi twong quan vdi cac chi s KI va danh gia nguy co KI.

Puoc thuc hién bang may xét nghiém mién dich tu dong Cobas e dit tai
khoa xét nghiém bénh vién DPKTUCT.

Nguyén ly xét nghiém: xét nghiém do mau st dung enzym.

LPL

Triglycerid+3H,0 ——»  Glycerol + 3 RCOOH
GK

Glycerol + ATP — >  Glycerol-3-phosphate + ADP
Mg2+

GPO
Glycerol-3-phosphate + O, —— Dihydroxyacetone phosphate + H,O,

Peroxidase

v

H,O, + 4-aminophenazone + 4-chlorophenol
4-(p-benzoquinone-monoimino)-phenazone + 2H,0 + HCI
2.2.4.8. Pinh lwong néng dé HDL-c huyét thanh

Muc dich: xac dinh nong d6 trung binh HDL-c huyét thanh, ty 1¢ rdi

loan lipid, tim méi twong quan vdi cac chi s KI va danh gia nguy co KI.



45

DPuoc thuc hién béng may xét nghiém mién dich ty dong Cobas e dit tai
khoa xét nghiém bénh vién DPKTUCT.

Nguyén ly xét nghiém: xét nghiém do mau enzym.

+ Khi ¢6 mat cdc ion magie, dextran sulfate tao ra cac phuc hop tan
trong nudc mot cach chon loc véi LDL, VLDL va chylomicron cé tinh dé
khang véi cac enzym bién doi bang PEG.

+ Nong do cholesterol trong HDL-c duoc xac dinh theo phuong phap
enzym bdi su bat cap cholesterol esterase va cholesterol oxidase vdi PEG tao
thanh nhom axit amin (khang 40%).

+ Cac cholesterol ester bi pha v& 18n két tao thanh cholesterol va cac
FFA boi men cholesterol esterase.

HDL-cesters+ H,O _P°E . HDL-c+3 RCOOH

PEG: polyethylene glycol.
HSDA: Sodium N-(2-hydroxy-3-sulfopropyl)-3,5-dimethoxyaniline.

+ Khi c6 mat oxy, cholesterol bi oxy hoa boi cholesterol oxidase tao
thanh cholesterol va hydrogen peroxidase.

+ Khi c6 mat peroxidase, hydrogen peroxidase tao ra s€ phan ung véi
4-amino-antipyrine va HSDA dé tao thanh mot chit c6 mau xanh tim. Cuong
dd mau dam nhat cta chit mau nay ty 1¢ thuan véi néng do cholesterol va
dugc do bang phwong phap do quang.
2.2.4.9. Pinh lwong néng dp LDL-c huyét thanh

Muc dich: x4c dinh nong do trung binh LDL-c huyét thanh, ty 1& rdi
loan lipid, tim méi twong quan vdi cac chi s KI va danh gia nguy co KI.

DPuoc thuc hién béng may xét nghiém mién dich ty dong Cobas e dit tai
khoa xét nghiém bénh vién DPKTUCT.

Nguyén ly xét nghiém: xét nghiém MULTIGENT Direct LDL la mdt
phuong phap dong nhét dé thyuc hién do truc tiép nong d6 LDL trong huyét thanh

hay trong mau ma khong can thyuc hién cac budc tién xir Iy bén ngoai hay ly tam.
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Phuong phap st dung dang 2 thudc thir va tiy thudc vao dic tinh cia
dung dich tay (detergent) duy nhat. Dung dich tiy chi hoa tan cac hat khong
phai la LDL. Cholesterol giai phong ra dugc st dung bdi cholesterol esterase
va cholesterol oxydase trong phan tng khong tao mau. Dung dich tdy hoa tan
cac hat con lai va bo ndi tao sic giap tao mau. Phan tng enzym voi LDL véi
su hién dién ctia bo ndi tao sic hinh thanh mau ti 1& véi luong cholesterol
LDL trong mau.

Phuong phap: do dung dich tay rtra chon loc (Liquid Selective Detergent).
Bang 2.1. Panh gia mirc @9 rdi loan lipid mau theo NCEPATP III (2001) [39]

Lipoprotein Réi loan
Cholesterol tp (mmol/L) >5,17 mmo/I (ting)
Triglyceride (mmol/L) >1,7 mm/l (tang)
LDL-c (mmol/L) >2,58 mmol/L (tang)
HDL-c (mmol/L) <1,03 mmol/L (giam)

2.2.4.10. Pinh lwong néng dp NT-proBNP huyét thanh

Muc dinh: chan doan ST, danh gid murc do nang cua ST, xac dinh tuong
quan véi cac chi s K1, danh gia nguy co KI.

Xét nghiém nong d6 NT-pro BNP bang may mién dich tu dong Cobas e
tai khoa xét nghiém bénh vién DPKTUCT.

Phuong phép mién dich dién héa phat quang ECLIA=Eclectro
Chemiluminescence Immuno Assay.

Nguyén 1y: bt cip, tong thoi gian 18 phit.

+ Thoi ky u dau tién: khang nguyén trong mau thir 15 (ul), khang thé

don dong dic hiéu khang danh ddu Biotin va khang thé don dong dic hiéu
khang NT-proBNP danh dau phtrc hop ruthenium tao thanh phirc hop bt cap.
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+ Thoi ky u th hai: sau khi thém cac vi hat phu streptavidin, phirc
hop mién dich trén tré nén gin két véi pha ran thong qua su twong tac giita
biotin va streptavidin.

+ Hon hop phan tng dugc chuyén téi budng do, & d6 cac vi hat ddi
tir duoc bét giit trén bé mit cua dién cuc. Nhitng thanh phan khong gin két s&
bi thai ra ngoai budng do bdi dung dich Procell/Procell M. Cho dién 4p vao
dién cyuc phat quang hoa hoc duoc do bang do khuéch dai quang tir.

+ Cac két qua dugc xac dinh thong qua mot s6 duong chuan xét
nghiém trén may tao nén boi xét nghiém 2-diém chuan va thong tin dudng
chuan chinh qua m vach trén hop thude thir,

+ Nong d6 NT-proBNP <300 pg/mL khong chan doan ST [73].

+ Nong d6 NT-proBNP >900 pg/mL chan doan ST [73].

+ Nong d6 NT-proBNP >10,000 pg/mL tién lwong ST nang [27].
2.2.4.11. Pinh lweng néong dé testosterone huyét thanh

Muc dinh: xac dinh gid tr1 du bédo, twong quan véi cac chi s6 K1, danh
gia nguy co KI & bénh nhan nam ST man.

Xét nghiém testosterone bang phuong phap mién dich dién hoéa phat
quang “ECLIA” bang may xét nghiém Cobas e tai khoa Xxét nghiém bénh
vién PKTUCT, hoa chit xét nghiém cta hing Roche diagnostics, dya vao
nguyén ly canh tranh.

+ Thoi ky u dau tién: 20uL mau thir duwoc G v6i khang thé don dong
dic hiéu khang testosterone danh déu biotin. Céc vi tri gin két trén khang thé
danh dau bi chiém giit boi chat phan tich trong mau.

+ Thoi ky u thir hai: sau khi thém cac vi hat phu streptavidin va dan
xuat testosterone danh du phirc hop ruthenium, phirc hop tré nén gan két véi
pha rin théng qua sy twong tac giita biotin va streptavidin.

+ Hon hop phan ung duge chuyén téi budng do bang bo khuéch dai
quang tur.
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Két qua xac dinh thong qua duong chuan xét nghiém qua ma vach in
trén hop thude thir.

+ Gié tr1 binh thuong testosterone & nguwdi nam truong thanh tu
3-10 ng/ml [80].

+ Nong d9 testosterone ¢ ngudi nam giam khi <3 ng/ml [80].
2.2.4.12. Pinh lweng néng dé adrenalin huyét thanh

Muc dich: xac dinh gia tri du bao, twrong quan véi cac chi s6 KI, danh
gia nguy co KI.

Pé bao dam xét nghiém duoc chinh xac, trude khi 1dy mau 1 tuan,
khong duoc str dung cac thude co thé anh hudng dén catecholamine bang
phuong phép do huynh quang nhu: tetracycline, ampicillin, erythromycin, cac
chat nay c6 thé chuyén hoa thanh catecholamine nhu DOPA, a-methyldopa
hozc chup chiéu X quang.

Tranh st dung cac thirc an va d6 udng co thé anh huong dén két qua xét
nghiém trong 2, 3 ngay trudc khi lam xét nghiém nay nhu cafeine (c6 trong ca
phé, ché, ca cao, sO cd la), cac amine (c6 trong chudi, qua oc cho, bo, pho mat,
bia va rugu vang do), bat ky loai thuc phém nao chtra vani, cam thao.

Khong duge hit thude 14 trudc 4 gio.

Xét nghiém adrenalin duoc thyc hién bang may xét nghiém mién dich
tu dong ARCHITECT Ci 4100 (3 Systems) cuia hang Abbott Hoa Ky tai Bénh
vién truong Pai hoc Y Dugc Céan Tho.

Phuong phap xét nghiém mién dich huynh quang (Immuno Fluorescence
Assay: IFA).

Nguyén tic xét nghiém:

+ DUng pipet 50 pl hat huyét thanh twong tmg vao tit ca cac giéng.

+ Lac 1 phat ¢ nhiét d (20-25°C), cho vao may quay ly tdm (khoang
600 vong/phat).

+ U trong 15- 20 gio (qua dém) ¢ 2-8°C.
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+ Loai bo cac san pham du thira.

+ U 30 phat ¢ nhiét d6 (20-25°C) dit vao may quay ly tdm (khoang
600 vong/phat).

+ Loai bo san pham thira.

+ U 20-30 phit ¢ nhiét d6 (20-25°C), dit 1én may quay ly tam
(khoang 600 vong/phut).

DPoc do hap thu cta dung dich trong cac giéng trong vong 10 phut.

+ Nong d6 adrenalin binh thuong <100 pg/ml [89].

+ Nong d6 adrenalin tang >100 pg/ml [89].
2.2.4.13. Pinh lwong néng dp glucose huyét thanh

Puoc thyc hién bang may xét nghiém mién dich tur dong Cobas e dat
tai khoa xét nghiém bénh vién DPKTUCT.

Phuong phép dinh lugng glucose huyét thanh: phuong phéap glucose
oxidase, dung 4-aminophenazol, glucose oxidase, peroxidase dé chuyén
glucose thanh 4-P-benzoquinone-mono-phenazol rdi dua vao may sinh héa
phan tich tu dong.

Nong d6 glucose huyét thanh binh thudng 3,9-5,5 mmol/L [15], [16].
2.2.4.14. Pinh lwong néng dg insulin huyét thanh

DPuoc thuc hién br:fmg may xét nghiém mién dich ty dong Cobas e dit tai
khoa xét nghiém bénh vién DPKTUCT.

Phuong phap mién dich dién hoa phat quang ECLIA=Eclectro
Chemiluminescence Immuno Assay.

Nguyén 1y bat cip
+ Thoi ky @ dau tién: insulin tir 20 pul mau thir, khang thé don dong
ddc hiéu KI danh dau biotin va khang thé don dong dic hiéu KI danh dau
phtrc hop ruthenium tao thanh phuc hop bat cip.
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+ Thot ky 0 thr hai: sau khi tiém cac vi hat phu streptavidin, phtrc
hop mién dich trén trd nén gin két trén voi pha ran thong qua sy twong tac
gitra gitra biotin va streptavidin.

+ Hon hop phan ung dugc chuyén téi budng do, & d6 cac vi hat
ddi tir dugce bat gilt trén bé mit cua dién cuc. Nhirng thanh phén khong
gan két s& bi thai ra ngoai budng do bai dung dich Procell/Procell M. Cho
dién ap vao di€n cuc s€ tao nén su phat quang hoa hoc dugc do béng do
khuéch dai quang tu.

Cac két qua do duogc xac dinh thong qua mot dudng chudn xét nghiém
trén may duoc tao nén boi xét nghiém 2 diém chuan va thong tin duong chuan
chinh qua mi vach trén hop thudc thu.

Binh thuong ndng d¢ insulin méau lac d6i 10 uU/ml [8].

Dinh lugng Go Va lg: 14y mau tinh mach xét nghiém glucose mau lic
doéi va insulin.
2.2.4.15. Pinh lwong néng dp glucose, insulin huyét thanh sau 2 gio' 1am
nghiém phép dung nap glucose

NPDNG bang dwong udng

- Chuan bi bénh nhan:

+ Bénh nhan nhin d6i tir 8 gio dén 12 gio.

+ Tranh tap thé duc, hit thudc 13, udng café, stress khi 1am nghiém phap.

+ Nghiém phap duoc lam vao budi sang tir 6 gid dén 7 gio, bénh
nhan nam nghi tai giuong.

- Cho udng 75 g glucose trong 250 ml nudc sb6i dé ngudi, udng trong
vong 5 phut, sau d6 tiép tuc nam nghi tai givong.

- Pinh luong I, va G,: lay mau & cung tinh mach dé dinh luong glucose

va insulin mau tai thoi diém 2 gid sau khi ubng 75g glucose.
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2.2.4.16. Chi s6 HOMA-IR

- Cong thirc tinh chi s6 HOMA-IR [8].

HOMA-IR =l x Go/22,55

- Xac dinh KI: WHO qui dinh KI: chon diém cat to phan vi cao nhét
ciia nhom chirng trong nghién ctru nay [21].
2.2.4.17. Chi sé QUICKI

- Cong thtre tinh chi s6 QUICKI [8].

QUICKI= 1/log(lg + Go)

Con duoc goi 1a kiém soat do nhay chat luong insulin.

- Xac dinh KI dua vao chi s6 QUICKI: chon ti phan vi thép nhét cua
nhom ching trong nghién ctru nay [21].
2.2.4.18. Chi sé McAuley

- Cong thirc tinh chi s6 McAuley [8].

McAuley= Exp[2,63-0,28 Ln(10 pU/ml)-0,31 Ln(triglycerid mg/dL)]

Exp: Ky vong todn, Ln: Logarit Népe (Ham luong giac).

- Xac dinh KI khi McAuley chon tir phan vi thap nhit ciia nhom chimng
trong nghién ctru nay [21].
2.2.4.19. Chi'sé lo, G, 10/Gq, 15, Gy, 1,/G;

- Chon X +1SD cua nhom chimg trong nghién ctru ctia chiing toi.

- X4c dinh tang insulin mau.

- Pugc goi 1a ting insulin mau luc doi: khi c¢6 sy gia ting bat thuong vé
nong d6 insulin luc d6i >X +SD (X ndng d6 trung binh cia insulin lic doi

nhom chiing trong nghién ctru nay) [8].
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2.2.4.20. Phan d¢ ST theo NYHA

Bang 2.2. Bang phan d¢ ST theo NYHA [9], [12].

NYHA Tri¢u ching
X Khong han ché, van dong thé luc thong thuong khong gay
el mét, kho thd hodc hoi hop.
Han ché nhe van dong thé luc. Bénh nhan khoe khi nghi ngoi.
bo 11 Van dong thé luc thong thuong dan dén mét, hoi hop, kho tho
hoac dau nguc.
] Han ché nhiéu van dong thé luc. Mic du bénh nhan khoe khi
belll nghi ngoi, nhung chi van dong nhe da co tri¢u chiing co nang.
Khéng van dong thé lyc ndo ma khong gay kho chiu. Triéu
bo 1V ching co ning cua ST xay ra ngay khi nghi ngoi. Chi mét s6

van dong thé luc, triéu ching co ning gia ting.

2.2.4.21. Chi sé khoi co thit trdi (LVMI)
Siéu 4m tim dugc thuc hién bang may siéu am SIEMENS ACUSON

X500 dat tai bénh vién DPKTUCT.

- Céc chi sb danh gia cac buong tim va thanh tim:

+ Duong kinh nhi trai (LA).

+ Puong kinh gbc van dong mach cha (Ao).

+ Pudng kinh that trai cubi tam truong (LVDA).

+ Puong kinh that trai cudi tam thu (LVDS).

+ B& day vach lién that cudi tim truong va cudi tm thu (IVSS va 1VSd).

+ Bé day thanh sau that trai cudi tdm truong va cudi tdm thu

(PWd va PWS).
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- LVPWs 1.5cm
- LVIDs 2.8cm
- IVSs 1.5cm
- LVPWd 1.1cm
- LVIDd 51cm
- IVSd 1.1 cm

EDV (MM-Teich) 124 ml

IVS/ILVPW (MM) 1.0 i

IVS % (MM) 36 Y
FS (MM-Teich) 45 Y.
ESV (MM-Teich) 30 miseet

EF (MM-Teich) 76 %

*  LVPW % (MM) 36 % .
e S ——

\;‘-:___?'———-i—— .

7Smmis :

e
Bom

Hinh 2.1. Cach do kich thwéc budng that trai [66]

Tir cac chi s6 danh gia thanh tim tinh khdi lwong va chi sé6 khéi co
that trai [10], [35].

+ Khéi luong co thét tréi.

LVM (g)= 0,8 [1,04(LVDd +1VSd +PWLVd)? -LVDd?] -0,6.

+ Chi s6 khdi co that trai (LVMI):

Tur khéi luong co that trai thiét 1ap chi sé khéi co that trai bang céach
hiéu chinh theo chiéu cao hoac dién tich co thé, nhung thuong 14 hiéu chinh
theo dién tich co thé (BSA: body surface area).

LVMI (g/m?) = LVM (g)/BSA (m°).
2.2.4.22. Tinh chic néing tdm thu thét trai (EF)

Tinh chirc ning tam thu that trai bang phuong phap Simpson cai tién [10].

Dé tinh duoc thé tich va qua do tinh phan suét tdng mau thi can mat
cit & mom tim. C6 nhiéu phuong phap khac nhau dugce dé nghi, 4p dung
phuong phap Simpson co sira d6i 14 hay nhat vi né khéng bi anh huéng

bai hinh dang that dé tinh thé tich, cac két qua nghién ctiu cho thay tuong



54

quan tét voi thong tim. That trai duoc cit thanh nhiéu nhét tir day dén
mom trén cadc mat cat 2 budng hoic 4 budng. Trén thuc té chi can vé
duong vién quanh that va chiéu dai that (ca thoi ky tdm thu va thoi ky tam
truong) va may sé& ty dong tinh céc théng sé thé tich tdm thu va tam
trwong tir d6 tinh EF. Tinh phan suét tbng mau bang siéu am 2D chinh xéc
hon M-mode nhat 1a trong truong hop ¢ kém BTTMCB 1a bénh mat dong
dang su co bop cua that [10].

LV ED

Hinh 2.2. Cach tinh EF bing phwong phap Simpson tir miit cit 2 budng

va 4 budng tir mém [10]
M3t cit 2 budng va 4 buong mém diung dé tinh EF theo phuong phap
Simpson (can do chiéu dai va dién tich cua that). Lay sé do thé tich hai thoi ky

tam thu va tam truong tir 46 may tu dong tinh EF (loai bé co nha) [10].
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Bang 2.3. Phan loai STEFG va STEFBT theo AHA/ACCEF 2013
(cap nhat 2016) va ESC 2016 [12], [26], [38]

Phéan loai EF (%)
STEFG <40
STEFBT >50

2.2.5. Xir Iy s6 liéu

- Xir 1y s6 liéu trén may vi tinh bang phan mém SPSS 22.0.

- S6 lidu duogc xtr Iy bang phuong phap théng ké Y hoc theo cac budc sau:

+ Thong ké mé ta tinh hinh chung ctia quan thé nghién ciru.

+ Céc két qua tinh toan dugc thiét lap dua trén gia tri trung binh, do
léch chuan va ty 1¢ phan tram thé hién dang bang biéu.

+ Gia tri cac chi sd dinh luong dugc trinh bay dudi dang trung binh +
d6 1éch chuan (SD).

Céach tinh tri sé trung binh: X =

S -

n
2%
n=1

Trong d6 x 1a tri sO cua ca thé, n 1a tong so cac truong hop.

7 an(xi ~X)?
DJ 1éch chuan (SD): sD = uﬂ?

+ Panh gia su khac biét giita 2 gia tri trung binh bang kiém dinh t-test.

X : trung binh miu. S: phuong sai.
+ Céac chi sd dinh tinh dugc trinh bay dudi dang ti 1€ phén tram (%).
Dung cong thirc kiém dinh Z dé so sanh hai ti 1& ctia hai tong thé.
7 = Py —Pe
\/Po(l— PO)(nl+nl)

A B




A; PB:

; Po=
n, +ng

A

Xy X+ X,
nB
+ Panh gia su khac biét co ¥ nghia thdng ké khi p <0,05.

+ Panh gia su tuong quan theo hé sd twong quan Pearson (r).

ZU X)(y; -
\/Z(Xi _)_()ZZ(Yi - y)z

+ r>0: tuong quan thuan va r< 0: tuong quan nghich.

r=

+ Dung twong quan Pearson tinh sy tuong quan gitta cac chi s6 gian tiép
xac dinh KI va cac dic diém can 1am sang khac bang hé s tuong quan r.

+ Twong quan cua cac chi s dugc biéu hién bang chi s twong quan r:

r|<0,3 : rat it twong quan.

Ir|= 0,3-<0,5 : twong quan mirc do vira.

Ir|= 0,5-<0,7 : twong quan kha chat chg.

[r>0,7 : twong quan rat chit ché.

+ Panh gia nguy co KI bang ty s6 chénh OR (Odd Ratio).

+ Tinh ti s6 chénh OR va cac chi sb do nhay, d0 dac hiéu, gia tri du
doéan duong tinh, gia tri dg doan am tinh.

Bang 2.4. Bang 2x2 qua phin mén MedCalc dé tinh cac gia tri chin doan

Test dbi chiéu 2
Nhom bénh | Nhém chirng Tong
Test nghién ciru
(+) a (that) b (gid) a+b
) c (gia) d (that) c+d
Téng a+c b+d a+b+c+d
+ Do nhay: Se = x100

+ D6 dac hiéu: Sp = dd— x100

+b
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a
a+b

x100

+ Gia tri du doan duong tinh: Vp =

+ Gia tri du doan am tinh: VN = x100

d+c

] ad
+ Odds Ratio; OR= —
bc

+ Xac dinh nguy co KI bang |, Gg, 1/Gg, I, Gy, 1,/G,, chi s6 HOMA-IR
va céc chi sb khéc.

+ Chon diém cét bang do dic hiéu, d6 nhay, gia tri du bao dwong tinh,
gia tr1 du bdo am tinh. Dya vao do 1éch chuin (SD), tr phan vi (Quartile) cua
cac chi s6 HOMA-IR, QUICKI.

+ Phan tich hdi quy tuyén tinh don bién gitra NT-proBNP vdi cac chi s6
cac yéu to nguy co khac. Cac yéu t6 co y nghia thong ké khi gid tri p<0,05,
dugc chon vao mo hinh héi quy da bién.

+ Xac lap phuong trinh dudng thang hdi quy tuyén tinh y=p0 + B1x.

+ Sir dung phan tich hdi quy tuyén tinh da bién dé xac dinh KI 13 mot
yéu td doc 1ap & bénh nhan ST.

+ Phuong trinh hdi quy tuyén tinh da bién c6 dang:

y =atblxli+b2x2i+....+ ¢

Trong d6: a 1a diém cat trén truc tung, B 1a hé sé hdi quy, € 13 phan du,
y 12 bién phu thudc, x 1a bién doc lap.

Tinh di¢n tich dudi duong cong AUC dé xac dinh gia tri duy bdo KI.
Danh gid dién tich dudi duong cong ROC: 0,5-0,6 (khong c6 y nghia), 0,6-0,7
(yéu), 0,7-0,8 (chap nhan duoc), 0,8-0,9 (tdt), >0,9 (rit tét).

Két qua c6 ¥ nghia khi p<0,05.

Str 1y s6 liéu thong ké bang, Excel 2010, MedCalc, SPSS 18.0.

2.2.6. Kiém soat sai s6
- Céc dung cu thu thap sb liéu nhu thude day, can, may do huyét ap da

duogc kiém dinh tai trung tdm do luong chét luong thanh phdé Can Tho.
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- T6 chtic tap huan cho cac diéu tra vién, diéu dudng vién va ky thuat
vién xét nghiém vé cach hoi bénh ghi chép, do cac chi s6 nhan tric, huyét ap,
cach 1dy mau xét nghiém theo dung theo qui trinh.

- Siéu 4m tim duoc bac si siéu 4m nhiéu kinh nghiém va thyuc hién tur
dau dén cudi dé tai.

- L4y mau ngiu nhién.

2.2.7. Dao dirc nghién ciru

Luan an dugc thuc hién tir 4/2013, trude khi tién hanh nghién clru
chung t6i dd dugc sy dong ¥

- Truong Pai hoc Y Dugc Hué va Truong Pai hoc Y Duogc Can Tho.

- Bénh vién Pa khoa Trung Uong Can Tho.

Nghién ctru nay duoc thyc hién voi su déng ¥ cua doi tuong nghién ctru
va chi nham muc dich bao vé, nang cao suc khde cho bénh nhan, khong vi bat
ky muc dich nao khéc.

Nhitng thong tin vé bénh nhan dugc dam bao giit bi mat. Trong nghién
ctru nay chung t61 hoan toan chi trad moi chi phi thuc hién can 1am sang. Bénh

nhan khong phai dong bat ky chi phi nao khi tham gia nghién ctru.
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Doi tugng nghién ctu

Nhom bénh

Chan doan xac dinh suy tim
(theo ESC nam 2012)

A\ 4

Nhoém ching

\4

Loai trir suy tim dya vao
lam sang, NT-ProBNP va
siéu am tim

STEFG

STEFBT

\4

|

Khao sat muc do suy tim
theo NYHA, bilan lipid,
NT-proBNP,

testosterone, EF, LVMI |

trén siéu am tim

adrenalin, |

lo, Go, 10/Go

l,, Gy, 1,/G,

Chi s6 HOMA,
QUICKI, McAuley

\ 4

A 4

lo, Go, 10/Go

I, Gy, 1,/G;

Chi s6 HOMA,
QUICKI, McAuley

\4

Chon diém cit
xac dinh KI

\ 4

Khao sat tinh trang va ty 1¢ KI & bénh nhan suy tim man

Xac dinh nguy co KI va gia tri du bao KI

am tim.

Tuong quan gitta KI v6i NYHA, NT-
proBNP, adrenalin, testosterone, bilan
lipid huyét thanh, EF, LVMI trén siéu

So d6 2.1: So dd nghién ciru

Chi s6 HOMA
chon tr phan vi

A\ 4

cao nhat

Chi s6 QUICKI,
McAuley chon tor

A 4

phan vi thap nhat

lo, Go, 1o/Go
" 1y, Gy, 1/G,
Chon X +1SD
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Chuong 3
KET QUA NGHIEN CUU

Nghién ctru duoc tién hanh trén 285 d6i twong (190 bénh nhan chin
doan ST va 95 nguoi khong ST) dén kham, thuc hién cac can 1am sang va
diéu tri tai bénh vién DPKTUCT tir 4/2013-5/2016, chung toi ghi nhan két
qua nhu sau:

3.1. PAC PIEM SUY TIM VA MOT SO YEU TO LIEN QUAN TREN
NHOM NGHIEN CUU
3.1.1. Pic diém nhém suy tim va nhém chirng

Nhém bénh: c6 190 bénh nhan dugc chan doan ST (114 bénh nhan
duoc chian doan STEFG chiém ty 18 60% va 76 bénh nhan STEFBT chiém
ty 18 40%).

Nhom ching: ¢6 95 nguoi khong ST.

= STEFG = STEFBT

Biéu d6 3.1. Ty 1¢ STEFG va STEFBT
Ty 1& STEFG chiém 60%.
Ty 16 STEFBT chiém 40%.
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Bang 3.1. So sanh gia tri trung binh tudi, VB, BMI, huyét ap giita nhém

bénh va nhom chirng

Nhom Nhom chirng
Nhom bénh
(n=95)
) ] P
_ Min- _ Min-
. A | LoaiST | n X +SD X£SD
Chi so Max Max
ST 190 | 70,11+1453 | 24-94 >0,05
Tubi
(im) STEFG 114 | 705141397 | 24-91 | 66,69+14,74 | 29-91 | >0,05
nam
STEFBT | 76 | 6950+15/41 | 26-94 >0,05
ST 190 | 74,37+4,35 | 60-85 >0,05
VB (cm)|STEFG 114 | 7425+421 | 62-85 7456+4,30 | 67-89 | >0,05
STEFBT | 76 | 7456+457 | 60-85 >0,05
ST 190 | 19,66+1,48 |15,2-229 >0,05
BMI 10,8-
- |[STEFG 114 | 19,80+1,37 |15,4-22,8| 19,89+2,02 >0,05
(kg/m”) 237
STEFBT | 76 | 19,46+162 |15,2-22,8 >0,05
ST 190 |116,49+15,37 | 80-139 >0,05
HATTh
STEFG 114 |117,47+£15,81| 80-139 |114,29+12,01/90-139 | >0,05
(mmHQ)
STEFBT | 76 |114,29+12,01| 80-139 >0,05
ST 190 | 71,12+10,44 | 40-89 >0,05
HATTr
STEFG 114 | 71,26£10,31 | 40-89 71,71+9,38 | 60-89 | >0,05
(mmHg)
STEFBT | 76 | 70,91+10,69 | 40-89 >0,05

*Min: gid tri nho nhdt, Max: gia tri lon nhat

Gid tri trung binh tudi, VB, BMI, HATTh, HATTTr giita nhém bénh va

nhom chimg khéc biét khong cd ¥ nghia théng ké p>0,05.
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T§ 16 (%)
e 50 50
50
40
30
20

10

ST STEFG STEFBT Nhom chitng
(p>0.05) (p>0.05) (p>0.05) (p>0.05)
m Nam u N

Biéu d6 3.2. Ty 1¢ vé gi6i giira nhém bénh va nhém ching
Ty 1€ nam n&t & nhom ST (nam=95, ni=95), STEFG (nam=55, nit=59),
STEFBT (nam=40, nit=36) va nhom chung (nam=46, nit=49) khac biét khéng
c6 ¥ nghia thong ké (p>0,05).
3.1.2. Pic diém mot so yéu to lién quan & bénh nhéan suy tim man
3.1.2.1. Pdc diém théong sé lipid huyét thanh ciia nhém bénh
Bang 3.2. Gia trj trung binh cac thong s6 lipid huyét thanh ciia nhém bénh

Nhom Nhom bénh
Lipid LoaiST | n X +SD P
ST 190 4,17+1,50
Cholesterol tp (mmol/L) |STEFG 114 4,44+1,66 <0.05
STEFBT 76 3,77£1,13 ’
ST 190 1,57+1,13
Triglycerid (mmol/L) |STEFG 114 1,74+1,33 <0.05
STEFBT 76 1,32+0,64 ’
ST 190 2,62+0,98
LDL-c (mmol/L) STEFG 114 2,78+1,04 <0.05
STEFBT 76 2,38+0,82 ’
ST 190 1,01+0,30
HDL-c (mmol/L) STEFG 114 1,04+0,31 50,05
STEFBT 76 0,97+0,28 ’
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Gia tri trung binh cholesterol tp, triglycerid, LDL-c, HDL-c ¢ bénh nhan
ST lan luot 14 4,17+1,50, 1,57+1,13, 2,62+0,98, 1,01+0,30 (mmol/L).
Gia tri trung binh cac thong sb: cholesterol tp, triglycerid, LDL-c &
nhom STEFG cao hon nhém STEFBT c¢6 ¥ nghia thong ké (p<0,05).
Bang 3.3. T¥ 1€ roi loan lipid huyét thanh
(theo tiéu chuan NCEP-ATPI1I 2001) ¢ nhém bénh

Nhom Nhom bénh
P
Lipid Loai ST n Ty 1é
ST 34 17,9%
Cholesterol tp

STEFG 28 24,6%

(mmol/L) >5,17 <0,05
STEFBT 6 7,9%
ST 58 30,5%

Triglycerid

STEFG 40 35,1%

(mmol/L) >1,7 >0,05
STEFBT 18 23,7%
ST 95 50,0%

LDL-c (mmol/L)

STEFG 64 56,1%

>2,58 <0,05
STEFBT 31 40,8%
ST 118 62,1%

HDL-c (mmol/L)

STEFG 65 57,0%

<1,03 >0,05
STEFBT 53 69,7%

O bénh nhan ST ty 1é ting cholesterol tp 1a 17,9%, tang triglycerid Ia
30,5%, tang LDL-c la 50% va giam HDL-c la 62,1%.

Ty 1€ tang cholesterol tp va LDL-¢c ¢ nhom STEFG cao hon STEFBT
c6 ¥ nghia thong ké (p<0,05).

Ty 1€ tang triglycerid, giam HDL-c & nhom STEFG va STEFBT khac
biét khéng c6 y nghia thong ké (p>0,05).
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3.1.2.2. Pdc diém nong dp NT-proBNP ¢ nhom bénh
Bang 3.4. Nong dd trung binh NT-proBNP & nhém bénh

Nhom Nhom bénh
. p
Nong do LoaiST| n X*SD
ST 190 9931,49+7746,95
NT-proBNP (pg/mL) |STEFG | 114 | 11549,69+8702,05
<0,001
STEFBT | 76 7504,18+5214,81

Né)ng d0 trung binh NT-proBNP & bénh nhan ST 1a 9931,49+7746,95 pg/mL.
Nong d6 trung binh NT-proBNP ¢ nhém STEFG cao hon STEFBT c¢6
¥ nghia théng ké (p<0,001).
Bang 3.5. Ty 1é ST niing (dwa vao ndng dé NT-proBNP>10000 pg/mL)

¢ nhom bénh

Nhom Nhom bénh
. P
Nong d¢ Loai ST n Ty 1€
ST 73 38,4%
Tang NT-proBNP
STEFG 55 48,2%
(>10000 pg/mL) <0,001
STEFBT 18 23,7%

ST ning dya vao ting NT-proBNP >10000 pg/mL chiém ty 1¢ 38,4%.

Ty 1¢ tang NT-proBNP >10000 pg/mL & nhom STEFG la 48,2% va
STEFBT la 23,7%.

Ty 1€ ST nang dua vao NT-proBNP >10000 pg/mL & nhém STEFG cao
hon STEFBT c6 y nghia thong ké véi p<0,001.
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3.1.2.3. Pdc diém néng dp adrenalin 6 nhom bénh

Bang 3.6. Nong d$ adrenalin trung binh & nhém bénh

Nhom Nhoém bénh p
Nong do Loai ST n X +SD
ST 190 115,20+91,20
Adrenalin (pg/mL) |STEFG 114 135,58+103,33
<0,001
STEFBT |76 84,61+57,39

Nong d6 trung binh adrenalin & nhém ST 1a 115,20+91,20 pg/mL.
Nong d6 trung binh adrenalin & nhom STEFG cao hon STEFBT ¢6 ¥

nghia thdng ké voi p<0,001.

Bang 3.7. Ty 1¢ ting ndng dd adrenalin mau (>100 pg/mL) & nhém bénh

Nhém Nhom bénh
3 P
Nong do Loai ST n Ty 1€
ST 79 41,6%
Tang adrenalin
STEFG 57 50,0%
(>100 pg/mL) <0,05
STEFBT 22 28,9%

Ty 1€ tang adrenalin & nhém ST 1a 41,6%.

Ty 1€ tang adrenalin ¢ nhém STEFG 1a 50% va STEFBT la 28,9%.
Ty I¢ tang adrenalin & nhém STEFG cao hon nhom STEFBT c6 y

nghia thong ké véi p<0,05.
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3.1.2.4. Pdc diém néng dp testosterone ¢ nam gidi ciia nhém bénh
Bang 3.8. Gia tri trung binh nong dd néng d9 testosterone & nam giéi

cia Nnhém bénh

Nhom Nam
. — p
Nong d¢ Loai ST n XxSD
ST 95 3,93+2,62
Testosterone (ng/mL) |STEFG 55 3,29+2,43
<0,05
STEFBT 40 4,79+2,66

Nong do testosterone trung binh ¢ nam giéi & nhom ST 14
3,93+2,62 ng/mL.
Nong d6 testosterone trung binh & nam STEFG thap hon ¢ ¥ nghia
thong ké so voi nam nhém STEFBT (p<0,01).
Bang 3.9. Ty 1é giam ndng d¢ testosterone (<3 ng/mL) ¢ nam giéi

cia nhom bénh

Nhém NhOm bénh
\ P
Nong do Loai ST n Ty 1€ (%)
ST 41 43,15
Giam testosterone STEFG 30 54,54
<0,05
(<3 ng/ml) STEFBT 11 27,5

Ty 1é giam nong do testosterone (<3 ng/ml) & bénh nhan nam ST
la 43,15%.
Ty 1é giam nong do testosterone (<3 ng/ml) & nam giéi nhém STEFG

cao hon STEFBT c6 ¥ nghia thdng ké voi p<0,05.
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3.1.2.5. Pdc diém LNMI va EF trén siéu am tim 6 nhém bénh

Bang 3.10. Gia tri trung binh LVMI va EF trén siéu 4m tim & nhoém bénh

Nhém Nhém bénh
p
Théng s6 Loai ST n X *SD
ST 190 42,93+14,42
EF (%) STEFG 114 32,25+5,84
<0,001
STEFBT 76 58,95+6,28
ST 190 118,64+45,87
LVMI (g/m?)  |STEFG 114 | 109,04+42,52
<0,001
STEFBT 76 133,04+47,20

Nhom STEFG c¢6 gia tri EF va LVMI trung binh thap hon so véi nhém
STEFBT c6 y nghia thong ké v6i p<0,001.
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3.2. TINH TRANG VA TY LE KHANG INSULIN O BENH NHAN SUY
TIM MAN
3.2.1. Céc chi s6 xac dinh KI & nhém bénh va nhém chirng

Bang 3.11. So sanh gia tri trung binh Iy, I,, G, va G, giira nhém bénh va

nhom ching

Nhém Nhom chirng
Nhom bénh
p (n=95)
Chi sb Loai ST n X +SD X +SD
ST 190 | 17,20+15,46 |<0,001
lo (MU/mML) |STEFG 114 | 18,62+16,43 | <0,001 | 9,46+5,31
STEFBT | 76 | 15,06x13,73 | <0,001
ST 190 |117,36+108,06 | <0,001
l, (MU/mL) |STEFG 114 |124,77+118,55 | <0,001 | 62,24+4571
STEFBT | 76 | 66,78+52,33 | <0,001
ST 190 5,28+0,79 | <0,001
G, (mmol/L) |STEFG 114 5,37+0,76 | <0,001 | 4,81+0,81
STEFBT | 76 5,13+0,82 | <0,05
ST 190 8,07+1,18 | <0,001
G, (mmol/L) |STEFG 114 7,83+1,14 |<0,001| 7,13%1,73
STEFBT | 76 6,93+0,93 | <0,05

Nong @6 trung binh lg, Go, lp, G, & nhém ST 1an luot 1a 17,20+15,46,
117,36+108,06, 5,28+0,79, 8,07+1,18.
Gia tri1 trung binh Iy, Gg, 1, G, 6 nhom ST, STEFG, STEFBT cao hon

nhom ching c6 ¥ nghia thong ké véi p<0,05.
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Bang 3.12. So sanh gia tri trung binh ciia cac chi s6 HOMA-IR, QUICKI,

McAuley, 10/Gy, 1,/G; gitra nhém bénh va nhém chirng

Nhom Nhom chirng
Nhom bénh
P (n=95)
Chi s6 Loai ST | n X £SD X +SD
ST 190 | 4,10+3,70 | <0,001

HOMA-IR |STEFG 114 | 4,51+3,89 | <0,001 1,86+1,01

STEFBT | 76 3,49+3,31 | <0,001

ST 190 | 3,31+3,18 <0,05

1/Go STEFG 114 | 3,55+3,41 | <0,001 2,22+1,59

STEFBT | 76 2,96+2,81 <0,05

ST 190 |14,13+11,18 | <0,001

1,/G, STEFG 114 |15,00+12,02 | <0,001 8,62+5,92

STEFBT | 76 | 12,81+9,71 | <0,05

ST 190 | 0,34+0,06 >0,05

QUICKI |STEFG 114 | 0,34+0,07 >0,05 0,47+0,96

STEFBT | 76 | 0,35+0,058 | >0,05

ST 190 | 6,90+2,59 >0,05

McAuley |STEFG 114 | 6,57+2,39 >0,05 6,67/+1,53

STEFBT | 76 7,41+2,81 <0,05

Chi s6 HOMA-IR & nhém ST 14 4,10+3,70, nhom STEFG 14 4,51+3,89,
STEFBT la 3,49+3,31.

Céc chi s6 gian tiép HOMA-IR, 1o/Gg, 1,/G, ¢ gié tri trung binh ¢ nhom
ST, STEFG, STEFBT cao hon nhom chimg cé ¥ nghia thong ké véi p<0,05.
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Béang 3.13. So sanh cac chi s6 HOMA-IR, QUICKI, McAuley, 1y, G, 15,
Gz, IQ/GO, |2/Gz glfra nhom STEFG va STEFBT

Thé bénh| STEFG (n=114) | STEFBT (n=76)

Chi sb X +SD X +SD P

HOMA-IR 4,51+3,89 3,49+3,31 >0,05
lo (LU/mL) 18,62+16,43 15,06+13,73 >0,05
l, (MU/mL) 124,77+118,55 66,78+52,33 >0,05
Go (Mmol/L) 5,37+0,76 5,13+0,82 >0,05
G, (mmol/L) 7,83+1,14 6,93+0,93 <0,05
1o/Gq 3,55+3,41 2,96+2,81 >0,05
1,/G, 15,00+12,026 12,81+9,71 >0,05
QUICKI 0,34+0,07 0,35+,058 >0,05
McAuley 6,57+2,39 7,41+2,81 <0,05

Gia tri trung binh céc chi s6 HOMA-IR, QUICKI, lg, 15, G, 1o/Gy, 1,/G,
gitta nhom STEFG va STEFBT khac biét khong c6 y nghia théng ké p>0,05.

Gia tri trung binh G, va chi s6 McAuley & nhom STEFG cao hon
STEFBT c6 ¥ nghia thong ké p<0,05.

3.2.2. Tinh trang va ty 1€ khang insulin & bénh nhan suy tim man
3.2.2.1. X&c dinh khang insulin va tang insulin huyét thanh

Trong nghién ctru nay chung toi xac dinh tinh trang KI cht yéu dua vao
chi s6 HOMA-IR: chon tir phan vi cao nhat ciia nhém ching trong nghién ctru
nay (theo WHO 1998 [21]) 1a 2,53. Bén canh dé, mot so chi sb gian tiép khac
cling dugc st dung dé xé4c dinh tinh trang KI nhu:

- Chi s6 QUICKI: chon & phan vi thap nhat ctia nhom chimg 1a 0,33.

- Chi s6 McAuley: chon tir phan vi thip nhét ctia nhém ching 14 5,8.

- Céc chi 88 Io, Iy, 1o/Go, 1,/G, chon X +1SD ciia nhom chimg: 10=14,77
(9,46+5,31), 1,=107,95 (62,24+45,71), 10/Gy=3,81(2,22+1,59), 1,/G,=14,54
(8,62+5,92).

- Chan doan ting insulin huyét thanh lac doi khi 1>14,77.



71

Béang 3.14. Ty I¢ tang insulin mau trong nhom bénh va nhém chirng véi

gia tri X +1SD

Nhém Nhom bénh Nhom ching
p
lo (MU/mI) n Ty 1€ % n Ty 18 (%)
X +1SD (>14,77) 80 42,1 21 22.1 <0,001

Ty I¢ tang insulin & nhoém bénh 13 42%.

Ty I¢ tang insulin & nhom chirng 22,1%.

Ty 1€ tang insulin mau & nhom bénh cao hon nhom ching c¢é y nghia

thong ké vai p<0,001.

Bang 3.15: Gia tri chin doan ting insulin mau dwa vao gia trij |,

Giatri dy | Giatridy
lo Do nhay P9 dic hiéu ) i S
bao dwong | baoamtinh
(HU/mi) %, ClI (%, CI)
’ tinh (%, CI) (%, CI)
— 42,11 77,89 79,21 40,22
X +1SD

(34,99-49,47)

(68,22-85,77)

(69,99-86,64)

(33,07-47,68)

Chon diém gi4 tri X +1SD ciia Ip ¢6 do nhay 42,1% (C1:34,99-49,47)
va do dic hiéu 77,89% (C1:68,22-85,77). Gia tri du bao dwong tinh 79,21%
(C1:69,99-86,64), gi4 tri du bdo am tinh 40,22% (CI:33,07-47,68).
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3.2.2.2. Ty I¢ khang insulin ¢ bénh nhdn suy tim man
T§ 1€ (%)

70

60

0
0 = -5 386
40 5 316
30
20
10

0
HOMA-IR I0(uU/ml) I2(uU/ml)  10/GO 12/G2  QUICKI MCAuley
(2.53; (14,77 (107.95;:  (3.8L; (14,54 (0.33; (5.8;
p>0.05)  p>0.05) p>0,05) p>005) p>0.05) p>0,05) p>0.05)

58.8

u STEFG u STEFBT
Biéu @6 3.3: So sanh ty 1é KI va ting insulin mau giira STEFG va
STEFBT theo cic chi s6 HOMA-IR, ly, I, 1/Gy, 1,/G,, QUICKI, McAuley
Ty 1& KI va ting insulin mau theo cac chi s6 HOMA-IR, QUICKI,
McAuley, lo, 1z, 1o/Go, 1,/G; gitta nhom STEFG va nhom STEFBT khac biét
khong c6 y nghia thdng ké véi p>0,05.

Ty 18 (%)
60 553 o
50
=2 40.5
40 34.7 “1
-1 30 AR 5
30 2 .
. 0 0
20 - =
10
0
HOMA-IR I0(uU/ml) IR2(uU/ml)  10/GO 12G2  QUICKI MCAuley
(2.53; (14,77 (107.95;  (3.81 (14,54: (0.33; (5.8;

p<0.001) p<0,001) p<0.05) p<0,05) p<0.05) p<0,001) p<0.05)

ST ' Nhoém ching

Biéu @6 3.4. So sanh ty 1& Kl va tiing insulin mau theo cac chi s6 HOMA-
IR, lg, I3, 1/Gy, 12/G,, QUICKI, McAuley giira nhdm ST va nhém chirng
Ty 1& KI va ting insulin mau theo cac chi s6 HOMA-IR, QUICKI,
McAuley, lg, 12, 1o/Go, 12/G; 6 nhdm ST cao hon nhom chirng khac biét co6 v
nghia thdng ké vai p<0,05.
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Ty 1€ (%)

58.8

Biéu d6 3.5. So sanh ty 1¢ KI va ting insulin mau theo cac chi s6 HOMA-IR,
lo, 12, 16/Go, 12/G,, QUICKI, McAuley gitra nhém STEFG va nhom chirng

Ty 1€ KI va tang insulin mau theo cac chi s6 HOMA-IR, QUICKI,
McAuley, lo, I2, 10/Go, 1/G; & nhém STEFG cao hon nhoém ching khac biét
c6 y nghia thong ké véi p<0,05.

Ty 1€ (%) 50
50
45
40
35
30
25
20
15
10

276 276

S La

HOMA-IR I0(uU/ml) I2(uU/ml)  10/GO 12/G2  QUICKI MCAuley
(2.53; (14,77 (10795  (3.8L (14,54; (0.33; (5.8;
p<0.001) p<0,05) p>0,05) p<0.05) p>0.05) p<0,05) p<0.05)

u STEFBT B Nhom ching

Biéu dd 3.6. So sanh ty 1¢ KI va ting insulin mau theo cac chi so6 HOMA-IR,
Iy, I, I/Gy, 1/G;, QUICKI, McAuley gitta nhom STEFBT va nhom chirng
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Ty 1€ KI va tang insulin mau & nhém STEFBT cao hon nhom chung
theo cac chi s6 HOMA-IR, QUICKI, McAuley, lo, 1¢/Go khac biét c6 y nghia
théng ké v4i p<0,05.

Ty 1& KI & nhém STEFBT cao hon nhém chig theo cac chi s6 I, 1,/G;
nhung su khac biét khong c6 ¥ nghia théng ké véi p>0,05.

3.3. NGUY CO KHANG INSULIN, GIA TRI DU BAO KHANG INSULIN
VA MOI TUONG QUAN GIUA KHANG INSULIN VOI PHAN PO SUY
TIM THEO NYHA, BILAN LIPID, NONG PQ NT-PROBNP, ADRENALIN,
TESTOSTERONE HUYET THANH, LVMI, EF TREN SIEU AM TIM O
BENH NHAN SUY TIM MAN

3.3.1. Nguy co khang insulin é bénh nhan suy tim man

Bang 3.16. T¥ s6 chénh ciia céc chi sé gian tiép qua phén tich don bién &

nhom ST so véi nhéom chirng

Chi sb OR p

HOMA-IR 3,459 <0,001
QUICKI 2,934 <0,001
McAuley 2,261 <0,01
lo(UU/mI) 2,619 <0,001
l,(LU/mI) 2,129 <0,05
lo/Go 2,703 <0,05
1,/G; 1,869 <0,05

Nhém ST chi s6 HOMA-IR, QUICKI va |y ¢6 nguy co rat cao voi p<0,001.
Chi s6 McAuley c6 nguy co cao dbi véi nhém ST véi p<0,01.

Céc chi s6 I, 1o/Go, 1,/G, c6 nguy co vira d6i voi nhom ST véi p<0,05.



75

Bang 3.17. T¥ s6 chénh ciia céc chi s6 gian tiép qua phén tich don bién &

nhom STEFG so véi nhom chirng

Chi s OR p

HOMA-IR 3,991 <0,001
QUICKI 3,490 <0,001
McAley 2,592 <0,05
lo(LU/mI) 2,853 <0,001
l,(LU/mI) 2,514 <0,05
lo/Go 2,911 <0,05
1,/G, 2,033 <0,05

O nhém STEFG chi s6 HOMA-IR, QUICKI va Iy c6 nguy co rat cao
voi p<0,001.

Céc chi s6 1o/Gy, 15, 1,/G,, McAuley ¢o nguy co vira voi p<0,05.
Bang 3.18. T¥ s6 chénh ciia céc chi sé gian tiép qua phén tich don bién &

nhom STEFBT so véi nhom chirng

Chi s OR p
HOMA-IR 2,800 <0,001
QUICKI 2,276 <0,05
McAuley 1,828 >0,05
lo(uU/ml) 2,298 <0,05
l,(uU/mI) 1,630 >0,05
1/Go 2,408 <0,05
1,/G, 1,639 >0,05

O nhém STEFBT chi s6 HOMA-IR c6 nguy co rat cao v6i p<0,001.
Chi s6 QUICKIL, I, 1o/Gg c¢6 nguy co vira véi p<0,05.
Céc chi s6 I, 1,/G,, McAuley khong c6 nguy co véi p>0,05.
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Bang 3.19. Ty so chénh ciia cac chi s6 gian tiép qua phén tich don bién

STEFG so voi STEFBT
Nhom
Chi <6 Nhom bénh OR p

HOMA-IR STEFG/STEFBT 1,426 >0,05
QUICKI STEFG/STEFBT 1,533 >0,05
McAuley STEFG/STEFBT 1,418 >0,05
lo(pU/ml) STEFG/STEFBT 1,241 >0,05
I,(LU/ml) STEFG/STEFBT 1,543 >0,05
lo/Go STEFG/STEFBT 1,209 >0,05

1,/G, STEFG/STEFBT 1,241 >0,05

Nguy co KI dua vao cac chi s6 gian tiép & nhom STEFG so véi STEFBT
khac biét khong c6 y nghia théng ké p>0,05.
Bang 3.20. T s6 chénh ciia mirc d suy tim niing (NYHA III-1V, NT-
proBNP >10000 pg/mL), testosterone <3 ng/mL, adrenalin >100 pg/mL,
réi loan bilan lipid huyét thanh (dwa vao chi s6 HOMA-IR)

Nhom

Chi s6 OR P

NYHA 46 IILIV 12,4 <0,001
NT-proBNP >10000 pg/mL 9,7 <0,001
Testosterone <3 ng/mL 6,0 <0,001
Adrenalin >100 pg/mL 10,7 <0,001
Cholesterol tp >5,17 mmol/L 1,19 >0,05
Triglyceride >1,7 mmol/L 1,65 >0,05
HDL-c <1,03 mmol/L 1,68 >0,05
LDL-c >2,58 mmol/L 1,46 >0,05
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Phan d6 ST theo NYHA cang cao thi nguy co Kl cang cao (OR=124,
p<0,001).
Nong do6 NT-proBNP cang cao thi nguy co KI cang cao (OR=9,7, p<0,001).
Nong dd testosterone cang giam thi nguy co KI cang cao (OR=6,0 p<0,001).
Nong d6 adrenalin cang cao thi nguy co Kl cang cao (OR=10,7, p<0,001).
Bang 3.21. Phan tich da bién giita NT-proBNP véi chi s6 HOMA-IR,

adrenalin, testosterone, cholesterol tp, HDL-c, LDL-c, triglycerid

NT-proBNP
] Hé 56 da
., H¢ so chwa hi€u chinh
Yéu to hi€éu chinh
. t P
Sai so
B . B
chuan
Hing s6 561,13 2540,42 0,221 | >0,05
HOMA-IR 718,84 169,86 0,35 4,23 | <0,001
Testosterone 127,33 220,61 0,04 0,57 >0,05
Adrenalin 46,16 6,03 0,58 7,65 | <0,001
Cholesterol tp | -2414,44 2314,43 -0,35 -1,04 | >0,05
Triglycerid 358,74 800,23 0,03 0,44 | >0,05
HDL-c 1353,39 2816,43 0,05 0,48 | >0,05
LDL-c 3393,44 2708,87 0,36 1,25 | >0,05

Qua khao sat hdi quy da bién véi cac bién sb co y nghia thong ké &
bang trén ching toi xay dung phuong trinh hdi quy tuyén tinh da bién sau:
Y (NT-proBNP) = 561,13 + 718,84 (HOMA-IR) + 46,16 (adrenalin).

Két qua phan tich hoi quy da bién cho thay Kl (dua vio HOMA-IR) la

yéu t6 nguy co doc 1ap ¢ bénh nhan ST man.



3.3.2. Gia tri dw bao Kl
Bang 3.22. X4c dinh diém cut-off, dién tich AUC dw b&o KI dwa vao NT-
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proBNP, adrenalin, testosterone va EF

Dién
L 95% P§ nhay bo dac
YTNC tich Cut-off _ p
KTC (%), (KTC) | hiéu (%)
(AUC)
NT-proBNP 80 77,65
84,1% | 78,4-89,8 | 7350 <0,01
(pg/mL) (71,1-87,2) | (67,3-86)
Adrenalin 66,67% 85,88%
81% | 74,8-87,1 96 <0,01
(pg/mL) (56,8-75,6) |(76,6-92,5)
Testosterone 58,33% 95,65%
81,2% | 71,8-885 | 2,01 <0,01
(ng/mL) (43,2-72,4) |(85,2-99,5)
44,76 89,41
EF (%) 75,9% | 66,3-85,4 33 <0,01
(35-54,8) | (80,8-95)

Nong dd NT-proBNP>7350 pg/mL cé kha niang du béo Kl véi dién tich
duong cong la 84,1% (95% KTC: 78,4-89,8) va d6 nhay 80% (KTC: 71,1-
87,2) va do dac hiéu 77,65% (KTC: 67,3-86) p<0,01.

Nong do cua adrenalin >96 pg/mL c6 kha nang dy béo Kl véi dién tich
duong cong la 81,0% (95% KTC: 78,8-87,1) va d6 nhay 66,67% (KTC: 56,8-
75,6) va do dac hiéu 85,88% (KTC: 76,6-92,5) p<0,01.

Nong d6 cua testosterone <2,01 ng/mL c6 kha nang dy bao Kl véi dién
tich duong cong 1a 81,2% (95% KTC: 71,8-88,5) va do nhay 58,33% (KTC:
43,2-72,4) va 6 dac hiéu 95,65% (KTC:85,2-99,5), p<0,01.

Gia tri cut-off cia EF<33% c6 kha nang du bao Kl vai dién tich duong
cong la 75,9% (95% KTC: 66,3-85,4) d6 nhay 44,76% (KTC: 35-54,8) va d¢
dac hiéu 89,41% (KTC: 80,8-95), p<0,01.
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NT proBNP
100 |~
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100-Specificity
Biéu d0 3.7: Pwong biéu dién dwong cong ROC xac dinh diém cit ciaa
NT-proBNP véi KI (HOMA-IR >2,53)
Nong d6 NT-proBNP la >7350 pg/mL (AUC= 84,1%, CI:66,3-85,4;
p<0,001) c6 kha nang du béo KI.

EF
100 |~
80 -
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20
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100-Specificity
Biéu do 3.8. Puong biéu dién duwong cong ROC xac dinh diém cit cia EF

véi KI (HOMA-IR >2,53)
EF <33% (AUC=81%, CI:74,8-87,1; p<0,001) c6 kha ning du béo KI.
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Adrenaline
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Biéu d0 3.9: Pwong biéu dién dwong cong ROC xac dinh diém cit cia

adrenalin véi KI (HOMA >2,53)

Nong do adrenalin 1a >96 pg/mL (AUC=81,2%, Cl:71,8-88,5; p<0,001)

€0 kha nang du bao KI.

Testosterone
100 |—
80 -
> 60 |—
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100-Specificity

Biéu dd 3.10: Pwong biéu dién dwong cong ROC xac dinh diém cat ciaa

testosterone véi KI (HOMA >2,53)

Nong do testosterone 1a <2,01 ng/ml (AUC=75,9%, Cl:66,3-854;

p<0,001) co6 kha nang du bao KI.
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3.3.3. Mdi twong quan giira khang insulin véi phan d suy tim theo NYHA,

bilan lipid, ndng @0 NT-proBNP, adrenalin, testosterone huyét thanh,
LVMI, EF trén siéu am tim

Bang 3.23. Twong quan giira cac chi sé danh gia KI véi phan dj suy tim

theo NYHA, bilan lipid, ndng dé NT-proBNP, adrenalin, testosterone

huyét thanh va LVMI, EF trén siéu am tim

Chiso HOMA- QUICKI [McAuley l - 1/Go | 1,/G,
YTNC IR (HU/mI) | (pU/ml)
NYHA 0,485** | -0,492** |0,454** | 0,465** | 0,518** |0,445%**|0,504**
Cholesterol-tp| 0,130 | -0,120 |-0,283**| 0,104 | 0,070 | 0,114 | 0,095
Triglycerid | 0,187** | -0,153* |-0,488**| 0,176* | 0,144* |0,194**| 0,143*
LDL-c 0,147 | -0,117 |-0,270**| 0,127 | 0,088 | 0,133 | 0,120
HDL-c -0,040 | 0,002 | 0056 | -0,045 | -0,014 | -0,002 | 0,013
NT-proBNP | 0,686** | -0,482** | -0,486** | 0,664** | 0,658** |0,630**|0,639**
Adrenalin 0,635%* | -0,494** |-0,471%* | 0,594** | 0,678** |0,557**|0,629**
Testosterone |-0,602**| 0,498** | 0,522** |-0,598** | -0,470** |-0,585**|-0,392**
EF -0,394** | 0,299** | 0,358** | -0,371** | -0,353** |-0,344**-0,356**
LVMI 0033 | -0,055 | -0,046 | 0,065 | 0,043 | 0,067 | 0,019

(*) p<0,05, (**) p<0,001.
Chi s6 HOMA-IR, lg, Iy, 1¢/Go, 1,/G, tuong quan thuan véi phan do ST
theo NYHA, triglycerid, NT-proBNP, adrenalin (p<0,05).

Chi s6 HOMA-IR, lg, 5, 15/Gy, 1,/G, twong quan nghich véi testosterone,

EF (p<0,05)

Chi s6 QUICKI, McAuley twong quan thuin véi testosterone,
EF (p<0,05).
Chi s6 QUICKI, McAuley nhung twong quan nghich véi phan d6 ST
theo NYHA, triglycerid, NT-proBNP, adrenalin (p<0,05).
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Cic biéu d6 twong quan

y =-1,055x + 37,003
R?=0.4945

Biéu d6 3.11. Twong quan giira chi s6 HOMA-IR
véi EF ¢ nhom STEFG (n=114)
Chi s6 HOMA-IR tuong quan nghich chit ch& véi EF ¢ nhom STEFG
v6i hé s twong quan r =-0,703 (p<0,001, y=-1,055x+37,033).

y=-1,1136x + 62,832
R2=0,3445

Biéu d6 3.12. Twong quan giira chi s6 HOMA-IR
véi EF ¢ nhom STEFBT (n=76)
Chi s6 HOMA-IR twong quan nghich vira véi EF ¢ nhom STEFBT véi
hé sb tuong quan r =-0,587 (p<0,01, y=-1,1136x+62,832).
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y=4,0611x - 7,5699
R?=0,2356

Biéu d6 3.13. Twong quan giira chi s6 HOMA-IR
v6i mire d9 ST theo NYHA
Chi s6 HOMA-IR twong quan thuan véi phan do ST theo NYHA véi hé
s6 twong quan r=0,48 (p<0,001, y=4,0611x-7,5699).

y=0,0571x +1,3418
R2=0,0349

Biéu d6 3.14. Twong quan giira chi s6 HOMA-IR véi triglycerid
Chi sb gian tié(p HOMA-IR tuong quan thuan véi triglycerid véi hé sé
twong quan r=0,187 (p<0,001, y=0,0571x+1,3418).
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y=0,039% +2.,4636
R2=10,0215

Biéu d6 3.15. Twong quan giira chi sé gian tiép HOMA-IR véi LDL-c
Chi s6 gian tiép HOMA-IR tuong quan thuan véi LDL-c v6i hé sb
twong quan r=0,147 (p<0,001, y=0,039x+2,4636).

y =1435,7x +4044.1
R2=0,4702

Biéu d6 3.16. Twong quan giira chi s6 gian tiép HOMA-IR véi NT-proBNP
Chi s6 gian tiép HOMA-IR tuong quan thuan véi NT-proBNP véi hé sb
twong quan r=0,686 (p<0,001, y=1435,7x+4044,1).
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y = 15,6465 + 51,042
R2=0,4029

Biéu d6 3.17. Twong quan giira chi sé gian tiép HOMA-IR véi adrenalin
Chi s gian tiép HOMA-IR tuong quan thuin véi NT-proBNP véi hé sb
tuong quan r=0,635 (p<0,001, y=15,646x+51,042).

y =-0,4093x + 5,6096
R2=0,3628

Biéu d6 3.18. Twong quan giira chi s6 gian tiép HOMA-IR véi
testosterone huyét thanh ¢ nam gioi
Chi s6 gian tiép HOMA-IR tuong quan nghich voi ndng do testosterone
huyét thanh ¢ nam gidéi voi hé sd twong quan r= -0,602 (p<0,001,
y=-0,4093+5,6096).
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Chuong 4
BAN LUAN

4.1. PAC PIEM SUY TIM VA MOT SO YEU TO LIEN QUAN TREN
POI TUQNG NGHIEN CUU

Chiing t6i thiét ké nghién ctru theo nghién ctru mo ta cit ngang c6 so
sanh gilta nhom bénh va nhém chung, 1a nghién clru quan sat phan tich
trong d6 cac ddi twong nghién ciru dugce chon trén co sd c6 hay khong co
méc ST, dugc tién hanh nghién ctru tai bénh vién. Qua d6 xac dinh tinh
trang c6 hay khong su KI & nhém bénh va nhém chung.

Dua vao nghién ctru ciia Swan [96] (1997) véi ty 1€ KI ¢ bénh nhan suy
tim 14 53%, s di chon ty 1¢ KI theo nghién ctru nay dé 1am co s tinh ¢ mau
trong nghién ciru ctia chung t6i 1a vi thoi diém chung t6i nghién ciru nim
2011 thi trén thé gidi rat it nghién ctru vé KI ¢ bénh nhan suy tim, cac nghién
ctru khac chu yéu 1a khao st tién trién DTD & bénh nhén suy tim. Vi vay,
ching t6i chon ty 1€ KI ¢ bénh nhan suy tim man theo Swan [96] tir do ap
dung cong thirc tinh ¢& mAu tinh ra dwgc n=95. Tuy nhién dé ting d6 chinh
xéac ching tdi chon nhoém bénh ting gap ddi 1a 190 bénh nhan va 95 nguoi
khong ST, viy téng sb ddi twong trong nghién ctru nay 1a 285. Véi ¢& miu
nay 1a pht hop cho nghién ciru dé tinh céac thuét toan théng ké.

4.1.1. Pic diém ciia nhém suy tim va nhém chirng

Cac ddi twong nghién ctru duge chan doan STEFG va STEFBT theo
ESC niam 2012, cap nhat nim 2016 khong thay d6i. Chan doan ST dwa vao
triéu chimg co nang, triéu ching thyc thé, siéu am tim va NT-proBNP.

Trong 190 d6i tuong nghién ctru duge chan doan ST c6 114 bénh nhan
duoc chan doan STEFG (chiém 60%), 76 bénh nhan STEFBT (chiém 40%).
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Theo nghién ctru cia Nadja Scherbakov nghién ctu KI & bénh nhan ST c6 18
bénh nhan STEFG (chiém 45%), 22 bénh nhan STEFBT (chiém 55%) va 20
nguoi tinh nguyén khong ST [91]. Nghién citu ciia chung t6i v6i s6 lugng mau
16n hon so véi cac nghién ctru khéc trén thé gidi vé sy KI & bénh nhan STEFG
va STEFBT. Theo Wisniacki nghién ctru KI ¢ bénh nhan ST trong d6 27 bénh
nhan STEFG (chiém 51%), 25 bénh nhan STEFBT (chiém 49%) va 26 ngudi
khéng ST [112]. Trong s6 bénh nhan c6 biéu hién 14m sang ST, nhiéu nghién
ctru wde tinh rang c6 khoang 50% STEFBT (dao dong tir 40% dén 71%). Nhing
udc dodn nay thay ddi rat nhiéu boi vi su khac biét vé tiéu chi chon diém cét cua
EF va nhiing thach thirc trong tiéu chuin chan doan STEFBT trong thuc hanh
l&m sang. Trong nghién ctru nay thi ty 16 STEFG cao hon STEFBT so véi céc
nghién ctru khac 1a vi chung t61 chon STEFBT theo AHA/ACCF 2013 khi
EF>50%, trong khi d6 nhiéu nghién ctru chon diém cit EF>40% hodc >45%
[12]. Mat khac, chung toi thuc hién nghién ciru & bénh vién DPKTUCT, vi vay
thuong tiép nhan bénh nhan c6 STEFG s& ¢ biéu 1am sang nhu khé tho, giam
kha nang géng stic, day la nhing tri€u chung khién bénh nhan nhdp vién. Nhiing
bénh nhan STEFBT rat khé chan doan hién nay vi vy trong thuc hanh 1am sang
thuong dé bo sot vi chua biéu hién triéu ching ST rd rang. Hon thé nita, trong
dan sd n6i chung, bénh nhan STEFBT thuong phd bién & cong dong 13 nhing
phu nir 16n tudi c6 tién st THA, béo phi, DTD,... nhung trong nghién ctru niy
chiing t6i loai trir nhitng nguyén nhan trén khong dua vao nghién ctu nén ty 1€
STEFBT s& thap hon so v6i STEFG.

Nhom chtng 13 nhitng ngudi tinh nguyén tham gia nghién ciru dén
kham strc khoe dinh ky hodc nhap vién (khong ST va thoa tiéu chuan chon)
tuong déng v4i nhom bénh, cung dén kham tai bénh vién PKTUCT. Ching
t6i chon nhom chimg 95 ngudi 1a phi hop v6i ¢d miu nhém bénh c6 thé so

sanh trung binh, ty 1€ vd1 nhom chung trong nghién ctiru bénh ching.
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4.1.2. Pic diém chung vé tudi gi6i va cac chi s6 VB, BMI ciia nhém bénh
va nhom chirng
4.1.2.1. Pic diém vé tuoi

Nghién ctru ctia chiing t6i tudi trung binh & nhém ST 1a 70,11+14,53
tudi, nhém STEFG 1a 70,51+13,97 tudi, nhém STEFBT 14 69,50+15,41 tudi
s0 v&i nhom ching 13 66,69+14,74 tudi. Sy khac biét vé tudi giita nhém bénh
va nhom chimg khac biét khéng c6 y nghia thdng ké (p>0,05). Cac nghién
ctru khac vé sy KI & bénh nhan ST ciing cho két qua vé tudi twong ty nhu
nghién ctru ndy: nghién ctru ctia Nadja Scherbakov tudi trung binh & nhém
STEFG 1a 70+5 tudi, STEFBT la 69+6 tudi, nhom chimg 66+10 tudi [91];
tudi trung binh duoc bio cdo thong qua nghién ctru Wisniacki ¢ nhom
STEFG la 80,4+4,5 tudi, STEFBT la 79,8+5,2 tudi va nhom chimg 76,2+3.5
tudi [112]. Qua nghién ciru cia Wolfram Doehner tudi trung binh cta nhom
ST 14 621 tudi, 6 nhom chimg 1a 60+2 tudi [34].
4.1.2.2. Pic diém vé gidi

Trong 190 ddi twong nghién ctru ndy c6 95 nam (chiém 50%) bang véi
nit 1a 95 (chiém 50%). STEFG c6 55 nam (chiém 48,2%) va 59 nit (chiém
51,8%). STEFBT c6 40 nam (chiém 52,6%) va 36 nit (chiém 47,4%). Trong
95 ngudi tham gia nhom ching c6 46 nam (chiém 48,9%) va 49 nir (chiém
51,6%). Nhu vay, ty 1€ nam nit gitra cac nhom ST, STEFG, STEFBT va nhom
ching 1a tuong duong nhau.

Nghién ctru ndy ty 1é nam nit gan twong duong véi nghién ciru cua
Wisniacki ¢6 14 nam gi¢i ST chiém 53,8% [112]. Ty 1& nit gi6i ST cao hon
nghién ctru cta chiing t6i 13 nghién ctiru Dipanjan Banerjee [22] nit gi6i chiém
ty 1& 60,4%. Nghién ciru cua Nadja Scherbakov nir giéi ST chiém 70% [91].
Nghién ctru ctia chung t6i la nghién ctru quan sat phan tich tap trung khao sat

sy KI & bénh nhan ST man nén ty nam nit gan twong duong nhau 1 phi hop.
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4.1.2.3. Diic diém vé cdc chi s6 nhén tric ciia nhém bénh va nhém chirng

Céc chi s6 nhan tric qua két qua nghién ciru ctia chung toi: chiéu cao,
can nang, VB, chi s6 BMI gitta nhom ST, STEFG, STEFBT va nhom chiing
khac biét khong c6 y nghia théng ké (p>0,05). Chi sé6 VB trong gidi han
binh thuong ¢ nhéom ST, STEFG, STEFBT lan luot 1a 74,37+4,35 cm,
74,25+4,21 cm, 74,56+4,57 cm. Chi s6 BMI trong giéi han binh thuong &
nhéom ST, STEFG, STEFBT lan lugt 13 19,66+1,48 kg/m? 19,80+1,37
kg/m?, 19,46%1,62 kg/m®,

Cé4c chi s6 nhan tric trung binh ¢ bénh nhan ST tir cac nghién ciru
khac. Nghién ctru ctia Swan [96]: chiéu cao 174+0,9 c¢cm, can nang 82,9+2,0
kg , BMI 27,4%0,6 kg/m®. Nghién ctru cua Jukka Kemppainen [63]: cAn ning
94,045,2 kg 29,9+1,7 (kg/m?). Nghién ctru Wisniacki [112]: can ning 65,2
kg, BMI 25 kg/m®. Tac gia Wolfram Doehner [34]: c4n ning 73,8+1,6 kg,
BMI 24,7+0,4 kg/m?. Nhin chung d6i twong nghién ciru trong cac nghién
ctru trén 1a ngudi chau Au va chau My nén c6 chiéu cao, can ning, BMI cao
hon nghién ctru cua ching toi.

Pay 1a nghién ciru quan sat phan tich nén cha yéu khao sat sy KI ¢
bénh nhan ST. Cac yéu t6 khac anh hudng 1én sy KI chung t6i da loai khoi
tiéu chuan chon nhu: chi sé6 BMI>25, VB (nam>90 cm va nit >80 cm). Vi vay
nhirg dbi trong trong nghién ctru ¢6 cac chi sé VB, BMI trong giéi han binh
thuong. Phan 16n cac nghién ctru ¢ nudc ngoai co cac chi sé can ning va BMI
cao hon nghién ctru clia chiing tdi c¢6 thé do thé trang, ché do dinh dudng &
cac nudc phat trién cao hon va tiéu chuan chon bénh ciing khac nhau.
4.1.2.4. Pic diém vé cdc chi sé huyét dp ciia nhém bénh va nhém chirng

Chi s6 HATTh, HATTr ¢ nhom bénh va nhom chig trong nghién ctru
nay khéc biét khong c6 y nghia thong ké (p>0,05). HATTh trung binh & nhom



90

ST, STEFG, STEFBT lan luot 1a 116,49+15,37 mmHg, 117,47+15,81 mmHg,
115,03+14,67 mmHg. HATTr trung binh & nhom ST, STEFG, STEFBT lan
lwot 1a 71,12+10,44 mmHg, 71,26+10,31mmHg, 70,91+10,69 mmHg.

So sanh chi s6 HATTh va HATTr qua cac nghién ctru khac. Nghién ctru
Dipanjan Banerjee [22] cho thdy HATTh= 136,3+21,5 mmHg. Két qua nghién
ctru cua tac gia Nadja Scherbakov [91] & nhom nghién ciru c6 HATTh 130+20
mmHg, HATTr 76+11 mmHg. Nghién ctru Wisniacki [112] trén dbi tuwong
nghién cau c6 HATTh 137,34+17,2 mmHg, HATTr 74,53+7,6 mmHg.
Wolfram Doehner [34] cho thdy két HATTh 116+2,0 mmHg, HATTr 72+1,2
mmHg. Gia tri trung binh HATTh va HATTr trong nghién cru nay gan tuong
duong véi cac nghién ctru ngoai nudc vé KI ¢ bénh nhan ST. K1 ciing 13 yéu t6
nguy co ¢ bénh nhan THA. Tac gida Huynh Van Minh (1996) nghién ctru trén
181 nguoi tir 18 tudi trd 1én chia lam 2 nhém c6 hodc khong THA. Bang
phuong phap dinh luong insulin trude va sau NPDNG két hop véi cac chi sd
nhan tric dinh dudng, bilan lipid huyét thanh va dién tim & bénh nhan THA: c6
su gia tang néng dd Io & bénh nhan THA, tan suét tang insulin huyét thanh va
KI & bénh nhan THA nguyén phat 1a 41,7% trong do6 30,5% phat hién khong
can lam NPDNG. Vi vdy, dé tranh yéu t6 nhidu va tap trung vao nghién ciru K1
& bénh nhan ST man chiing t6i Iya chon nhitng bénh nhan khong THA dua vao
nghién ctru vi c6 sy KI ¢ bénh nhan THA [6], [109].

4.1.3. Pic diém mot so6 yéu t6 lién quan & bénh nhén suy tim man
4.1.3.1. Pdc diém réi loan lipid huyét thanh

Gia trj trung binh cac thong sb lipid huyét thanh qua nghién ctru nay:
cholesterol tp, triglycerid, LDL-¢c & nhém STEFG cao hon nhom STEFBT c6
y nghia thdng ké (p<0,05). Gi4 trj trung binh cholesterol tp, triglycerid, LDL-
¢, HDL-c & bénh nhan ST lan luot 1a 4,17+1,50 mmol/L, 1,57+1,13 mmol/L,
2,62+0,98 mmol/L, 1,01+0,30 mmol/L. O bénh nhan ST, dua vao tiéu chuan
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NCEP-ATPIII thi ty 1¢ tang cholesterol tp 1a 17,9%, tang triglycerid la 30,5%,
tang LDL-c 50% va giam HDL-c 62,1%. Ty 1€ tang cholesterol tp va LDL-c &
nhom STEFG cao hon STEFBT c¢6 ¥ nghia thong ké (p<0,05).

Céc nghién ciru vé KI ¢ bénh nhan ST man clia cac tic gid ngoai nudc
vé nong do bilan lipid huyét thanh trung binh nhu nghién ctru cua Jukka
Kemppainen [63] cholesterol tp 1a 5,5+0,2 mmol/L; tac gia Nadja Scherbakov
[91] cho thay triglycerid 1,19+0,65 mmol/L, LDL-c la 3,4+0,93 mmol/L, HDL-
¢ 1a 0,7+0,21 mmol/L; nghién ctru ctia Dipanjan Banerjee [22] cholesterol tp la
5,5+0,99 mmol/L, HDL-c la 1,44+0,4 mmol/L; theo tac gia Wolfram Doehner
[34] gié tri trung binh cia cholesterol tp 1a 5,13+ 0,11 mmol/L va theo nghién
ctru cua tac gia Wisniacki [112] néng d6 cholesterol tp 1a 5,32+1,24 mmol/L,
triglycerid la 1,62+ 0,48 mmol/L, LDL-c la 3,11 (mmol/L), HDL-c la
1,20+1,00 mmol/L. Gia tri trung binh cholesterol tp, triglyceride, LDL-c, HDL-
¢, trong nghién ctru cua chung t6i twong duong véi cac nghién ctru khac. Trong
nghién ctru nay c6 gia tri trung binh cac chi s6 cholesterol tp, triglyceride,
LDL-c & nhom STEFG cao hon nhom STEFBT c6 y nghia théng ké véi
p<0,05. Qua két qua nay ciing tuong tu véi nghién ctru cua Wisniacki [112] ¢
nhom STEFG s& c¢6 gia tri trung binh cac chi s cholesterol tp, triglycerid,
LDL-c, HDL-c cao hon ¢6 ¥ nghia thong ké & nhom STEFBT. Nghién ciru ciia
Nadja Scherbakov [91] & nhém STEFG c6 gia tri trung binh triglycerid cao hon
nhung ndng d6 trung binh LHD-c thp hon so véi nhom STEFG c6 ¥ nghia
thdng ké véi p<0,05.
4.1.3.2. Tang nong dp NT-proBNP huyét thanh

Natriuretid peptid do co tdm that tiét ra khi dan thé tich tam that
va’hoac qua tai ap luc. NT-proBNP dugc nghién ctru va dugc s dung nhu

trong chan doan ST ciing nhu tién lugng tién trién ST va du bdo nguy co tir
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vong trong ST [90]. Két qua nghién ctru ctia ching t6i cho thiy ndng d6 trung
binh NT-proBNP ¢ bénh nhan ST 1a 9931,49+7746,95 pg/mL.

Néng do trung binh NT-proBNP & nhom STEFG cao hon STEFBT ¢6 y
nghia thong ké (p<0,001). Nadja Scherbakov [91] nghién ctru néng d6 BNP &
nhom STEFG 1a 568 pg/mL (224-1939) cao hon c6 ¥ nghia théng ké so voi
STEFBT. Hién nay c6 nhiéu cong trinh nghién ctru chimg minh nong d6 BNP
hodac NT-proBNP gia ting theo mirc d§ ST, c6 gia tri tién lugng ST. Tac gia
Taylor [99] va cong su xac dinh diém cat NT-proBNP >150 pg/mL du bao nguy
co suy tim ting gép 18 lan trong din s chung va tir vong trong 10 nim 13 58%.
Nghién ctru ciia Antonio [19] va cong su nghién ctru trén 105 bénh nhan suy tim
dwa vao dudng cong ROC xac dinh diém cat NT-proBNP 1a 6000 pg/mL (AUC
75%, d6 nhay 77,3%) kha ning séng con trong 90 ngay ¢ bénh nhan suy tim 1a
66%. Nghién ciru ciia Kang trén 528 d6i twong STEFBT va 1142 ddi tuong
STEFG, nham danh gia tién lugng dua vao NT-proBNP ¢ bénh nhan ST, két qua
cho thdy & nhém STEFG c6 nong d6 NT-proBNP cao hon ¢ ¥ nghia thong ké
so voi STEFBT (2723 so v&i 5644 ng/L, p<0,001) [62]. Theo két qua nghién ctru
ctia Funda Basyigit va cs [23] cho thiy nong d6 trung binh NT-proBNP ¢ nhom
STEFG la 1556,9+281,5 pg/mL va STEFBT la 642,6+329,1 pg/mL, su khac biét
nay co y nghia théng ké véi p<0,05. Két qua nghién ctru cua Harada va cs cho
thidy & nhom STEFG c6 nong d6 NT-proBNP cao hon STEFBT (p<0,001) [48].
So v6i nhitng nghién ciru trén nghién ciru cua ching t6i ¢6 nong do NT-proBNP
cao hon do phan 16n bénh nhan nhap bénh vién PKTUCT l4 nhiing bénh nhan
ning (ST d6 3 theo NYHA 1a chu yéu) duoc chuyén tir tuyén dudi va co tién st
chan doan ST. Theo nghién ctru cia Funda Basyigit thi nong do NT-proBNP &
nhoém ST vai EF<40% 1a 1058,9+2365,9 pg/mL va EF>40% la 771,7+1539,3

két qua nghién ctru ndy gan twong duwong vai nghién ctru ctia ching toi [23].
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4.1.3.3. Ting nong d¢ adrenalin huyét thanh

Nong do trung binh adrenalin trong nghién ctru nay 1a 115,20+91,20
(pg/mL). Tir 1au hoat dong gia tang ctia SNS di duogc biét dén nhu dic diém
dién hinh ctia ST. Nong do adrenalin thuong ting ¢ bénh nhan ST. Tang hoat
dong SNS tir d6 tang adrenalin tir khe ho tiép hop. Nong do adrenalin trong
mau tang 1én thi dy doan vé nguy co tir vong cang cao. Pic diém dé nhan biét
ST ciing dua trén s luong adrenalin cta co tim gidn, sy du trit va mat do thu
thé B trong co tim [36], [64].

Dua vao két qua nghién ctru ctia Matlooba A va cs ndng d6 & nhom ST
(noradrenalin=1,1+0,9 ng/mL, adrenalin=0,3+0,8 ng/mL), ST khéng co6 KiI
(noradrenalin=0,9+0,7 ng/mL, adrenalin=0,2+0,6 ng/mL) va ST c0 KI
(noradrenalin=1,2+1,1 ng/mL, adrenalin=0,3%+ 0,8 ng/mL), su khac biét nay
khéng c6 ¥ nghia thong ké p>0,05 [75]. Nong d6 noradrenalin ¢ bénh nhéan
ST theo tac gia William C. Stanley la 5,2+0,2 pmol/ml cao hon so v&i nhom
chung la 1,4+1,3 pmol/mL [94].

Nghién ctu ctia James A Thomas di chimg minh rang nong do
adrenalin c6 lién quan tryc tiép dén mirc d6 rdi loan chirc ning thét trai & bénh
nhan ST sung huyét. Chirc ning tim thu that trai cang giam thi néng do
adrenalin cang tang. O bénh nhan ST s& ting adrenalin dan dén ting san suét
glucose & gan va trc ché bai tiét insulin din dén ting glucose mau. Tinh trang
ST cang ning thi nong d adrenalin méau cang tang, nhitng két qua nghién ctru
trén cling hop véi nghién ctru cua chung t6i [55], [81].
4.1.3.4. Gidm nong dj testosterone huyét thanh

Trong nghién ciru nay ndéng do trung binh testosterone & nam gigi ST
la 3,93+2,62 ng/mL. Nong d6 trung binh testosterone nam giéi ¢ nhom
STEFG thap hon c6 ¥ nghia théng ké so véi nhom STEFBT (p<0,01).
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Nong dd testosterone giam (<3 ng/ml) & bénh nhan nam ST 1a 43,15%. Ty
1¢ giam ndng do testosterone (<3 ng/ml) & nhém STEFG cao hon nhém
STEFBT c6 ¥ nghia thong ké (p<0,05), két qua nghién cru cua chung toi
twong duong vai cac nghién ciru khac. Testosterone quan trong ddi véi viéc
duy tri cic co xwong, sy suy giam testosterone c6 thé lam trdm trong tinh
trang khong dung nap va mat khdi co bap trong ST. O nam gidi,
testosterone 13 yéu t6 quyét dinh quan trong cua chirc ning dong hoa va sirc
manh thé chat. Testosterone ciing c¢6 dic tinh chéng viém va gidn mach.
Ngoai ra, testosterone ciling lam tang cung lugng tim & bénh nhan nam ST
man [86], [108].

Udc tinh c6 khoang 39% bénh nhan nam ST c6 bang chimng cia giam
testosterone. O nam gidi ST cang ning twong Gmg véi phan d6 NYHA cang
cao va nong do testosterone cang giam. Nong do testosterone lién quan dén
kha ning ging sic va nong d6 hormon ddéng hoa (testosterone,
dehydroepiandrosterone sulfate va chat kich thich ting truong giéng nhu
insulin) [42].

Theo két qua nghién ctru cua tac gia Gholamreza Davoodi thi nong
do testosterone & nhom ST véi EF<35%, EF tur 35-45%, EF tir 45-55%,
EF>55% lan luot la: 5,8+2,7 ng/mL, 6,8+3,7 ng/mL, 7,2+3,4 ng/mL,
6,8+3,2 ng/mL, su khéac biét khong c6 y nghia théng ké p>0,05. Tir két qua
nghién ctru cho thdy néng d6 testosteron & nhém ST voi EF<35% thi thap
hon so v&i nhom ST véi EF> 35% (5,82+2,73 pg/mL va 6,88+3,34 pg/mL,
p<0,05). Nong do testosterone lién quan truc tiép dén tinh trang suy tim &
bénh nhan ST c6 r6i loan chirc ning cuong duong [30].

Nong do testosterone giam di dugc chting minh 13 yéu té nguy co

giam kha ning gang sirc va triéu chimg 1am sang & bénh nhan bi ST. Trong
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4 thir nghiém 1am sang c6 lién quan dén 198 bénh nhan dugc cong bd, sir
dung liéu phap testosterone cé su cai thién dang ké trong kha ning ging
strc so voi gia duoc. Cac co ché cai thién kha nang gang stc 1a phic tap va
c6 thé do co ché ngoai vi. Tac dong cia testosterone trén cac két qua vé sy
tiéu thu oxy 1am THA va anh huéng dén liéu phap tai déng bo tim. BS sung
testosterone 1a mot bién phap diéu tri dé cai thién triéu chimg & bénh nhan
ST. Trén bénh nhan nam ST. NT-proBNP 1a mot peptid natri dugc phong
thich tir tAm that cta tim vao mau khi thanh co tim bi din ra va lién quan
tryc tiép dén muc do cang dan cua co tim. Nong do testosterone thap trén
bénh nhan ST giam wc ché hinh thanh peptide natri, lam peptide natri dwoc
phong thich nhiéu hon din dén ndéng d6 NT-proBNP ting. Khi b sung
testosterone trén bénh nhan ST s& gay gitt mudi va nudc bang cach tc ché
su phat sinh peptide natri tir d6 lam giam nong do NT-proBNP. Cho thiy
rang testosterone co thé cai thién chic ning co tim, giam nong do NT-
proBNP ¢ bénh nhan ST man [86], [102].

Nghién ciru ctia Anna Florvaag cho thiy ndng d¢ testosterone giam ¢
bénh nhan nam ST va tac dong dén té bao nguyén bao ndi mdé (EPCs).
EPCs la mot thu thé testosterone, dé danh gia ty 18 thiéu hut testosterone &
nhitng bénh nhan ST va tac dong ctia né trén cac té bao nguyén bao ndi mo.
Nghién ctru 137 bénh nhan nam ST man tinh trong dg tudi 48-74 tudi. Ti 1¢
thiéu hut testosterone trén bénh nhan ST 1a 39%. Tuy nhién, khong co6 su
khéc biét giita cac bénh nhan c6 va khéng cé su thiéu hut testosterone lién
quan dén mirc do ciia EPCs. Mirc testosterone tuong quan nghich véi tudi
(r=-0,32, p=0,001) va phan do ST theo NYHA (r=-0,28, p=0,001). Thiéu
hut testosterone hién dién thuong xuyén & bénh nhan nam ST nhung khong

thay tac dong 1én cac EPCs tai sinh [42].
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ST duogc dac trung boi su thay doi chuyén hoa trong co xuong, do la
két qua cua su kich hoat cua than kinh noi tiét va cytokin gay viém, dan
mach. Nong d¢ testosterone thdp gop phan din dén su thay ddi nay, co thé
lam suy giam chtc ning co xwong, kha ning ging strc trong ST. BS sung
testosterone & liéu thay thé da duoc danh gia 1a mot liéu phap tiém nang dé
tac dong 1én co ché bénh sinh chéng lai sy thiéu hut dong hoa trong ST va
cling c6 dac tinh chéng viém va gidn mach dé duy tri sy tién trién cua ST,
nhiéu nghién ctru cho thay liéu phap bd sung testosterone & bénh nhan ST
s& cai thién duoc triéu chung, ting phan suat tdng mau ¢ bénh nhan ST.
Mit khéc ciing c6 nhiéu nghién ciru bd sung qua muc testosterone ciing gay
hai va liéu luong bo sung testosterone ¢ bénh nhan suy tim bao nhiéu hién
nay van con tranh cii [86], [108].
4.1.3.5. Pdc diém cdc théng sé LVMI va EF trén siéu am tim

Nghién ctru cia chiung t61 & nhém ST gia tri trung binh EF: 42,93+14,42
(%), LVMI:118,64+45,87 (g/m°). Nhom STEFG c6 gi4 tri trung binh EF va
LVMI thap hon cé ¥ nghia thong ké so v6i nhém STEFBT (véi p<0,05).

Dipanjan Banerjee da nghién ctru trén 4425 nguoi tinh nguyén tham gia
trong d6 60% nir gidi, c6 1216 d6i tugng dugce chian doan ST va nghién ctru
kéo dai dén 12 nam. Dbi twong nghién ctru duge phan 1am 4 nhom dua vao
néng do lo, cac dic diém trén siéu 4m nhu sau: 1,:<9 UI/L (LVMI: 138+46,4
g/m?); 15:9-12 UI/L (LVMI: 14462446 g/m?); 15:12-17 UI/L (LVMI:
152,1+49,2 g/m?); 1>17 UL (LVMI: 159,6+49.51 g/m?) [22].

Theo nghién ctru ctia Wisniacki gié tri trung binh cac chi s6 siéu am tim:
EF (STEFG: 30,7+6,7%; STEFBT: 59,4+8,0%; nhom chig 62,0+14,5%) su
khac biét c6 ¥ nghia thong ké véi p<0,001; LVMI (STEFG: 143,2+27,0 g/m?;
STEFBT: 159,4+32,2 g/m* nhom chimg 111,6+28,8 g/m?), su khac biét c6 y
nghia thong ké véi p<0,001 [112]. Theo két qua nghién ctru cua Funda
Basyigit va cs thi cac chi s6 siéu am tim: LVMI (STEFG: 148,4+35,3 g/m® va
STEFBT:142,1+36,6 g/m?) [23].
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Duya vao céc két qua nghién ctu cia Funda Basyigit [23] chi sb
LVMI khac voi nghién ciru cia ching t6i & nhom STEFG thap hop
STEFBT. Nghién ctru cua chung t6i cling twong tu nhu cdc nghién clru
Wisniacki [112], Dipanjan Banerjee [22] vé cac thong siéu 4m tim & bénh
nhan ST cé Kl [23].

4.2. TINH TRANG VA TY LE KHANG INSULIN O BENH NHAN SUY
TIM MAN

Chung t61 nghién ctru tinh trang va ty 1¢ KI ¢ bénh nhan ST man. Hién
nay c6 nhiéu phuong phap xac dinh tinh trang KI, WHO d3 dua ra tiéu chuan
chan doan hoi chimg chuyén hoa va xac dinh tinh trang Kl [8], phuong phap
kep dang duong ting insulin mau duwoc xem nhu 1a “tiéu chuan vang”. Tuy
nhién, phuong phap kep dang duong ting insulin mau khong duoc ap dung &
bénh nhan ST do 1am qu4 tai vé thé tich, dé gy ha glucose mau. Mit khac,
trong tat ca cac ddi tugng nghién ctru ciia chung t6i phan 16n 1a nhiing bénh
nhan ST ning (NYHA 3 chiém ty 1& cao nhét). Cac chi sb gian tiép nhu
HOMA-IR duoc ching minh c6 twong quan chit véi phuong phép kep dang
duong tang insulin mau [8]. Vi vay trong nghién ctru nay ching toi xac dinh sy
KI chi yéu dya vao chi s6 HOMA-IR va céc chi sd gian tiép khac: lo, Go, 1o/Go,
,/G,, chi s6 QUICKI va McAuley.

4.2.1. Céc chi so xac dinh khang insulin
4.2.1.1. Nong dé I,va G,

Két qua nghién ctru ctia chung t6i nong dd Gy trung binh & nhém ST,
STEFG, STEFBT lan luot la 5,28+0,79 mmol/L, 5,37+0,76 mmol/L,
5,13+0,82 mmol/L, cao hon c6 ¥ nghia théng ké v&i p<0,05 so v6i nhoém
ching. Néng do Ip trung binh & nhém ST, STEFG, STEFBT lan luot 1a
17,20£15,46 pU/ml, 18,62+16,43 pU/ml, 15,06+13,73 pU/ml cao hon c6 ¥

nghia théng ké vai p<0,05 so vi nhém ching.
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Nong d6 I phu thudc vao phuong phap thuc hién. Mot sé phuong phap

duoc 4p dung: phuong phap mién dich phong xa (RIA-Radio Immuno Asay),

do luong phong xa mién dich hoc (IRMA=Eclectro Chemiuminessancce

Immuno Assay), ki thuat mién dich enzyme, nhung pho bién hién nay la k§

thuat dién hoéa phat quang (ECLIA=Electro Cheminuminessance Immuno

Asay) duogc 4ap dung trong nghién ctru lam sang, nghién ctru cua ching toi

cling thuc hién bang phuong phap nay [8].

Bang 4.1. Nong dd I, va Gy 6 nhém chirg va nhém ST

trong mot s0 nghién ciru

Nim cong lo (X +SD)pU/mL | Gg (X + 1SD) mmol/L
Nghién ctru b6 va so 5 5
: ST Nh’om ST Nh’om
mau ching ching
o 8,10 4.90
Wishiacki [112] | 2005, n=52 4,95+0,67* | 4.94+052
(4,95-10,35)* | (3,60-6,70)
i 12,4 52 5,93 59
Nadja 2015, n=62
Scherbakov [91] (54-152)* | (41-71) |(549-643)* (549-64)
—
'PANAN 15013 =425 5884134 | 58+1.37
Banerjee [22]
Wilfried Dinh 185 50 555 5.1
lifried Dinh 1, o =008
[31] (15,7-24,0) | (3,0-7,0)**| (5,82-6,54) | (4,77-5,43)
Wolf
ofram 1 5005, n=105 | 13.0+093 | 12.041.25 | 5774017 | 5144008
Doehner [34]
Kk
Jukka 2003, n=21 | 102415 | 69+13 | 50403 | 5302
Kemppainen [63]
Chingtoi | 2017, n=285 | 17,20+ 1546 | 946 +531 | 528+ 0,79 | 4,81+0,81

(*) ST v61 EF giam

(**) Réi loan chirc nang tAm truong that trai co KI.

(***) R6i loan chitc ning tim truong thét trai khong KI.
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Cian cr vao bang ndng do trung binh Gy ¢ nhém ST va nhom ching
trong nghién ctru cua ching t6i gan twong dwong vdi cac nghién ciru khac.
Cu thé, nong do I, trong nghién ctru nay gan tuong duong véi nghién ctru
Wilfried Dinh [31] & nhom ST va nhom ching, tuy nhién cao hon véi cac
nghién ctru khac.

Nhim danh gi4 d§ nhay insulin & bénh nhan ST man tinh, nghién ctru
ctia Swan JW va cs (1997), két qua cho thdy c6 sy KI & bénh nhan ST
nhung khong tac dong tryc tiép ma thong qua rdi loan chic ning tam that
va cac catecholamin. Do nhay insulin duoc xac dinh bing luong glucose va
insulin, sau khi truyén glucose qua duong tinh mach. O bénh nhan ST man
c6 Gy trung binh nhung tang Iy (67 so vai 29 pmol/l, p <0,002) va d6 nhay
insulin 58% c6 nghia 1a giam (p <0,001), c6 sy tang insulin va KI & bénh
nhan ST [96].

Cong trinh nghién cu do Nadja Scherbakov va cs cong bd vao
nam 2015 thuc hién trén 18 bénh nhan STEFG, 22 bénh nhan STEFBT
va 22 nguodi khoe manh. Két qua nghién ctru cho thiy cé ndng d6 Gy
trung binh lan luot & nhém STEFG, STEFBT va nhom chiung lan luot 1a
6,8 (5,6-11,6) mmol/L, 6,43 (4,8-5,7) mm/L, 5,9 (5,49-6,4) mmol/L va
ndng d6 I, trung binh 1an lugt 6 nhém STEFG, STEFBT va nhom chtng
lan luot 1a 12,4 (5,4-15,2) pU/mL, 6,8 (5,6-11,6) pu/mL, 5,2 (4,1-7,1)
nU/mL. Két qua nghién ctru nay cho thdy c6 sy KI va ting Insulin &
nhom STEFG va STEFBT [91].

Wisniacki va cs nghién ctru nham danh gia KI va hé thong viém & bénh
nhan ST tdm thu va tdm treong dugc tién hanh trén 52 bénh nhin khéng co
DTD (tudi: 70-90) ST va 26 nguoi tinh nguyén khoe manh tham gia nhém
ching. Nong d6 Go trung binh l1an lugt & nhém ST tam thu, ST tdm truong va
nhom chung 1a 4,83 (0,57) mmol/L, 4,95 (0,67) mmol/L, 4,94 (0,52) mmol/L.



100

Nong d6 Io trung binh 1an lugt & nhom ST tdm thu, ST tdm truong va nhom
chung 1a 4,70 (3,70-7,90) pU/ml, 8,10 (4,95-10,35) pU/ml, 4,90 (3,60-6,70)
nU/ml. C6 su ting insulin, KI va kich hoat hé théng viém ¢ bénh nhan 16n
tudi voi ST tam thu va tAm truong [112].

Trong nghién ctru ciia ching ti ciing cho két qua phu hop véi cac
nghién ciru trén, ndong d6 Iy @ nhom STEFG va STEFBT khéc biét khong c6 ¥
nghia thong ké (p>0,05) nhung c4 hai nhém STEFG va STEFBT c6 nong do
lo cao hon nhom ching c6 ¥ nghia théng ké (p<0,05). Vi vay, ¢ su tang lg &
bénh nhan ST.
4.2.1.2. Néng dé insulin va glucose huyét thanh sau 2 gio |am NPDNG

Xéc dinh nong d6 insulin va glucose huyét thanh sau 2 gid 1am NPDNG
duong udng 12 mot phuong phap duge st dung phd bién hién nay. Phuong
phap nay it tai bién, bao gdm viéc dinh lugng glucose va insulin sau khi uéng
75g glucose. Chan doan cudng insulin, KI khi c6 sy gia ting bt thuong ndng
d6 insulin va glucose d6i va 2 gio sau khi udng dudng so voi nhém ching
(> X +SD) [8].

Két qua nghién ctru cta chiing t6i nong do trung binh G, 6 nhém ¢ nhém
ST, STEFG, STEFBT va nhom chung lan luot 1a 8,07+1,18 mmol/L,
7,83+1,14 mmol/L, 6,93+0,93 mmol/L va 7,13+1,73 mmol/L. Néng do trung
binh 1, & nhom & nhom ST, STEFG, STEFBT va nhom ching lan luot 1a
117,36+108,06 pU/mL, 124,77+11855 pU/mL, 66,78452,33 pU/mL,
62,24+45,71 pU/mL. Nghién ctru ctia Marazzi khao sat tinh trang KI bang |,
G, sau khi 1am NPDNG va chi s6 HOMA-IR trudc va sau cac bién phap diéu
trj tang stc co bop co tim. Két qua, duoc so sanh trudc va sau dung bién phap
cac bién phap diéu tri ting strc co bop co tim thi nong do I, giam hon c6 ¥
nghia théng ké (I,: 170,2+56.,2 véi 146,8454,8; p=0,002) [74]. Nghién ctru nady

thap hon so v6i nghién ctru cia Wilfried Dinh [31] ndng d6 G, & nhém ST ¢
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su K1 12 10 (7,65-12,9) mmol/L, su khac biét nay 1a do sy khac nhau vé do tudi,
dan toc trong d6i twong nghién ctru, hoa chat xét nghiém & mdi phong xét
nghiém khac nhau. Trong nghién ctru nay su khac biét vé nong d6 G, & nhom
STEFG cao hon nhom STEFBT c6 ¥ nghia thng ké véi p<0,05. Mic du
nghién ctru ciia chung t6i ndng do |, & nhom STEFG 1a 124,77+118,55 pU/mL
cao hon so véi STEFBT 66,78+52,33 pU/mL nhung su khac biét nay khong co
¥ nghia théng ké voi p>0,05. Qua két qua nghién ctru nay nong do 1, va G, ting
¢ nhom ST, STEFG va STEFBT ching té c6 sy KI & bénh nhan ST.
4.2.1.3. Chi s6 HOMA-IR

Céc chi s6 gian tiép nhu HOMA-IR duoc ching minh c¢6 twong quan
chit v6i phuong phap kep dang duong ting insulin mau. Chi s6 HOMA-IR
dugc 4p dung chu yéu trong nghién ciru nay dé xac dinh tinh KI ¢ bénh nhan
ST, chi s6 HOMA-IR & nhém ST, STEFG, STEFBT lan luot 1a 4,10+3,70,
4,514£3,89, 3,49+3,31 cao hon c6 y nghia théng ké so v6i nhom ching la
1,86£1,01 vdo1 p<0,05. Tuy nhién chi s6 HOMA-IR & nhom STEFG cao hon
STEFBT nhung su khac biét khong c6 ¥ nghia thdng ké voi p>0,05.

béanh gid KI & bénh nhan ST tam thu va tam truong qua nghién ctru
Wisniacki. KI dwgc tinh bang chi s6 HOMA-IR, chi s6 HOMA-IR ¢ nhom
bénh nhan ST tdm thu cao hon so véi nhdm ST tam truong va nhém chung.
Sau khi diéu chinh chi s6 khdi co thé, st dung trc ché men chuyén hoac chen
thu thé Ang Il & nhom bénh nhan ST thi ty 1& KI cao hon so véi nhoém ngudi
khoe manh. C6 su KI va kich hoat hé théng viém ¢ bénh nhan ST tam thu va
tam truong [112]. Cong trinh nghién cru do Nadja Scherbakov cho thiy c6 su
KI ¢ bénh nhan STEFG va STEFBT, KI duoc xac dinh bang nghiém phéap
dung nap insulin dudng tinh mach ngan tic 1a tiém insulin thoi gian kéo dai
15 phat va glucose dugc xét nghiém mdi phat do tranh dugc tai bién ha

glucose mau va chi gian tiép HOMA-IR. Pay 1a phuong phéap tuong ddi don
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gian nhung rat dé ha glucose mau nén hién nay rét it ing dung trong nghién ctru
ldm sang. Bénh nhan v4i STEFG sé KI cao hon so v6i STEFBT ¢6 so sanh
v6i nhom ching, chi s6 HOMA-IR lan luot 1a (HOMA 3,1, t phan vi 1,4-3,7;
HOMA 1,9 to phan vi 1,5-3,6; HOMA 1,2, tt phan vi 1,8-0,9, véi p<0,001)
[91]. Nghién ctru trén 524 bénh nhan chan doan ST ciia Marazzi nham khao
sat tinh trang KI bang glucose mau 2 gio sau khi 1am NPDNG va chi s6
HOMA-IR trudc va sau st dung bién phap cac bién phap diéu tri ting stic co
bop co tim. Két qua, dugc so sanh trudc va sau cac bién phap diéu tri ting stc
¢6 bop co tim thi chi s6 HOMA-IR giam hon c6 ¥ nghia thong ké (HOMA-IR:
2,6x1,4 voi 1,8+0,8, p 0,002) [74].

Nghién cua Erik Ingelsson va cs theo doi 29 ndm 2321 nam trung
nién, két qua cho thy c6 259 ngudi tién trién ST, chi s6 HOMA-IR ¢ nhom
chting, nhém tién trién ST va khong ST lan luot la: 3,0+2,0, 2,8+1,8,
3,9+3,3, p<0,001 [52].

Nghién ctru cua Wilfried Dinh [31] trén 208 bénh nhan c6 ri loan chirc
nang tim truong that trai voi phan suit tbng mau bao ton, 27% bénh nhan
DTD tip 2, trong s6 nhirg bénh nhan khong DTD thi chi s6 HOMA-IR trung
binh 13 5,09 (3,96+6,61). Nghién ctru ctia chiing t6i ¢6 chi s6 HOMA-IR gan
tuong duong voi So voi Wilfried Dinh [31] nhung cao hon cac nghién ctru
ctia Wisniacki [112], Nadja Scherbakov [91], Marazzi [74], c¢6 thé do ddi
tuong chon mau va phuong phap nghién ctru ciing nhu phuong phap xac dinh
KI cling khac nhau.
4.2.1.4. Chi s6 QUICKI va McAuley

Ngay nay x4c dinh su KI bang cach sir dung chi s6 QUICKI, McAuley
va chi s6 HOMA-IR. Tuy nhién, chi s6 HOMA-IR dang tin cdy hon
QUICKI va McAuley. Nhung ciing mot c¢6 s6 nghién ctru ching minh sy

tuong quan gitta QUICKI va nghiém phap kep dang dudng ting insulin mau,
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1a tiéu chuan vang xac dinh KI [8]. Vi vay, ngoai chi s6 HOMA-IR xéc dinh
tinh trang KI ¢ bénh nhan ST con c¢6 chi s6 QUICKI ciing dang tin cdy.
Trong nghién cru cua chung t6i chi s6 QUICKI ¢ nhom ST, STEFG,
STEFBT lan luot 14 0,34+0,06, 0,34+0,07, 0,35+0,058 thép hon so v61 nhém
chung 1a 0,47+0,96 nhung sy khac biét nay khong co y nghia thong ké véi
p>0,05. Dua vao chi s6 McAuley ¢ nhom ST, STEFG lan luot 1a 6,90+2,59
va 6,57+2,39 so voi nhom chirng (p>0,05). Nghién ctru ctia Wilfried Dinh
[31] cho thdy chi s6 QUICKI lan lugt & nhom suy c6 KI va khong KI lan
lwot 1a 0,30 (0,29-0,31) va 0,37 (0,35-0,40). Nghién ctru cua Lé Thanh Hai
chi s6 McAuley ¢ nhom ching 14 6,95+1,83 [3]. Két qua nghién ctru ndy gan
tuong twong véi nghién ctru cia chung toi.
4.2.1.5. Chi 56 Io/Go va 1,/G,

Gia tri trung binh céc chi sé qua két qua nghién ctru nay cho thiy: 14/Gg
& nhom ST, STEFG, STEFBT lan luot 1 3,31+3,18, 3,55+3,41, 2,96+2,81
cao hon ¢6 y nghia théng ké so véi nhom chimg 2,22+1,59 véi p<0,05. Két
qua nay ty 1& 1¢/Gy & nhém chimg gan tuong dwong véi cac nghién ciru khéc
nhu nghién ctru Lé Thanh Hai [3] 2,12+1,01, nghién ctru ciia Nguyén Curu
Loi [5] 3,54+1,21 nhung cao hon nghién ctia Huynh Van Minh 0,68+0,55 [6].

Gia tri trung binh chi s6 1,/G, trong nghién ctu ndy ¢ nhom ST,
STEFG, STEFBT lan luot 1a 14,13+11,18, 15,00+12,02, 12,81+9,71 cao hon
c6 ¥ nghia thdng ké so voi nhom chimg 8,62+5,92 véi p<0,05. Gia tri trung
binh chi s6 /G, & nhom chung trong nghién ctru cua ching t6i gan twong
duong voi nghién ciru ciia Nguyén Ciru Loi [5] 8,84+3,72 va nghién ciu clia
Nguyén Thanh Hai [3] 9,29+4,62 nhung cao hon nhiéu so v6i nghién ciru cia
tac gia Huynh Van Minh 0,14+0,08 [6].

Ciing theo nghién ctru nay thi gia tri trung binh chi s6 1o/Gy, 1./G; &
nhoém STEFG cao hon nhom STEFBT nhung sy khac biét nay khong co6 y
nghia thong ké véi p>0,05.
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4.2.2. Tinh trang va ty 1€ khang insulin trong suy tim man

Trong nghién ctiru nay ching t61 xac dinh tinh trang va ty 1€ KI & bénh
nhan ST man. Hién nay c6 nhiéu phuong phap xac dinh tinh trang KI, theo
WHO d4 dua ra tiéu chuan chin doan hoi chimg chuyén hoa va xac dinh tinh
trang K1, phuong phép kep dang duong ting insulin mau duoc xem nhu 13 “tiéu
chuan vang” [8], [21]. Tuy nhién, phuong phép kep dang duong ting insulin
mau thuong it duoc ap dung ¢ bénh nhan ST do 1am qua tai vé thé tich, trong
nghién ctru ctia chiing t6i phan 16n 1a nhitng bénh nhan ST ning. Vi vdy trong
nghién ctru ndy ching t6i xac dinh sy KI cht yéu dua vao cac chi sb gian tiép
bang phuong phap danh gia hoat dong ndi sinh cta insulin va cac chi sé gian
tiép: lo, Go, 1o/Go, 1o/G,, chi s6 HOMA-IR, chi sé QUICKI va chi s6 McAuley.
Trong d6 cac chi s6 gian tiép nhu HOMA-IR, QUICKI dugc ching minh c6
tuong quan chit véi phuong phéap kep dang duong ting insulin méau [8].

Nim 1998, WHO [21] di dua ra dinh nghia thong nhat vé KI: “Pugc
xem 1a KI khi chi s6 HOMA-IR 16n hon tt phan vi cao nhét trong nhom
chimg”. Tang insulin khong phai 1 do su ting tiét nguyén phat insulin gy ha
glucose mau ma doé la su phan ing véi tinh trang Kl [8]. Trong nghién ctru nay
chung t6i x4c dinh tinh trang KI chil yéu dua vao chi s6 HOMA-IR: chon ti
phan vi cao nhat ctia nhom chung (theo WHO) 1a 2,53. Bén canh d6, mdt s6 chi
sO gian tiép khac cling dugc sit dung dé xac dinh tinh trang KI nhu: chi sb
QUICKI va McAuley: chon tir phan vi thip nhat cia nhom ching 1a 0,33 va
58. Cac chi sb lo, Go, 1o/Go, 1,/G, chon X +1SD ctia nhém ching: I
(9,4445,29=14,77), 1, (62,24+45,71=107,95), 1o/Go (2,22+1,59=3,81), 1./G;
(8,62+5,92=14,54). Theo nghién ctru cua Lé Van Chi xac dinh KI dya vao chi
s6 QUICKI chon tu phan vi thép nhét x4c dinh KI 1a 0,675, dua vao chi sb
HOMA-IR chon t& phan vi cao nhét cia nhom ching 13 1,34, két qua nay cho
thdy chi s6 QUICKI cao hon va chi s6 HOMA-IR thap hon nghién ciru cta
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chung t6i do d6i twong chon nhém chimg cia tac gia Lé Van Chi 1a nhiing phu
ntt man kinh [1]. Trong nghién ctru cuia chiing t6i ty 1€ KI va tang insulin mau
& nhém ST theo cac chi sd6 HOMA-IR, I, 15, 15/Go, QUICKI 1an lugt 13 55,3%,
42,1%, 34,7%, 30%, 56,3% khac biét co y nghia thong ké véi p<0,05. Ty 1¢
KI dwa vao chi sé I,/G, & nhém ST 32,1% cao hon nhom ching nhung su
khac biét khong c6 ¥ nghia thong ké (p>0,05).

Chung t0i chian doan ting insulin mau luc déi khi 1,>14,77 (gia tri
X +1SD, ctia nhém chung). Ty 1€ tdng insulin madu & nhém bénh 42,1%
(Cl:34,99-49,47) (n=80) cao hon nhém chung c6 y nghia théng ké véi
p<0,001. Chon diém cét gi6i han X +1SD cua Iy c6 do nhay 42,1% va do dic
hi¢u 77,89%, gia tri du bao duong tinh 79,21%, gid tri du bdo am tinh
40,22%. Nghién ctu cua chung t6i cling tuong duong voi nghién ctu cua
Matlooba A va cs trén 129 bénh nhan ST. Két qua nghién ctru cho thiy KI &
bénh nhan ST 13 79 bénh nhén chiém ty 18 61% [75].

Theo nghién ctru ctia Jonathan W Swan [96], ddi twong nghién ctu 79
bénh nhan nam két qua nghién ctru cho thay ty 1¢ KI & bénh nhan ST 1a 53%,
Wolfram Doehner [34] nghién ctu trén 105 nam ST trong d6 c6 63% ST do
BTTMCB, két qua nghién ctru cho thdy ty 1& KI ¢ bénh nhan ST 1a 56%, két
qua nghién ctru nay gan twong duong véi két qua nghién ctru cta chiing toi ty
1€ KI 1a 55,3%. Ty 1¢ KI dya vao chi s6 HOMA-IR theo nghién cuu Orly
Vardeny trén 12606 nguoi ST khong ¢ BTD ty 18 KI chiém 39%, két qua
nghién ctru nay thap hon so véi nghién ctru ciia ching t6i do tiéu chuan chon
bénh theo nghién ctru cta Orly Vardeny [105].

Dua vao nghién ctru ctia Nir Uriel va cs duoc tién hanh trén 96 bénh
nhan ST, phan ra hai nhém ST c6 Kl va ST khong KI. Qua két qua nghién
ctru ty 1€ KI ¢ bénh nhan ST 1a 50% [103].

Ty 1¢ KI va tang insulin méu trong ST do su kich hoat bét thuong cua hé

giao cam, sy mat khoi lugng co xuong, roi loan chirc nang ndi mo, 161 song it
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van dong do giam cung lugng tim, va anh hudng cac cytokin, TNFa anh huong
|én d6 nhay cua insulin ngoai bién. Néu ST khéng duoc diéu tri, didu ndy c6 thé
dan dén vong xoan bénh 1y gitra réi loan chirc nang tim that va KI [71].

4.2.3. Ty 1é khang insulin va ting insulin trong suy tim phan suit tong
mau gidm va phan suit tong mau bio ton

Cin cir vao két qua nghién ciru cta chung t6i ty 18 KI va ting insulin
méau & nhom STEFG theo cac chi s6 HOMA-IR, Iy, 1, 1o/Go, 1,/G>, QUICKI,
McAuley lan luot 1a 58,8% (n=67), 44,7% (n=51), 38,6% (n=44), 31,6%
(n=36), 35,1 % (n=40), 60,5% (n=69), 43,9% (n=50), khac biét c6 y nghia
théng ké so v&i nhom ching véi p<0,05.

Theo két qua nghién ctru nay thi ty 16 KI va ting insulin mau ¢ nhom
STEFBT theo chi s6 HOMA-IR 1a 50,0% (n=38), I, 1a 30% (n=30), 1/G, la
27,6% (n=21), QUICKI la 50% (n=38), McAuley la 35,5% (n=27) sy khac
biét nay so v6i nhom ching cé ¥ nghia thong ké véi p<0,05. Ty 1¢ KI va tang
insulin mau & nhém STEFBT theo chi s6 1, 12 28,7% (n=22), 1,/G, la 27,6%
(n=21) nhung su khac biét nay khong c6 ¥ nghia théng ké (p>0,05).

Nghién ctru ctiia ching t61 ty 1€ KI va tang insulin mau & nhom STEFG
cao hon so v6i STEFBT theo cac chi sd gian tiép HOMA-IR (58,8% va 50%),
lo (44,7% va 39,5%), I, (38,6% va 28,9%), 1o/Gy (31,6% va 27%), 1,/G,
(35,1% va 27,6%), QUICKI (60,5% va 50%), McAuley (43,9% va 35,5%)
nhung su khac biét nay khong c6 y nghia théng ké vai p<0,05.

Can ctr vao két qua nghién ciru cua Funda Basyigit nghién ctru trén 50
bénh nhan ST khong c6 DTD, ddi tugng nghién ctru dugc phan do suy tim
NYHA I-111, tudi trung binh 60£10 tudi, xac dinh KI bang chi s6 HOMA-IR.
Két qua cho thay ty 18 KI & nhom STEFG cao hon STEFBT nhung su khac
biét khong c6 ¥ nghia théng ké, xac dinh KI bang chi s6 HOMA-IR >2,7;
n=19, & nhom khong KI chi s6 HOMA-IR <2,7; n=31 [23]. Két qua nghién

ctru nay rat phu hop véi nghién ctru ctia ching toi.
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O bénh nhan v6i STEFG c¢6 sy hoat hoa than kinh thé dich dan dén
cung luong tim giam gdy nén sy gia tang hoat hoa hé théng SNS va hé thong
RAA. Su gia ting catecholamin lam ting nong d6 FFA luu thong bang cach
kich thich sy phan giai lipid trong té bao tao m& [71]. Piéu nay lam ting
noéng do FFA va hoat dong hé giao cam, anh hudng xau dén truyén tin hiéu
insulin va lam giam sir dung glucose & co xuong. Cac tic dong chuyén hoa
c6 hai cta viéc ting hoat dong giao cam, ting adrenalin s& trc ché tiét insulin
cua tuy va kich thich su tan sinh duong (gluconeogenesis) va su phan giai
glycogen (glycogenolysis) & gan, ca hai déu lam gia ting tinh trang ting
glucose mau. Trong STEFBT ciing c6 co ché hoat hoa than kinh thé dich
dan dén tiang catecholamin va ting hoat dong SNS nhung khong bang
STEFG. Mic du ty 1€ KI & nhém STEFG cao STEFBT nhung su khac biét
khong c6 y nghia thdng ké [81].

4.3. NGUY CO KHANG INSULIN, GIA DU BAO KHANG INSULIN VA
MOI TUONG QUAN GIUA KHANG INSULIN VOI PHAN PQ SUY TIM
THEO NYHA, BILAN LIPID, NONG PQ NT-PROBNP, ADRENALIN,
TESTOSTERONE HUYET THANH, LVMI, EF TREN SIEU AM TIM O
BENH NHAN SUY TIM MAN

4.3.1. Nguy co khang insulin trong suy tim man

Qua két qua nghién ctru ndy danh gia nguy co KI rat cao bang céc chi
s6 gian tiép HOMA-IR, QUICKI, I d6i véi nhém ST so véi nhom chimg véi
OR=3,459, OR=2,934, OR=2,619 véi p<0,001. Hai chi sé gian tiép I,, 14/Gq
cho thdy c6 nguy cao KI & nhom ST véi OR=2,129, OR=2,703 v&i p<0,01.
Chi sb gian tiép L,/G, danh gia nguy co KI mtc d6 vira & nhém ST véi
OR=1,869 (p<0,05).

Qua nghién cuu cua tdc gia Wolfram Doehner va cs nghién clru trén

105 bénh nhan nam bi ST, tit ca bénh nhan trong tinh trang 1am sang 6n dinh,
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nham xéc dinh nguy co KI & bénh nhan ST man. Phuong phap xac dinh KI
chu yéu dua vao nghiém phap dung nap insulin duong tinh mach ngan. Két
qua nghién ctru cho thay nguy co KI & bénh nhan ST 1a 56% (95%, CI: 0,35—
0,89; p=0,015) [34].

Tac gia Dipanjan Banerjee da nghién ctru trén 1216 bénh nhan ST, qua
theo doi 12 nam. Nguy co KI dua vao Iy & bénh nhan ST la OR=1,10 (95%,
Cl: 1,05-1,15) [22].

Duya vao cong trinh nghién ctru ctia Erik Ingelsson va cs trén 104 bénh
nhan nam c¢6 KI va nguy co tién trién ST trung binh 14 8,9 nam (0,01-11,4).
Nguy co tién trién ST dua vao I, véi OR=1,44 (95%, Cl: 1,08-1,93) va dua
vao néng do Ip 1a OR=1,29 (95%, CI:1,02-1,64) [51]. M6t nghién ctru khac
cta Erik Ingelsson va cs theo doi 29 nim d6i véi 2321 nam trung nién, két
qua cho thdy c6 259 ngudi tién trién ST, nguy co KI dya vao nong do I,
(HR:1,14, 95%, CI:0,95-1,37), G, (HR:0,98, 95%, CI:0,84-1,14, p>0,05), I,
(HR:0,96, 95%, CI:0,84—1,10, p>0,05), chi sé HOMA-IR (OR:1,16, 95%,
Cl:1,00-1,35), p<0,05). Dua vao két qua nghién ctru nay chi s6 HOMA-IR
c6 nguy co KI muc do vura, cac chi $6 I, 1, G, khong c6 ¥ nghia xac dinh
nguy co KI [52].

Can clr vao cac két qua nghién ctru trén cho thdy dua vao chi sb
HOMA-IR c6 thé x4c dinh duoc nguy co KI, két qua nay phu hop véi nghién
ctru cua ching t6i. KI 1a mot yéu t6 nguy co ¢ bénh nhan ST man va chi s6
HOMA-IR thuong duoc sir dung dé xac dinh tinh trang KI.
4.3.1.1. Nguy co khdng insulin trong suy tim phén sudt téng mdu gidm

Dua vao két qua nghién ciru ctia chung toi cac chi sé gian tiép HOMA-
IR, QUICKI, Iy x4c dinh nguy co KI rat cao & nhém STEFG so véi nhom
ching véi ty sd chénh lan luwot 1a OR=3,991, OR=3,490, OR=2,853
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(p<0,001). Céc chi s6 gian tiép xac dinh KI con lai I, va 1o/G, déu c6 nguy co
cao ¢ nhom STEFG véi ty s6 chénh lan luot 1 OR=2,514, OR=2,911
(p<0,05). Chi s6 gian tiép I,/G, danh gid nguy co KI mirc do vira & nhém
STEFG vaéi OR=2,033 (p<0,05).

Qua cong trinh nghién ctu ctia Wisniacki cho thay ty 1&6 STEFG la
51% (n=27). Ngoai ra sau khi diéu chinh vé tubi, BMI, diéu tri bang trc ché
men chuyén ¢ nhém ST cé nguy co KI rit cao so v6i nhoém ching
(OR=0,88, 95%, CI:0,70 - 1,11) [112].

KI 12 mot yéu t6 nguy co & bénh nhan ST man, 1am nang 1én céc triéu
chtmg trong ST va gbép phan lam ting ty 18 tir vong. Nham so sanh su khac
biét sy vé nguy co KI & nhom ST, STEFG, STEFBT tic gia Nadja
Scherbakov nghién ctru trén 18 bénh nhan STEFG, 22 bénh nhan STEFBT va
20 ngudi khoe manh, tit ca déu khong DTD, nhitng bénh nhan ST 1am sang
d3 6n dinh, KI dugc xac dinh bang chi s6 gian tiép HOMA-IR va nghiém
phap dung nap insulin duong tinh mach ngan (tiém insulin thoi gian kéo dai
15 phdt va glucose mau duge do mdi phuat do tranh dugc tai bién ha glucose
mau, day 1a phuong phap twong d6i don gian nhung rat dé ha glucose mau).
Két qua nghién ctru cho thiy c6 sy twong quan nghich giita nong do Ip va thoi
gian lam nghiém phap truyén insulin qua dudng mach ngan & nhom STEFG
s0 vOi nhém ching ¢ v nghia théng ké (y = 105-2x, r = -0,88, p <0,001) [91].
Céc két qua nghién ctru nay ciing pht hop voi nghién ctru cua ching t6i, KI 13
mot yéu td nguy co & bénh nhan STEFG.
4.3.1.2. Nguy co khdng insulin trong suy tim phin sudt tong mdu bdo ton

Két qua nghién ciru ctia chiing tdi cho thdy xac dinh nguy co KI bang
chi s6 gian tiép HOMA-IR 1a rat cao ddi véi nhém STEFBT (so voi nhém
chtng) voi OR= 2,800 v6i p<0,001. Hai chi s6 gian tiép QUICKI, I, cho thiy
c6 su KI & nhém STEFBT vé1 OR= 2,76, OR=2,298 vé1 p<0,05. Chi ) gian
tiép I, 1o/Gq, 1./G, khong dénh gia nguy co KI & nhém STEFBT.
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Qua cong trinh nghién ctru cua Wisniacki véi 25 bénh nhan STEFBT
(chiém 49%) va két qua nghién ctru cho thdy & nhom STEFBT c6 nguy co
KI cao hon so voi nhom chung dua vao chi s6 HOMA-IR (OR:1,66, 95%
Cl: 1,35-2,03) [112].

Két qua nghién ctru cua chung t6i gan twong duong véi nghién ciru
cua Wisniacki [112] & bénh nhan STEFBT c6 nguy co KI so v4i nhom
chimg. Qua day ciing cho thay ¢ bénh nhan STEFBT ciing c6 nguy co KI
rat sém mac du chan doan STEFBT hién nay rat kho trong tuc hanh lam
sang. Trén bénh nhan STEFBT thu gidn that trai réi loan, binh thuong day
la mot qua trinh chit dong, phu thudc ning luong bit dau trong subt giai
doan tong mau (tdm thu) va tiép tuc trong giai doan thu gidn ddng thé tich
va d6 day nhanh. O tim binh thuong, ting thu gidn do catecholamine luc
gang strc 1lam giam 4ap lyc thét trai trong giai doan tAm truong sém, do do
ting thu gidn lam ting chénh 4p nhi trai- that trai ma khong tang ap luc
nhi trai va ting ap luc d6 day lic gang sic ma khong can ting ap luc nhi
trdi. Tang cathecholamin din dén 1am giam sy trao d6i cic chat nén va lam
tang nong do FFA trong mau, tir d6 1am giam tin hiéu insulin, giam st dung
glucose dan dén nguy co KI & bénh nhan STEFBT.
4.3.1.3. So sdnh nguy co khdng insulin trong suy tim phén sudt téng mdu
gidm va phén sudt tong mdu bdo ton

Nghién ctru cta chung t6i cho thdy nguy co KI & STEFG so véi
STEFBT dya vao cac chi s6 gian tiép HOMA-IR, QUICKI, o, 15, 1o/Go,
1,/G, v6i ty s6 chénh lan lwot 1a OR=1,426, OR=1,533, OR=1,241,
OR=1,543, OR=1,209, OR=1,241 nhung sy khac bi¢t khong c6 y nghia
théng ké voi p>0,05.

Theo két qua nghién ctru ciia Wisniacki cho thdy c6 25 bénh nhéan
STEFBT chiém ty 1& 49%, 27 bénh nhan STEFG chiém ty 18 51%, va 26 ngudi
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khong ST tham gia vao nhom ching. Qua két qua nghién ciru cho thay chi s6
HOMA-IR & nhém STEFG cao hon nhém STEFBT, nhung xét vé nguy co KI
& hai nhom bénh nay thi khac biét khong co y nghia théng ké vai p>0,05 (0,88,
95%, CI:0,70-1,11) [112]. Nghién ctru tac gia Nadja Scherbakov cong bé thi
khong ¢ sy trong quan gitra ndng d6 Io va thoi gian 1am nghiém phép truyén
insulin & nhom STEFG so voi1 STEFBT, nguy co KI & hai nhom STEFG va
STEFBT khéc biét khong c6 y nghia théng ké [91].

Can cir vao cac két qua nghién ctru trén thi rat phu hop véi nghién ciu
cua chung t6i. Mac du ty 1€ KI & nhom STEFG cao hon so v61 STEFBT
nhung danh gid nguy co KI & hai nhém nay thi khéac biét khong co6 y nghia
thong ké. Qua nghién ctru cta ching t6i & bénh nhan STEFG va STEFBT c¢6
nguy co KI. O bénh nhan ST dic biét STEFG: th nhit, bénh nhan c6 giam
cung lugng tim nén rat han ché van dong, day la nguyén nhan chinh dan dén
hién tuong KI. Vi vy ¢ bénh nhan ST nén co ché d6 van dong hop 1y, khi
bénh nhan chua dap tng véi diéu tri thudng mét va khé thé khi ging stc nén
161 séng bénh nhan thu dong. Néu 1am sang 6n dinh thi huéng dan bénh nhan
van dong hop 1y nhu: di bo, boi, chay bd, tu sinh hoat ¢4 nhan (van dong phu
hop vé6i kha ning ging strc ctia mdi ngudi). .. thir hai, khuyén kich bénh nhan
tuan tha diéu tri ST, st dung thudc theo su chi din cua bac si. Thir ba, theo
ddi can nang, huyét 4p mdi ngay va ghi vao so nhat ky, theo ddi glucose mau,
HbAIC va bilan lipid mau mdi 3 thang dé diéu chinh khi c6 dau hiéu bat
thuong. Thir tu, tranh nhitng thoi quen khong tot nhu udng rugu, bia, hit
thudc 14, dn nhiéu m& dong vat, can théng qua murc hodc trAm cam, tranh su
dung céc loai thudc 1am gia ting KI nhu corticoid.
4.3.1.4. Nguy co khing insulin (dwa vao chi sé HOMA-IR) theo NYHA,
NT-proBNP, testosterone, adrenalin va bilan lipid huyét thanh

Trong nghién ctru ndy cha yéu xac dinh su KI bang chi s6 HOMA-IR.
Vi vay xac dinh nguy co KI dya vao chi s6 HOMA-IR theo tinh trang ST
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nang NYHA III-IV, NT-proBNP>10000 pg/mL, testosterone<3ng/mL,
adrenalin>100 pg/mL, cholesterol tp>5,17 mmol/L, triglyceride >1,7 mmol/L,
HDL-c<1,03 mmol/L, LDL-c>2,58 mmol/L. Két qua nghién ciru niy cho thay
phan d§ ST theo NYHA cang cao thi nguy co KI cang cao (OR=124,
p<0,001). Nong d6 NT-proBNP cang cao thi nguy co KI cang cao (OR=9,7,
p<0,001). Nong do testosterone cang giam thi nguy co KI cang cao (OR=6,
p<0,001). Nong do adrenalin cang cao thi nguy co KI cang cao (OR=10,7,
p<0,001). Sy khac biét vé nguy co KI dya vao chi s6 HOMA-IR theo bilan
lipid huyét thanh khac biét khong c6 ¥ nghia thong ké vai p>0,05.

Theo tac gia Wolfram Doehner nham danh gia nguy co KI ¢ bénh
nhan ST theo: nguy co KI dua vao phan do ST theo NYHA v61 RR=1,62
(95%, ClI:1,16-2,26), p=0,006. Nguy co KI dwa vao cholesterol
RR=0,87 (95%, CI:0,66-1,15), p=0,3. Két qua nghién nay rat phu hop
vo1 nghién ctru cia chung t61 phan do ST theo NYHA cang cao thi nguy
co KI cang cao, nguy co KI dua vao cholesterol thi khac biét khong c6 y
nghia thong ké [34].

Dua vao két qua nghién ciru cia Matlooba A va cs, vi phuong phap
m6 hinh hdi quy phan tich don bién trén 11 yéu c6 lién quan & bénh nhan
ST man, x4c dinh KI bing ndng do I,. Két qua nghién ctru cho thdy nguy
co rat cao KI dua vao phan d6 ST theo NYHA (OR=3,02, 95%, CI:1,19-
7,67; p<0,001); nguy co KI cao dwa vao ndéng do triglycerid (OR: 2,81,
95%, ClI: 1,26 -6,26; p<0,01), nguy co KI mirc do vra & nhom ST dya vao
HDL (OR: 0,15; 95%, Cl:0,02-0,92; p<0,05), dua vao nong do adrenalin
khéng cé nguy co KI ¢ bénh nhan ST (OR=1,00, 95%, CI:0,99-1,00
p=0,53) [75]. Két qua nghién ctru nay phu hop véi nghién ctru cia ching
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t6i. Than kinh giao cam ting hoat dong dan dén ting noradrenalin. Nong
d6 noradrenalin trong mau ting 1én thi du doan vé nguy co KI va ty 1& tir
vong ¢ bénh nhan ST cang cao [64].

Xéc dinh nguy co KI dya vao ndng do bilan lipid huyét thanh qua két
qua nghién ctru Erik Ingelsson va cs cho thay: HDL-c (HR:0,86, 95%,
Cl:0,74-0,99, p<0,05), LDL-c (HR:1,57, 95%, CI: 0,89-2,80, p>0,05),
triglyceride (HR:1,07, 95%, CI.0,93-1,22, p>0,05), closterone tp (HR:1,12,
95%, Cl: 0,99-1,26, p>0,05) [52]. Theo két qua nghién ciru cua ching toi
xéac dinh nguy co KI dua vao chi s6 HOMA-IR theo bilan lipid huyét thanh
khéc biét khong co y nghia théng ké, nghién ctru cua Erik Ingelsson ciing
cho két qua twong tu nhung dua vao nong 6 HDL-c xac dinh nguy co KI
c6 ¥ nghia thong ké.
4.3.1.5. Twong quan hoi quy da bién cdc yéu té nguy co (chi s6 HOMA-IR,
adrenalin, testosterone, cholesterol tp, HDL-c, LDL-¢, triglyceride) ¢ bénh
nhén suy tim man dwa vao noéng dp NT-proBNP

Can cir vao két qua nghién ciu cta ching toi, phan tich hoéi quy da
bién véi cac bién s6 (HOMA-IR, adrenalin, testosterone, cholesterol tp,
HDL-c, LDL-c, triglyceride), trong d6 c6 hai bién s6 HOMA-IR va
adrenalin 13 nhiing yéu t6 nguy co doc 1ap & bénh nhan ST man (dua vao
nong do NT-proBNP). Tir d6, ching t6i xay dung phuong trinh hoi quy
tuyén tinh da bién sau: Y (NT-proBNP) = 561,13+ 718,84 (HOMA-IR)+
46,16 (adrenalin).

Nghién ctru cua Swan JW va cs (1997) trén 79 bénh nhan nam: 38 nguoi
duoc chan doan ST, 21 ngudi ¢6 bang ching BTTMCB qua chup mach vanh ma
khéng ST, 20 ngudi khoe manh. Trong phén tich hdi quy da bién cta tit ca 79
d6i twong nghién ciru, do tudi (p = 0,0006), triglycerid (p = 0,0023), insulin luc
d6i (p = 0,0037) va sy hién dién ctia ST (p = 0,018) 1a yéu & dy béo Kl [96].



114

Nghién ctru cia Tenenbaum A va cs, thuc hién trén 2616 bénh nhan ST.
Qua theo ddi c6 259 bénh nhan tién trién thanh DT, ty 16 DPTD méi méc 1a 13%
trong nhdm NYHA- 1, 15% trong NYHA 11, 20% trong NYHA-III. Trong phan
tich da bién ST NYHA III ting 1,7 1an (95% [CI]: 1,1-2,6) phét trién DTD
nhung NYHA Il thi khéng (OR = 1,0; 95%, CI: 0,8-1,3). Trong sO bénh nhan
ST, nhém NYHA-III ting nguy co dang ké mic DTD trong 6-9 nim tiép theo,
KI va DTP 1a mét yéu t6 nguy co doc 1ap ¢ bénh nhan ST man [100].

Dua vao nghién ctru cia Swan JW va cs trén 10 bénh nhan nam ST
man tinh ning c6 d6i ching. Xac dinh KI 13 yéu t6 nguy co bang phan tich
mo hinh hdi quy da bién. Két qua cho thdy: ¢ bénh nhan ST c6 ndng do
glucose binh thudng so vi nhom ching nhung nong do insulin (p=0,002). O
bénh nhan ST c¢6 do nhay insulin thip hon 58% (p<0,001). Piéu nay ching
t6 ¢ bénh nhan ST man ning c6 sy cudng insulin va KI 1 yéu t6 nguy co
doc lap [97].

4.3.2. Gia tri du bao khang insulin

Trong nghién ciru nay xac dinh gié tri du bdo Kl dua vao dién tich dudi
duong cong (AUC), du bao Kl (khi HOMA-IR >2,53). Cac chi s6 NT-
proBNP, EF, adrenalin, testosterone c6 y nghia du bao Kl & bénh nhan ST man
lan Iuot 1a: 63,3% (CI:78,4-89,8; p<0,05), 84,1% (Cl: 66,3-85,4; p<0,001), 81%
(Cl: 74,8-87,1; p<0,001), 81,2% (CI: 71,8-88,5; p<0,001), 75,9% (CI: 55,2-71,1,
p<0,001). Theo nghién cau Orly Vardeny [105] khi chi s6 HOMA-IR >2.5
cling c6 y nghia du bao KI & bénh nhan ST, két qua ndy ciing tvong duong
v6i1 nghién ctru ciia chiing toi.

Dya vao ton thuong truc tiép cia co tim chii yéu qua gia tri cut-off cua
NT-proBNP>7350 pg/mL c6 kha nang du bdo Kl & bénh nhén ST man do
nhay 80% (Cl: 71,1-87,2), d6 dac hiéu 77,65% (C1:67,3-86). EF<33 % c6 kha
nang du bao Kl & bénh nhan ST man d6 nhay 44,76% (CI: 35-54,8), d6 dac
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hiéu 89,41% (CI:80,8-95). Hai thdng s6 NT-proBNP va EF c6 gia tri trong
chan doan va tién lwong ST, dua vao diém cit trong nghién ctu nay cé thé
xac dinh kha nang du bdo KI & bénh nhan ST man vd&i mirc d6 tin cay cao
[90]. O bénh nhan ST khi nong d6 NT-proBNP cang cao thi kha ning du bao
cang KI cang cao.

Dua vao gia tri gian tiép cta hormone xac dinh diém cut-off cua
adrenalin >96 pg/mL cO kha nang du bdo KI & bénh nhan ST man d6 nhay
66,67% (CI: 56,8-75,6), d6 dic hicu 85,88% (CI:76,6-92,5). Xac dinh diém
cut-off cia testosterone <2,01 ng/mL c0 kha nang du b4do Kl & bénh nhén ST
man do nhay 58,33% (CI: 43,2-72,4), d6 dic hiéu 95,65% (CI:85,2-99,5).
Nong do adrenalin ting ¢ bénh nhan ST do ting cudng hoat dong SNS. Nong
d6 adrenalin trong huyét thanh tang 1én thi du doan kha nang chan doan, tién
lrong bénh nhan ST va du bao KI [36]. Testosterone la mot hormon dong vai
trd rat quan trong trong kha ning ging strc cua bénh nhan, dic biét 13 bénh
nhan ST. Vi vay, testosterone co vai tro 1am tang cung lugng tim ¢ bénh nhan
nam ST man [86], [108]. Cin ctr vao ndng do adrenalin va testosterone c6 kha
nang xac dinh muc do ST va tinh trang KI ¢ bénh nhan ST man.

Ngoai ra vé phuong dién réi loan chuyén hoa c6 nong do triglycerid.
Xac dinh diém cut-off cua triglycerid>1,2 mmol/l c6 kha niang du bao Kl &
bénh nhan ST man véi d6 nhay 59% (Cl:49-68), do dac hiéu 64,71%
(C1:53,6-74,8). Dya vao nghién cuu cua tac gia Jui-Kun Chiang va cong su
thuc hién trén 812 bénh nhan, KI dugc xac dinh bang HOMA-IR >2, két qua
nghién citu cho thiy dua vao nong do triglycerid/HDL-c ¢6 ¥ nghia du béo K
véi AUC=0,71 [95% CI= 0,67-0,75], p<0,01 [60]. Tang triglycerid va tang

lipoprotein cholesterol 1a nguyén nhan thuong gap trong khang insulin.


https://www.ncbi.nlm.nih.gov/pubmed/?term=Chiang%20JK%5BAuthor%5D&cauthor=true&cauthor_uid=22004541

116

4.3.3. Mbi twong quan giira khang insulin véi phan d suy tim theo NYHA,
bilan lipid, ndng @0 NT-proBNP, adrenalin, testosterone huyét thanh,
LVMI, EF trén siéu am tim ¢ bénh nhan suy tim man

4.3.3.1 Twong quan giita cdc chi sé khdng insulin véi NYHA

Theo két qua nghién ctru nay cé su tuong quan thuan gitta NYHA véi cac
chi s6: HOMA-IR (r=0,485, p<0,001), I, (r=0,465, p<0,001), I, (r=0,518,
p<0,001), /Gy (r=0,445, p<0,001), 1,/G, (=0,504, p<0,001), cac chi sb
HOMA-IR, lg, I3, 1o/Gq, I,/G;, cang cao thi mirc d¢ ST theo NYHA cang cao. Co
su twong quan nghich gitta NYHA véi chi s6 QUICKI (=-0,492, p<0,001) va
McAuley (r=-0,454, p<0,001), phan d6 ST theo NYHA cang cao thi chi sd
QUICKI va McAuley cang giam.

Theo nghién ctru ciia Wisniacki mac du phan @ ST theo NYHA cang
cao thi chi s danh gia KI cang ting, nhung khong cé su twong quan giita
phan d6 ST theo NYHA véi chi s6 HOMA-IR (r=0,08, p=0,45) ¢ nhom
STEFG va STEFBT [112].

Dua vao két qua nghién ctru ciia Matlooba A va cs nghién ctru trén 129
bénh nhan ST va 18 ngudi khoe manh tham gia nhom chimg. Két qua nghién
ctru cho thiy c6 sy twong quan thuin giita chi s6 HOMA-IR va NYHA véi
r=0,48, c6 y nghia thong ké véi p<0,01 [75], két qua nghién ctru nay rat phu
hop véi két qua nghién ciru ciia chung toi. Phan 6 ST theo NYHA cang cao
thi mtrc do KI cang nang.
4.3.3.2. Twong quan giita cdc chi sé khdng insulin véi bilan lipid huyét thanh

Qua nghién ctru ctia chiing t6i ndng do cholesterol tp va HDL-c khong
tuong quan dén céc chi sd danh gia KI. Nong d triglycerid twong quan thuan
v6i cac chi s6: HOMA-IR (r=0,187, p<0,001), l, (r=0,176, p<0,001), I,
(r=0,144, p<0,001), 1o/Gy (r=0,194, p<0,001), 12/G2 (r=0,143, p<0,001), cac
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chi s6 HOMA-IR, ly, l,, 1o/Go, 1,/G, cang cao thi ndng d6 triglycerid cang cao.
C6 su twong quan nghich giita néng do triglycerid véi chi s6 QUICKI
(r=-0,153, p<0,001) va McAuley (r=-0,488, p<0,001). Nong do triglycerid
cang cao thi chi s6 QUICKI va McAuley cang giam. Chi s6 HOMA-IR tuong
quan thudn véi néng do LDL-c (r=0,147, p<0,05) va twong quan nghich véi
chi s6 McAuley (r=-0,27, p<0,001). Cac chi s6 danh gia KI khac nhu
QUICKI, lg, Gy, 5, Gy, 16/Gg, 1,/G, khong twong quan véi ndng d6 LDL-c.

Nham dénh gia mtc d6 twong quan gitra d6 nhay insulin & bénh nhan
ST man tinh véi bilan lipid huyét thanh, nghién ctru ctia Swan JW va cs
(1997). Két qua cho thiy co su twong quan nghich giita d6 nhay insulin véi
nong do triglycerid huyét thanh v&i r=-0,62, p<0,05 [96]. Nghién ciru cua
Wolfram Doehner va cs dugc thuc hién trén 105 bénh nhan nam, két qua cho
thay KI khong twong quan véi ndng do cholesterol huyét thanh [34].

Qua céc két qua nghién ctru trén thi rat phu hop véi nghién ctiu cua
chung t6i. KI khong twong quan véi nong do cholestrol tp nhung twong quan
v6i nong do triglycerid. O bénh nhén suy tim ting cdc axit béo tu do va
triglycerid do Kl ngoai vi hodc thira ning luong tich tu trong céc té bao co tim
boi ting sy hap thu. Hau qué 13 gia ting sy tich tu ctia cac phan tir lipid nhu
diacylglycerol (DAG), axit béo gép phan vao Kl thong qua hoat hoa kinase
dan dén tang phosphoryl héa serine ctia IRS-1. Ngoai ra, ting glucose mau
gdy ra stress oxy hoa, tur d6 kich hoat kinase oxi hoa khir va lam tang
phosphoryl hoa cuia IRS-1. Tang glucose mau gay ra qua trinh oxy hoa cling
giy ra sy hoat héa cua PKC va diéu hoa ting cua tin hiéu Ang Il trong tim.
Glucose va amino axit du thtra cling kich hoat mTOR/S6K1. Vi vy, ¢ bénh

nhan ST ¢o su tuong quan giira KI va ndng do triglycerid.
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4.3.3.3. Twong quan giita cdc chi sé khdng insulin véi NT-ProBNP huyét thanh

Dua vao két qua nghién ctru nay thay c6 su tuong quan thuan giira NT-
proBNP véi cac chi s6 danh gia tinh trang KI: HOMA-IR (r= 0,686, p<0,001),
lo (r=0,664, p<0,001), I, (r= 0,658, p<0,001), I/Gy (r=0,630, p<0,001), I,/G,
(r=0,639, p<0,001), cac chi s6 HOMA-IR, lo, 15, 1o/Go, 1,/G, cang cao thi néng
d6 NT-proBNP cang ting. C6 su twong quan nghich giita nong d6 NT-proBNP
v6i chi s6 QUICKI (r=-0,482, p<0,001) va McAuley (r=-0,486, p<0,001), nong
d6 NT-proBNP cang ting thi chi sé6 QUICKI va McAuley cang giam.

Theo két qua nghién ctru cua tic gia Yasunori Inoue va cs nghién ctru
trén 840 bénh nhan ST tir 2012-2014, xac dinh KI bang chi sé gian tiép
HOMA-IR. Mot phan tich da bién tir nghién ctru ndy cho thdy ndng do
HbA ¢ ting cao trong ST, nham tim ra nguyén nhéan tac gia Yasunori Inoue
tién hanh nghién ciru mbi twong quan gitta BNP va KI. Két qua nghién ctru
cho thay nong 6 BNP mau tuong quan thuan chat ché véi chi s6 HOMA-IR
(p<0,001) [53]. Két qua nay phu hop vé6i két qua nghién ctru cua chiing toi co
su trong quan thudn giira ndng do BNP/NT-proBNP va K.

Tuy nhién, tac gia Hidetaka Hamasaki nghién ctru trén 60 bénh nhan da
dugc chan doan ST, phuong phap xac dinh KI dya chi so gian tiép HOMA-
IR, lo. P4i tuong nghién ctru dugc hudn luyén van dong thé luc phu hop thi
néng do BNP co6 twong quan nghich véi néng do insulin méau (r=-0,350,
p=0,006) va HOMA-IR (r=-0,363, p=0,004) [47]. Nghién ctru nay cho két qua
nguoc lai do dbi tugng nghién ctru 14 nhitng bénh nhan dang duoc huan luyén
hoat dong thé lyc phu hop.
4.3.3.4. Twong quan giita cdc chi s6 khdng insulin véi adrenalin huyét thanh

Véi két qua nghién ctru ctia chiing toi thi ndng d6 adrenalin huyét thanh
tuong quan thudn véi cac chi s danh gia KI: HOMA-IR (r=0,635, p<0,001),
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lo (r=0,594, p<0,001), I, (r=0,678, p<0,001), I¢/Gy (r=0,557, p<0,001), I,/G,
(r=0,629, p<0,001), cac chi s6 HOMA-IR, lg, I, 15/Go, 1,/G, cang cao thi néng
d6 adrenalin cang cao. C6 su twong quan nghich gitta ndong d6 adrenalin véi
chi s6 QUICKI (r=-0,494, p<0,001) va chi s McAuley (r=-0,471, p<0,001),
ndng d6 adrenalin cang tang thi chi sé QUICKI va McAuley cang giam.

Theo nghién ctru cua Wisniacki tim ra mi twong quan thuan gitta ST
voi noradrenalin (r =0,25, p=0,02) 6 nhém STEFG va STEFBT. Mac du co
su kich hoat hé than kinh giao cam tiét ra adrenalin cao hon dang ké ¢
nhém STEFG so nhom ching cé ¥ nghia thdng ké, nhung sy khac biét
khong c6 y nghia (p>0,05) & nhém STEFBT so v6i1 nhém ching. Trong
nghién ciru ctia Wisniacki thi xac dinh sy KI bang chi s6 HOMA-IR cho
két qua phu hop véi nghién ciru ctia chiing toi [112]. Cac catecholamin giai
phong adrenalin va noradrenalin khich thich thu thé anpha va beta 1 rat
manh trong giai doan dau cua ST 1am ting tan s6 tim va ting sirc co bop co
tim. Nhung khi tac dung kéo dai s& lam cac dadu mut SNS ¢ tim da kho can
du trit noradrenalin tir d6 giam kha nang kich thich gdy nén tinh trang ST
cang niang né hon [7].
4.3.3.5. Twong quan giita cdc chi sé khdng insulin véi testosterone huyét
thanh ¢ nam gioi

Nong do testosterone & nam gidi trong nghién ctru nay twong quan nghich
v6i cac chi s danh gia sy KI: HOMA-IR (r=-0,602, p<0,001), I (r=-0,598,
p<0,001), I, (r=-0,470, p<0,001), 1/Go (r=-0,585, p<0,001), 1,/G, (r=-0,392,
p<0,001), cac chi s6 HOMA-IR, lg, I, 1o/Go, 1/G, cang cao thi nong do
testosterone cang giam. Co su twong quan thudn gitta ndng do testosterone voi
chi s6 QUICKI (r=0,498, p<0,001) va McAuley (r=0,522, p<0,001), nong do
testosterone cang tang thi chi s6 QUICKI va McAukey cang ting.
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Nhiéu nghién ctru d3 ching minh méi lién quan giira su giam noéng do
testosterone va su KI. Thiéu ning sinh duc va KI ¢6 su tic dong phtic tap hai
chiéu giita adipocytokin tién viém va kich thich té ¢ vang dudi d6i kiém
S04t cac truc tuyén yén-tinh hoan. Nhiéu nghién ciru can thiép di bo sung
testosterone cai thién duoc tinh trang KI. Bang chung sinh héa cho thay
rang testosterone c6 lién quan trong viéc thic day s dung glucose bang
cach kich thich sy hip thu glucose, dudng phan va oxy héa phosphoryl ti
thé. Testosterone cling tham gia vao sy can bang ndi méi trong md dich
insulin, chang han nhu gan, mé m& va co xuong [85], [86].

Dua vao két qua nghién ctru cta Nelly Pitteloud va cs trén 60 ngudi nam
tir 39-69 tudi, phuwong phap xac dinh danh gia tinh trang KI 13 phuong phap kep
dang duong ting insulin mau. Ké qua nghién ciru cho thdy 45% dung nap
glucose binh thudng, 20% c6 rdi loan dung nap glucose va 35 % c6 DTD tip 2.
Nong d0 testosterone twong quan thudn véi do nhay insulin (r=0,4, p<0,005),
nhimng dbi twong nghién ctru c6 ndng do testosterone giam thi ¢ chi sé6 BMI>25
kg/m®. Mbi twong quan ndy di dugc didu chinh theo tudi va gi6i, ndng do
testosterone ciling twong quan thuan véi Vo2max (r = 0,43, p <0,05) [84].

Nhiing nghién ctru trén cling phu hop v6i nghién ctru cua chiing t6i, co
su twong quan nghich gitta ndng do testosterone va mirc d6 KI. Nong do
testosterone thap co thé thiy trong ST, ST cang ning thi hién twong KI cang
tang [61]. Testosterone quan trong dbi véi viéc duy tri cic co xuong, su suy
giam testosterone co thé lam trdm trong tinh trang khong dung nap va mat
khéi co biap hién dién trong trong ST. BS sung testosterone ciing lam ting
cung lugng tim & bénh nhan nam ST. Vi vay nong do testosterone twong quan

nghich véi KI [108].
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4.3.3.6. Twong quan giita cdc chi sé khdng insulin véi cdc chi s siéu am tim

Qua két qua nghién ctru ctia ching toi EF trén siéu am tim tuong quan
nghich véi cac chi s6 KI nhu: HOMA-IR (r= -0,602, p<0,001), I, (r=-0,598,
p<0,001), I, (r=-0,470, p<0,001), /G, (r=-0,585, p<0,001), 1,/G, (r=-0,392,
p<0,001), cac chi s6 HOMA-IR, I, I, 1o/Gq, 1,/G, cang cao thi EF cang giam. CO
sy twong quan thuan gitra EF véi chi s6 QUICKI (r=0,498, p<0,001) va McAuley
(r=0,358, p<0,001), EF cang ting thi chi s6 QUICKI va McAuley cang ting. Cac
chi s6 LVMI, LA, DT trén siéu 4m tim khong twong quan vdi cac chi s KI.

Trong mot nghién cltu doc cua Sundstrom J, doi tuwgng nghién clru
1a nhitng nguoi nam trén 70 tudi nham danh gia phi dai tht trai trén siéu
am tim va sy KI. Két qua nghién ciru da ching minh phi dai that trai
tuong quan nghich véi dd nhay insulin véi p<0,05 [95].

Dua vao nghién ctru cia Wisniacki trong mot phén tich hdi quy da bién
cho tit ca nhimg dbi tugng tham gia nghién ctru (n=79), chi s6 HOMA-IR
turong quan thuan véi mot sé chi sd siéu am tim nhu LVMI (r=0,32, p<0,005)
va LA (r=0,23, p<0,05). Chi s6 gian tiép xac dinh sy KI nhu chi s6 HOMA-IR
khong twong quan véi cac chi s siéu am tim khac nhu: EF, E/A, DT trong tat

ca cac d6i twong tham gia nghién ciu [112].
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KET LUAN

Nghién ctru dugc tién hanh trén 285 ddi twgng bao gdm 114 bénh
nhan ST phan suét tbng mau giam, 76 bénh nhan suy tim phan suét téng
mau bao tén va 95 ngudi khong suy tim tham gia nhém chung tai Bénh
vién da khoa Trung Uong Can Tho tir 04/2013 dén 05/2016, chung toi dua
ra mot sd két luan nhu sau:

1. Pic diém suy tim va mét so yéu td lién quan & bénh nhén suy tim man

- Suy tim phan suat tong mau giam chiém ty 1¢ 60%.

- O nhém suy tim gia tri trung binh cholesterol tp 1a 4,17+1,5 mmol/L,
triglycerid la 1,57+1,13 mmol/L, LDL-c la 2,62+0,98 mmol/L, HDL-c la
1,01£0,31 mmol/L, NT-proBNP la 9931,49+7746,95 pg/mL, adrenalin la
115,2491,2 pg/mL va testosterone la 3,93+2,62 ng/mL.

- Ty 1é ting NT-proBNP, adrenalin va giam testosterone huyét thanh &
nhom bénh 1an luot 13 chiém ty 18 38,4%, 14,6%, 43,1%.

2. Tinh trang va ty 1¢ Khang insulin 6 bénh nhén suy tim man

- Co sy hién dién khang insulin & bénh nhan suy tim man.

- Ty 1¢ khang insulin theo HOMA-IR: nhdm suy tim, suy tim phan suat
tbng mau giam, suy tim phan sudt tong mau bao tén 1an luot 1a: 55,3%,
58,8%, 50% cao hon so vdi nhom ching (p<0,001).

- Ty 1é khéang insulin va tang insulin mau dua vao cac chi sd lg, I, 1¢/Go,
1,/G,, QUICKI, McAuley & nhém bénh tir 30% dén 56,3%.

3. Nguy co khang insulin, gia tri dw bao khang insulin va mdi twong quan
giita khang insulin véi phan dd suy tim theo NYHA, bilan lipid, nong dd
NT-proBNP, adrenalin, testosterone huyét thanh, LVMI, EF trén siéu am
tim & bénh nhan suy tim man

3.1. Nguy co khang insulin 0 bénh nhdn suy tim man

- Chi s6 HOMA-IR, QUICKI, Iy ¢6 y nghia du bao nguy co khang
insulin cao & nhom suy tim (OR=3,45, 2,93, 2,61, p<0,001), suy tim phan suét
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téng mau giam (OR=3,99, 3,49, 2,85, p<0,001), suy tim phan suit tbng mau
bao ton (OR=2,8, 2,76, 2,29 p<0,01).

- Hai chi s6 I,, 1o/Gg déu c6 ¥ nghia du bao nguy co cao ¢ nhom suy 1an
lugt 1a OR=2,61 va OR=2,7 (p<0,001), suy tim phdn sut tong mau giam lan
luot 1a OR=2,51 va OR=2,91 (p<0,001).

- Qua phan tich hoi quy da bién cho thay khang insulin (dwa vao
HOMA-IR) 14 yéu té nguy co doc 1ap ¢ bénh nhan suy tim man.

3.2. Gia tri du bao khang insulin

- Dién tich duédi duwong cong AUC du bao khang insulin theo NT-
proBNP, EF, adrenalin, testosterone, triglycerid lan luot: 63,3%, 84,1%, 81%,
81,2% , 75,9%.

- Cac diém cut-off NT-proBNP>7350 pg/mL, EF<33 %, adrenalin>96
pg/mL, testosterone<2,01 ng/mL, triglycerid>1,2 mmol/L c0 kha nang du bao
khang insulin & bénh nhan suy tim man.

3.3. Méi twong quan giita khdng insulin véi phin dp suy tim theo NYHA,
bilan lipid, nong d¢ NT-proBNP, adrenalin, testosterone huyét thanh,
LVMI, EF trén siéu am tim

- Chi s6 HOMA-IR, 15, 14/Gy, 1,/G, twong quan thuin véi NYHA,
triglycerid, LDL-c, NT-proBNP, adrenalin nhung twong quan nghich véi
testosterone, EF (p<0,05).

- Chi s6 QUICKI, McAuley twong quan nghich voi NYHA,
triglycerid, LDL-c, NT-proBNP, adrenalin nhung tuong quan thuan véi
testosterone, EF (p<0,05).
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KIEN NGHI VA HUONG NGHIEN CU'U TIEP THEO

1. Kién nghi

-Ngoai st dung chi sd gian tiép HOMA-IR con ¢6 thé sir dung cac
chi s6 khac nhu QUICKI, McAuley, lo, Go, I, Gz, 10/Go, 1,/G, dé x4c dinh
khang insulin & bénh nhan suy tim man. C4c phuong phap nay dé thuc hién
c6 thé ap dung tir tuyén co s¢ dén trung wong.

- Nén xéc dinh tinh trang khang insulin & tat ca bénh nhan suy tim bao
gdm suy tim phan suét tbng mau giam va suy tim phan suat tong mau bao ton vi
¢6 su hién dién khang insulin & bénh nhan suy tim man. Bénh nhan suy tim cang
ndng thi tinh trang khang insulin cang tang.
2. Huwéng nghién ciru tiép theo

Mt han ché cua dé tai nay la chua nghién ctru can thi€p dugc tinh trang
khang insulin & bénh nhan suy tim man. Pay 1a mot van dé hién nay trén thé gisi
dic biét quan tim va dén nay chua c6 nghién ciru nao sir dung thudc can thiép
nham giam su khang insulin & bénh nhan suy tim man vi cac loai thudc diéu tri
khang insulin hién nay s& anh hudng xau dén tinh trang suy tim. Vi vy, trong
twong lai chiing t6i mong mudn rang trén thé giéi néi chung va & Viét Nam noi
riéng s& c6 nhitng cong trinh nghién ctru can thiép vé tinh trang khang insulin ¢

bénh nhan suy tim man.
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SO ho so luu trir: ...
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Phu luc 2

PHUONG TIEN NGHIEN CUU

May xét nghiém Cobas hing HITACHI, dat tai khoa xét nghiém
bénh vién PKTUCT

May xét nghiém sinh hoa ARCHITECT i1 2000SR
(hang Abbott, Hoa KY) d:t tai khoa xét nghiém bénh vién PKTUCT



May siéu Am SIEMENS ACUSON X500 dit tai bénh vien PKTUCT



Phu lyc 3
TOM TAT BENH AN MINH HQA

PHAN HANH CHANH:

- Ho va tén: NGUYEN THI . N:iim sinh: 1965

- Nghé nghiép: Noi trg

- Pia chi: Thi Trin Ngi Nam, huyén Ngi Nam, tinh Séc Tring

- Vao vién: l0c 21h30 ngay 20 thang 12 nam 2013

- S6 nhap vién: 13354574

PHAN CHUYEN MON:

- Ly do vao vién: kho thd

- Bénh sir: cach nhap vién 01 ngay sau khi di lai nhiéu trong nha (do nha
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dé thé hon. Tinh trang khé thé cang ting nén nhap vién DPKTUCT.

- Tinh trang lic nhap vién: bénh nhan tinh, kh6 thd nhe. Mach 95
lan/phit, huyét ap 120/80 mmhHg, nhiét 6 37°C, nhip thé 22 1an/pht.
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- Kham lam sang: lac 7h, ngay 21 thang 12 nam 2013

Bénh nhan tinh, tiép xtc tot, da niém hé)ng, tinh mach ¢6 ndi tu thé nim
d4u cao 45°, phu hai chi duéi.

Nhin léng nguc can dbi, dién dap mom tim lién suon VI dudong nach
trude, khong rung miu, Hazzer (-). Nghe tim: loan nhip hoan toan 85 lan/phit,
am thoi toan thi tim thu & mom tim lan ra néch, cuong do 3/6. Phoi ¢ it rale
am ¢ hai ddy, gan mém dudi bd suon phai 2-3 cm, gd xac dinh chiéu cao gan
# 14 cm, lach so khong cham.

- Can 1am sang da co:

ECG: Rung nhi dap tng that trung binh.

Siéu am tim: ngay 23/12/2013 lGc 16h46



BV DK TW CAN THO 16:46:15 Tu23/12/2013

SIEMENS DAD 1968

Cardiac

e EDV4 92 3mL Sv4 15 6mL
f ESV4 76 TmL EF4 17%

Két luan: giam dong toan bo vach lién that, ho van 2 14 2/4 do sa la
true, EF (Simpson) 17%, LA: 42 mm, LVMI: 169 g/m®.

- Két qua sinh h6a mau: ngay 23/12/2013

Adrenalin: 330 pg/ml, NT-proBNP: 35000

Cholesterol tp: 4,6 mmol/L, Triglyceride: 3,4 mmol/L

LDL-c: 2,9 mmol/L, HDL-c 2,9 mmol/L

Go: 5,8 mmol/L, lg: 76,8 pU/L

G,: 10 mmol/L, 1,: 423 pU/L

1,/G,: 42,3, 10/Gg: 13,28

HOMA-IR: 19,8, QUICKI: 0,26.

- Chan doan: Suy tim NYHA 4 do hd van 2 1a/rung nhi dap tng trung
binh/Bénh tim thiéu mau cuc bd.

- Thubc diéu tri: Captopril 25 mg % v x 2 1an/ngay, Furosemide 40 mg:
1/2 vién ubng/sang, Trimetazidine 35 mg: 1vx 2 lan/ngay, Plavix 75 mg 1

vién/ngdy. Atorvastatin 10 mg 1vx1 1an udng/t6i.



DANH SACH NHOM BENH

STT Ho va tén Tubi |Giéi| Pia chi S6 bénh an | SO lvu triv
1 |Mai Vin Th. |1968 |[Nam| Hau Giang | 13085406 | 13012898
2 |Tran Thi M. | 1950 | Nir | Hau Giang | 13095651 | 13014327
3 |Nguyén Vin Gh. |1961 |[Nam| CéanTho | 13105601 | 13014808
4 |Lé Vin Qu. | 1952 [Nam| Hau Giang | 13114321 | 13016124
5 |Nguyén Thi Ph. | 1944 | Nit | Hau Giang | 13115178 | 13016141
6 |Truong Minh Th. |1937 |[Nam| Hau Giang | 13117188 | 13018327
7 |Ly Van Ph. |1942 |Nam| Hau Giang | 13118029 | 13017446
8 |Nguyén Thi T. 1923 | Nit | Hau Giang | 13118572 | 13016754
9 |Nguyén Vin Th. |1969 |[Nam| Hau Giang | 13121156 | 13017243
10 |Lé Thi V. |1937 | Nit | CinTho | 13121201 | 13016749
11 |Pham Vin T. ]1930 |Nam| Hau Giang | 13127081 | 13018176
12 |Nguyén Vin P. |1953 |Nam| Hau Giang | 13127470 | 13018186
13 |Lé Vin P. | 1943 |[Nam| Hau Giang | 13133563 | 13019448
14 |Phan Thj N. |1949 | Nit | Hau Giang | 13136554 | 13019269
15 |Nguyén Thi A. | 1938 | Nit | Séc Trang | 13137878 | 13019263
16 |Nguyén Thi B. |1932| Nit | Soc Trang | 13138844 | 13018868
17 |Nguyén Vin Ph. |1964 [Nam| CanTho | 13139150 | 13019266
18 |Tran Vin V. [1919 [Nam| CanTho | 13140916 | 13020190
19 |Lé Vin 1924 [Nam| CanTho | 13150249 | 13022638
20 |Nguyén Thi M. |1948 | Nit | CinTho | 13152793 | 13021189
21 |Duong Thi D. |1925| Nit | Hau Giang | 13157726 | 13022639
22 |Truong Vin Ch. [1937 |[Nam| CanTho | 13159894 | 13021838
23 |Lé Thi Tr. |1928| Nit | Hau Giang | 13161722 | 13022222
24 |Nguyén Thi Th. [1935| Nit | CénTho | 13199022 | 13032074
25 |Nguyén Vin S. 1930 [INam| Vinh Long | 13210711 | 13028916
26 |Phan Thi 1979 | Nir | Hau Giang | 13228959 | 13041697
27 |Phan Thi S. |1941 | Nir | CéanTho | 13230283 | 13031795




28 |Nguyén Thi S. |1935| Nir | CanTho | 13235704 | 13032048
29 |Nguyén Thi Ch. [1950 | Nit | CéanTho | 13237039 | 13032075
30 |Pang Van H. 1943 [Nam| Vinh Long | 13239070 | 13032295
31 |Tran Thi Xuan P. | 1942 | Nit | CanTho | 13240323 | 13032871
32 |Hb Thi H. | 1957 | Nit | Hau Giang | 13240348 | 13034302
33 |Nguyén Thi Ch. [1958 | Nir | CaMau | 13240688 | 13032078
34 |Nguyén Hitu Th. |1961 [Nam| CéanTho | 13242309 | 13032336
35 |Tran Vian H. |1934 |Nam| CanTho | 13296354 | 13040330
36 |Tran Bé Ch. |1955 |[Nam| Vinh Long | 13246922 | 13033072
37 |V Van H. |1935|Nam| CanTho | 13247033 | 13033376
38 |Truong Thi Th. |1955| Nit | Hau Giang | 13247154 | 13033073
39 |Tran Vin B. 1947 \Nam| Hau Giang | 13251119 | 13033782
40 |Nguyén Thi Ng. | 1943 | Nit | Soc Trang | 13251424 | 13034492
41 |Huynh Thi Ch. |1947 | Nt | Hau Giang | 13251467 | 13036070
42 |Nguyén Vin Nh. | 1929 [Nam| Vinh Long | 13255665 | 13034761
43 |Huynh Thi T. |1933| Nit | CanTho | 13260765 | 13036184
44 |Huynh D. |1926 |[Nam| CinTho | 13261817 | 13035106
45 |Pham Vin T. |1930 |[Nam| CanTho | 13267097 | 13037393
46 | V5 Thi T. 1930 | Nit | Soc Trang | 13268566 | 13035950
47 |Nguyén Vin Ngh. | 1926 [Nam| Héau Giang | 13273965 | 13036956
48 |Ton Thi Ngoc Th. | 1934 | Nir | So6c Trang | 13274121 | 13037818
49 |Nguyén Thi 1928 | Nir | CéanTho | 13283308 | 13038167
50 |Pham Van L. 1934 |Nam| Vinh Long | 13285502 | 13038158
51 |Pong Vin Tr. | 1929 |Nam| Soc Tring | 13287358 | 13038042
52 |Phung Vin D. |1937 [Nam| Vinh Long | 13290973 | 13039723
53 |V6 Cong B. |1956 |[Nam| CinTho | 13291217 | 13038265
54 |Nguyén Thi H. 1932 | Nit | Hau Giang | 13291483 | 13039255
55 |Nguyén Thi H. 1927 | Nt | CanTho | 13292880 | 13041159
56 |Nguyén Vin Ph. | 1964 |[Nam| CinTho | 13293433 | 13039858
57 | V5 Hong L. |1956 | Nit | Kién Giang | 13293445 | 13038838




58 |Chau Thi T. 1959 | Nir | Kién Giang | 13298379 | 13040055
59 Mai Thi T. 1932 | Nit | Céan Tho 13298722 | 13039734
60 |V0 Van B. 1951 [Nam| Can Tho 13298760 | 13040041
61 |[Nguyén Thanh Ph. | 1970 [Nam| Tra Vinh 13299959 | 14000218
62 |Huynh Thi Kim Ch. | 1968 | Nit | Can Tho 13305739 | 13041696
63 |Pinh Thi Thu Ph. | 1957 | Nir | Soc Trang | 13308375 | 13042071
64 |Pd Vin H. 1951 |Nam| Hau Giang | 13310095 | 13041770
65 | VO Thi Th. |1953 | Ni&r | Hau Giang | 13311256 | 13042015
66 |Tran Thi H. 1938 | Nit | Vinh Long | 13311293 | 13042770
67 |Pham Hong V. 1952 [Nam| Bac Liéu 13311770 | 13040926
68 |Truong Thi H. 1934 | Nir | Kién Giang | 13312674 | 13042077
69 |[Nguyén Vin Th. | 1929 [Nam| Can Tho 13314538 | 13042503
70 |Pham Van S. 1947 | Nr | Hau Giang | 13315133 | 13042044
71 |Nguyén Thi S. 1922 | Nt | Soc Trang | 13315816 | 13042043
72 |Lé Thi My D. 1955 | Nit | Hau Giang | 13316664 | 13042712
73 |V Van b. 1964 |Nam| Soc Trang | 13323280 | 13043035
74 |Pham Ngoc N. 1955 INam| Hau Giang | 13325270 | 13043639
75 |Tran Vin V. 1942 |Nam| Vinh Long | 13325994 | 13043441
76 |Pham Thi T. 1932 | Nir | Séc Trang | 13326277 | 13044186
77 |Dang Thi H. 1938 | Nit | Vinh Long | 13327132 | 13043441
78 |Tran Vin Ng. |1928 [Nam| CanTho | 13333247 | 13044827
79 |Nguyén Viét T. 1929 [Nam| Céan Tho 13334498 | 13044506
80 |Ngob Van K. 1943 INam| Vinh Long | 13336243 | 13046732
81 |binh Cong T. 1944 |Nam| Céan Tho 13339862 | 13046263
82 |Nguyén Thi My A 1988 | Nit | Can Tho 13339942 | 13044839
83 |Mai Thi U. 1923 | Nir | Hau Giang | 13341245 | 13044671
84 |Lé Van T. 1951 [Nam| Vinh Long | 13348285 | 13046916
85 |Tran Vin D. |1954 [Nam| CanTho | 13348584 | 13047093
86 |Tran Thi Ch. | 1925 | Nir | Hau Giang | 13350205 | 13046576
87 |Pao Van B. 1945 |Nam| Vinh Long | 13351748 | 14000803




88 |Lé Vian H. |1938 |[Nam| CinTho | 13353124 | 14000149
89 |Nguyén Thi P. | 1965| Nit | Séc Trang | 13354574 | 14000091
90 |Nguyén Thi T. |1928| Nit | CanTho | 13355149 | 14000655
91 |Tran Thi Gi. |1936| Nit | Hau Giang | 13355171 | 14000803
92 |T6 Thi B. |1925| Nit | Hau Giang | 13355205 | 14000263
93 |Nguyén Vin H. | 1948 |[Nam| Hau Giang | 13355317 | 14000708
94 |Nguyén Thi L. |1949 | Nit | Hau Giang | 13356381 | 13209526
95 |Bui Thi T. |1952 | Nit | Hau Giang | 13357982 | 14000221
96 |Lé Vin P. |1950 |[Nam| Hau Giang | 13361318 | 14002323
97 |[Nguyén Vin B. |1934 |[Nam| Soc Trang | 14001805 | 14001304
98 |Mai Xuén Th. |1935 |Nam| CanTho | 14003402 | 14011751
99 |bang Thi X. 1936 | Nir | Vinh Long | 14003614 | 14001504
100 |M3 Vin 1943 [Nam| Soc Triang | 14003813 | 14003187
101 |Ngii Thi M. |1938 | Nit | CanTho | 14003825 | 14011781
102 | Vin Thi Kh. |1930 | Nit | Hau Giang | 14004215 | 14001549
103 |Nguyén Vin Tr. | 1978 [INam| Soéc Trang | 13250820 | 14001510
104 | Tran Vin H. 1945 |Nam| Hau Giang | 14006819 | 14003285
105 |Tran Vin H. | 1975 [Nam| Hau Giang | 14007048 | 14002680
106 |Lé Vin M. | 1937 [Nam| Hau Giang | 14008093 | 14002527
107 |Ngé Hiru N. |1944 |Nam| Hau Giang | 14010722 | 14003131
108 |Nguyén Thi N. 1929 | Nit | CanTho | 14011363 | 14003127
109 | Truong Hitu Ng. |1946 |[Nam| CinTho | 14012480 | 14002031
110 |Huynh Thi H 1936 | Nir | Vinh Long | 14039863 | 14010144
111 |Bui Thi L. |1949 | Nitr | CinTho | 14051569 | 14008079
112 |Nguyén Thi Th. |1937 | Nit | Vinh Long | 14052214 | 14008513
113 | Tran Thi T. |1930| Nit | CanTho | 14053094 | 14008516
114 |Huynh Thi B. [1932| Nit | CanTho | 14053382 | 14008071
115 |Nguyén Thi M. [1934 | Nit | CinTho | 14054312 | 14012327
116 |Pang Vin N. | 1945 |Nam| Vinh Long | 14054323 | 14008335
117 |Nguyén Thi Ng. | 1958 | Nit | Hau Giang | 14054656 | 14007894




118 |Nguyén Nguyét H. 1941 | Nit | Can Tho 14054963 | 14007914
119 |Nguyén Vin R. 1926 |Nam| Hau Giang | 14055171 | 14009401
120 |Phan Van L. 1958 |Nam| Hau Giang | 14058957 | 14009216
121 |Nguyén Thj N. 1940 | Nir | Hau Giang | 14059935 | 14009391
122 |Lé Thi Th. [1937 | N&r | Hau Giang | 14061230 | 14010354
123 |Lé Thi C. 1939 | Nit | Hau Giang | 14061651 | 14010333
124 |Tran Thanh Th. 1990 INam| Vinh Long | 14062176 | 14010785
125 |Phan Thi T. 1929 | Nit | Vinh Long | 14062236 | 14009866
126 |Nguyén Thi Ch. 1928 | Nir | Soc Trang | 14068836 | 14010442
127 |Lé Thi U. 1926 | Nt | Hau Giang | 14069762 | 14010934
128 |Nguyén Thj b. 1933 | Nit | Can Tho 14072569 | 14011559
129 |Pham Thi H. 1922 | Nit | Can Tho 14073749 | 14010264
130 |Bui Thi Ch. | 1942 | Nt | Hau Giang | 14074567 | 14010787
131 L& H. 1931 |Nam| Vinh Long | 14074692 | 14011197
132 |Lé Van Tr. | 1928 INam| Héu Giang | 14119542 | 14020164
133 V4 Van N. 1935 |[Nam| Can Tho 14126006 | 14020189
134 |Ha Thi b. 1942 | Nit | Can Tho 14126357 | 14018151
135 |Phan Van D. 1972 [INam| An Giang 14129040 | 14018320
136 |Huynh Th Nguyét M. 1962 | Nit | Soc Trang | 14131214 | 14018984
137 |Nguyén Vin Th. | 1951 INam| Hau Giang | 14135702 | 14021141
138 |Lé Thi T. 1953 | Nit | Céan Tho 14141169 | 14020564
139 | Truong Hong T. 1947 [Nam| Céan Tho 14144184 | 14020559
140 |Lé Van T. 1932 [Nam| Can Tho 14145138 | 14020891
141 |Bui Hoa Nh. | 1947 | Nir | Hau Giang | 14146717 | 14020418
142 |Nguyén Thi T. 1948 | Nit | Hau Giang | 14147838 | 14020893
143 |Binh Thanh Ph. | 1931 [Nam| Soc Trang | 14197914 | 14021006
144 |Phan Thi Tr. 1929 | Nir | Vinh Long | 15120432 | 15017875
145 |Nguyén Thanh Ch. | 1948 |Nam| Hau Giang | 15124241 | 15019592
146 |T6 Thi H. 1932 | Nit | Hau Giang | 15129704 | 15022393
147 |Nguyén Vin Kh. |1957 [Nam| Hau Giang | 15130230 | 15018727




148 |bang Kim Tr. 11965 | N&t | Hau Giang | 15130757 | 15019062
149 | Tran Vin Th. | 1959 INam| Hau Giang | 15130872 | 15018316
150 |Nguyén Viét 0. 1989 |[Nam| Can Tho 15131083 | 15017944
151 |Tran Vin H. 1951 [Nam| Can Tho 15132407 | 15019048
152 | Tran Vin b. 1950 [Nam| Hau Giang | 15133752 | 15019442
153 |Huynh Thi V. 1932 | nit | Hau Giang | 15135247 | 15012043
154 |Tran Vin U. 1975 [Nam| Soc Trang | 15135924 | 15019452
155 |Phan Thi b. 1934 | Nit | Can Tho 15136049 | 15019055
156 |Nguyén Triic L. 1978 [Nam| Céan Tho 15142730 | 15020308
157 |Son Ch. |1936 [Nam| Vinh Long | 15147665 | 15021829
158 |Nguyén Thi b. 1947 | Nit | Can Tho 15156055 | 15020999
159 |Lé Thi N. 1940 | N&r | Soc Trang | 15158877 | 15023099
160 |Hoang Thi My L. 1942 | Nit | Can Tho 15159094 | 15022807
161 |[Nguyén Vin M. | 1953 [Nam| Hau Giang | 15159118 | 15022845
162 |Nguyén Thi N. 1949 | Nir | Soc Trang | 15161645 | 15023034
163 |Nguyén Thanh L. 1931 [Nam| Vinh Long | 15163472 | 15023058
164 |Pham Van K. 1951 |[Nam| Céan Tho 15166045 | 15023069
165 |Nguyén Thi B. 1931 | Nit | Céan Tho 15168691 | 15023517
166 |Tran Vian B. 1952 [Nam| Hau Giang | 15169303 | 15023289
167 |Nguyén Thi Ng. |1968 | Nir | Hau Giang | 15173750 | 15024447
168 |Huynh Thanh H 1940 |[Nam| Céan Tho 15173764 | 15023557
169 |Lé Van 1962 [Nam| Can Tho 15174336 | 15023769
170 |Vd Van Q. 1929 [Nam| Soéc Trang | 15175603 | 15024847
171 |[Nguyén Vin Nh. | 1940 [Nam| Héau Giang | 15179135 | 15026384
172 |Nguyén Vin T. 1930 [Nam| Ca Mau 15180452 | 15025628
173 |Nguyén Vin D. 1939 [Nam| Hau Giang | 15185972 | 15023753
174 |Huynh Thi H. 1924 | Nt | Hau Giang | 15187306 | 15026146
175 |[Nguyén Vin Ph. | 1965 |[Nam| Hau Giang | 15188088 | 15026834
176 |Nguyén Vin Nh. |1954 [Nam| Hau Giang | 15191137 | 15028325
177 |Pham Thi K. 1940 | Nir | Hau Giang | 15192267 | 15026347




178 |Pang Vin . |1924 |[Nam| Vinh Long | 15192502 | 15026412
179 |Céng Hiru B. [1924 |Nam| CanTho | 15193067 | 15026341
180 |Béang Thi E. 1930 | Ni&t | Soc Trang | 15195108 | 15026387
181 |Huynh Thi Nh. |1935| Nit | CanTho | 15195549 | 15026343
182 |Lé Thi B. |1937 | Nit | Hau Giang | 15195685 | 15026826
183 |Nguyén Thanh Ph. |1934 |Nam| CanTho | 15198409 | 15029284
184 |Nguyén T4n L. | 1955 |Nam| Hau Giang | 15202735 | 15027942
185 |Poan Thi 1948 | Nir | TraVinh | 15203237 | 15028781
186 |Tran Thi Bé Nh. | 1967 | Nit | CanTho | 15204534 | 15027681
187 |Phan Vin Th. |1957 [Nam| CéanTho | 15205116 | 15028109
188 |Nguyén Vin H. |1934 |Nam| Vinh Long | 15214414 | 15029757
189 |Tran Xuan T. |1934 |Nam| CanTho | 15215312 | 15029765
190 |Nguyén Thi Tr. |1930| Nit | Hau Giang | 15218458 | 15030540

Danh sach 190 bénh nhan dugc kham, thyc hién cin 14m sang va diéu trj tai

Bénh vién Pa Khoa Trung Uong Can Tho. Bénh vién cho phép nghién ctu sinh st

dung dir liéu cta 190 bénh nhan trong danh sach tham gia nhom bénh lam co sé cua

luén an nghién ctru sinh.

Xac nhén ciia Bénh vién Pa Khoa Trung Uong Céan Tho




DANH SACH NHOM CHUNG

STT Ho va tén Tubi |Giéi| Pia chi S6 bénh an | SO lvu triv
1 [Mai Van M. | 1977 [Nam| Soc Trang | 15186467 | 15025489
2 |Truong Thi Th. 1940 | Ni&r | Soc Trang | 15195496 | 15026958
3 |Lé Thi M. 1955 | Nir | Vinh Long | 15201378 | 15027156
4 |Khac Van B. 1952 [Nam| Vinh Long | 15174322 | 15023913
5 |Phan Ké 1934 [Nam| Hau Giang | 15205084 | 15027678
6 |Pham Thi S. 1929 | Nir | Bac Liéu 15175420 | 15025664
7 |Trinh Thi Nh. | 1938 | N& | Vinh Long | 15207000 | 15027863
8 |Vo Thi Th. |1935| Nit | Can Tho 15227563 | 15030975
9 |Nguyén Thi Ng. [1959 | Nit | Cén Tho 15227951 | 15031578
10 |Lé Thi X. 1925 | Nir | Bac Liéu 15226183 | 15030854
11 |Lam Thij Kiéu 0. 1963 | Nit | Vinh Long | 15221629 | 15031381
12 |Lé Van U. 1971 [Nam| Vinh Long | 15201153 | 15026803
13 |Vo Van Ng. [1970 [Nam| Can Tho 15188249 | 15025779

14 |Huynh Nhut Tr. | 1986 [Nam| Can Tho 15187422 | 15025794
15 |Huynh Tuén Th. | 1958 INam| Soc Trang | 15224815 | 15030746
16 |Huynh Thanh 1940 [Nam| Can Tho 15173764 | 15023557
17 |Tran Thi S. 1960 | Nir | Bac Liéu 15235710 | 15031667
18 [Poan Thi Ch. |1931 | N&r | Kién Giang | 15228701 | 15031561
19 |Pang Thi H. 1937 | Nit | Can Tho 15232684 | 15031553
20 |Phan Thi D. 1930 | Nit | Can Tho 15223885 | 15031394
21 |Truong Thi Ph. | 1953 | Nt | Hau Giang | 15228496 | 15031396
22 |Nguyén Thi Th. | 1951 | Nit | Can Tho 15218397 | 15032081
23 |Lé Ngoc L. 1960 |[Nam| Céan Tho 15231403 | 15031133
24 |Nguyén Cong 1951 | Nit | Can Tho 15230588 | 15033007
25 |Nguyén Vin Ng. |1924 [Nam| Hau Giang | 15234058 | 15032523
26 |Nguyén Thi N. 1925 | Nir | Kién Giang | 15225612 | 15032335




27 |Duong Ngoc L. |1946 | Nit | Soc Trang | 15234403 | 15032084
28 |Nguyén Vin Ch. |1936 [Nam| CéanTho | 16131388 | 16017714
29 |Lé Van T. |1957 |[Nam| Hau Giang | 15232826 | 15031903
30 |Ting Ngoc Gi. |1978 [Nam| CanTho | 15233294 | 15032082
31 |Pham Thanh L. |1979 [Nam| Vinh Long | 16059051 | 16008839
32 |Nguyén Thi V. |1942 | Nit | CanTho | 16021064 | 16003404
33 |Phan Thi H. 1937 | Nit | AnGiang | 16034846 | 16008042
34 |Nguyén Thi M. |1948 | Nit | Kién Giang | 16037369 | 16008419
35 |Tran Thanh D. |1958 |Nam| Hau Giang | 16040884 | 16008210
36 |Nguyén Thi P. 1932 | Nit | Vinh Long | 16051360 | 16008340
37 |Ngo6 Ngoc T. 1949 | Nir | Hau Giang | 16047455 | 16008209
38 |Huynh Thi H. [1934| Nit | Vinh Long | 16048772 | 16007877
39 |Nguyén Khwong  B. |1956 [Nam| CéanTho | 16049761 | 16007028
40 |Truong Thi S. |1935| Nir | CanTho | 16050372 | 16008416
41 |Tra Van T. 1950 [Nam| Soc Trang | 16049919 | 16009163
42 |H6 Vin Th. | 1974 |Nam| Séc Trang | 16051667 | 16007874
43 |Triéu Qu. |1947 |[Nam| Soc Trang | 16052390 | 16008105
44 |Nguyén Thi B. |1940 | Nit | Hau Giang | 16053107 | 16008673
45 |Duong Téan K. |1956 |Nam| CanTho | 16053415 | 16008673
46 |Nguyén Vin T. 1964 |[Nam| CéanTho | 16053635 | 16008047
47 |Liéu Thu A. | 1949 | Nit | CinTho | 16053647 | 16008188
48 |Truong Thi C. |1934 | Nir | Hau Giang | 16053828 | 16008504
49 |Tran Vin H. | 1948 [Nam| Soc Trang | 16053676 | 16008726
50 |Lé Vian Ch. | 1944 [Nam| CanTho | 16055764 | 16009077
51 |Lé& Thi X. 1935 | Nir | Vinh Long | 16056003 | 16008721
52 |Huynh Vin Gi. |1937 [Nam| Hau Giang | 16056331 | 16009381
53 |Nguyén Thi L. |1968 | Nit | Hau Giang | 16056614 | 16008514
54 |Nguyén Vin M. | 1940 [Nam| Héu Giang | 16056134 | 16008319
55 |Nguyén Vin Qu. | 1969 |[Nam| Soc Trang | 16055856 | 16008310




56 |Lé& Minh Ph. | 1929 [Nam| Hau Giang | 16056201 | 16010106
57 |Ly Cong Ch. | 1950 |[Nam| Soéc Trang | 16057648 | 16009092
58 |Nguyén Thanh S. 1935 [INam| Héau Giang | 16057315 | 16009010
59 |Nguyén Vin T. 1965 [Nam| Hau Giang | 16057378 | 16009005
60 [Nguyén Thi T. 1939 | Nit | Can Tho 16056191 | 16007962
61 |Lu Thi Thu S. 1976 | Nit | Céan Tho 16057291 | 16008194
62 |Pham Viét B. 1956 |[Nam| Can Tho 16059236 | 16007990
63 |Tran Thi H. 1959 | Nit | Hau Giang | 16058449 | 16008498
64 |[Nguyén Thi S. 1956 | Nit | Hau Giang | 16058526 | 16009006
65 [Pao Ngoc U. 1930 [Nam| Hau Giang | 16059062 | 16008515
66 |HO Thi B. 1946 | Nt | An Giang | 16059060 | 16008508
67 |Ung Thi B. 1935 | Nit | Can Tho 16059757 | 16008506
68 |DPinh Thi M. | 1947 | Nit | Pong Thap | 16060378 | 16008668
69 |Nguyén Thi Nh. | 1932 | N&t | Hau Giang | 16061287 | 16008671
70 [Nguyén Thanh L. 1958 [Nam| Vinh Long | 16061225 | 16008685
71 |Huynh Viét K. 1951 [Nam| Bac Liéu 16061373 | 16009356
72 |Tran Vin Kh. |1955 |Nam| Vinh Long | 16061495 | 16009072
73 | Nguyén Ngoc Ph. [1938 | Nit | Can Tho 16063176 | 16008707
74 |Tran Thi H. 1939 | Nit | Can Tho 16062597 | 16009694
75 |Pinh Quéc Th. | 1944 |[Nam| CanTho | 16062304 | 16008720
76 |Pham Thi S. 1955 | Nit | Vinh Long | 16063587 | 16008669
77 |Tran Vin T. |1940 |Nam| Hau Giang | 16064469 | 16010019
78 |Nguyén Thi T. 1961 | Nit | Can Tho 16065686 | 16009424
79 |Nguyén Vin L. 1952 [Nam| Soc Trang | 16067634 | 16010171
80 |Huynh Vian B. 1965 [Nam| Vinh Long | 16067644 | 16009547
81 |L& Thi Thu H. 1949 | Nit | Hau Giang | 16067654 | 16009553
82 |Mai Thi R. 1930 | Nit | Can Tho 16071102 | 16011748
83 |Nguyén Thi T. 1938 | Nit | Hau Giang | 16075873 | 16011951
84 |Thach Thi Si N. 1975 | Nir | Séc Trang | 16077638 | 16012413




85 |Duong Thi T. [1932 | Nit | VinhLong | 16078921 | 16011336
86 |Lé& Vin H. |1963 |Nam| CinTho | 16079978 | 16011501
87 |Bui Vin N. | 1960 |[Nam| Hau Giang | 16082797 | 16011518
88 [Nguyan Thi T. [1939 | Nit | CinTho | 16082168 | 16011327
89 |Truong Vin D. |1974|Nam| CinTho | 16083279 | 16011446
90 |Bui Thi H. |1953| Nit | TraVinh | 16085108 | 16012113
91 |Ding Thi S.  |1953| Nit | Séc Tring | 16085112 | 16011761
92 |V5 Thi H. |1941| Nit | Hau Giang | 16084202 | 16011953
93 |Trdn Vin T. |1972 |Nam| VinhLong | 16128033 | 16017337
94 |Duong Ky N. | 1930 [Nam| Séc Tring | 16129532 | 16018137
95 [Nguyén Vin C. |1955 |Nam| CinTho | 16125800 | 16017527

Danh sach 95 bénh nhan duoc kham, thyc hién cin 1am sang va diéu trj tai

Bénh vién Pa Khoa Trung Uong Can Tho. Bénh vién cho phép nghién ctru sinh st

dung dir liéu cua 95 bénh nhan trong danh sach tham gia nhom ching lam co sé cua

luan an nghién ctru sinh.

Xac nhén ciia Bénh vién Pa Khoa Trung Uong Can Tho




