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MO PAU

1. TINH CAP THIET CUA DE TAI

Bénh DTD dang ngdy mdt gia ting va tré thanh van nan toan cau voi
nhiéu bién chung, dac biét 1a cac bién chung trén tim mach. Tién DTD 1a giai
doan trung gian dau tién, s& dan dén DTD trong tuong lai. Nhiéu nghién ctu
dich t& hoc cho thay rang su phat trién cua bénh 1y DTD tip 2 di dién ra mot
thoi gian dai trude khi bénh 1y DTD tip 2 thuc sy dugc chan doan, khi ma tinh
trang dé khang insulin da dién tién 1au va chic ning cia céac té bao giam cing
Vi Viéc té bao béta tuyén tuy di bi pha hiy. Nhiéu bang chung cho thay ngay
tir giai doan tién DT, cac bién chang tim mach da bat dau xuét hién, va cac
nguy co tim mach bat dau gia ting ngay tir giai doan nay [54].

Dbi v6i mot s6 bénh nhan khi da xuat hién DTD thyc sy, véi nguy co
tim mach cao hon han so véi nhom khéng bi BTD, van khong hudng dugc
cac loi ich tir viéc Kiém soat chat ché cac yéu to nguy co tim mach so véi
bénh nhan khong bi dai thao duong. Mic du cac yéu td nguy co nay da duoc
nhan manh trong nghién ctru UKPDS 14 béo phi, réi loan lipid mau va ting
huyét ap. Diéu dé cho thiy cac yéu td nguy co tim mach truyén thong trén
khong du giai thich duoc toan bd cac bién cb tim mach trén bénh nhan dai
thao duong. Pén nam 2000, cac tac gia Fonseca va Saito di dua ra khai niém
va nhan manh vai trd cta cac yéu té nguy co tim mach méi hay con goi 1a yéu
t6 nguy co tim mach khéng truyén théng [53]. Tir d6 co rat nhidu nghién ctu
danh gia vé vai tro ctia cac yéu t6 nay trén bénh nhan DTD.

Hon thé nira, sy kham pha ra mot hormon quan trong mang tén leptin
vao nim 1994 di mé ra mot cudc cach mang vé khai niém béo phi, gitp
chung ta hiéu hon vé co ché bénh sinh ciia béo phi. Leptin 1a mot 16-kDa

hormon duoc tiét ra tir mé md va c6 tac dung tc ché cam giac thém an va



tdng tiéu thu tang lugng, giip bénh nhan gidam can. Leptin dugc xem nhu
hormon quan trong giit vai tro lién két gitta mé m& ngoai bién va hé than kinh
trung wong trong viéc kiém soat su thém an va tiéu thy ning lwong cua co thé,
va tir d6 leptin dugc cho 1a mot hormon chdng béo phi. Va nhiéu nghién ctu
d3 chimg minh leptin c6 vai trd quan trong trong viéc giir can bang glucose
mau trong cac thi nghiém trén dong vat ciing nhu cac nghién ciru trén nguoi.
Ca hai tinh trang thiéu hyt leptin va dé khang leptin déu gay ra nhiing réi loan
vé chuyén hoa glucose. Cac nghién ciu gan day [119],[135] déu ghi nhan
nong do leptin ting cao trén bénh nhan dai thao duong, va leptin 12 mot yéu t6
quan trong gitp tién doan dai thao duong trong tuong lai. Leptin ban than no
cling c6 nhiéu anh hudng 1én hé tim mach va gy ra nhiing tac dung xau khi
c¢6 hién tuong dé khang leptin trén 1am sang. Rat nhiéu nghién ciu tir 1am
sang va mo hinh dong vat dén phan tich in vitro cho thay leptin dong vai tro
nong cot trong bénh 1y tim mach (CVD) do béo phi. Tang leptin huyét thanh
d3 duoc xac dinh 13 mot chi dau tién luong cua bién ¢b tim mach cip tinh va
man tinh. Su gia ting leptin 1au dai s& gdy ting bai tiét cac hoa chat trung gian
va gdy phi dai that trai. Nong do leptin mau c6 moéi tuong quan véi khoi
luong co that trai, va diéu nay khéng phu thudc vao cac yéu td khac nhu huyét
ap, BMI, khoi lugng ma cua co thé [61]...

Hién tai Viét Nam d3 c6 mot vai cong trinh nghién ciru khao sat ndong do
leptin trén d6i twong bénh nhan béo phi [10] hodc trén bénh nhan dai thao
duong tip 2 [5] nhung chwa c6 cac cong trinh nghién ctru dé cap dén mdi lién
quan gitra leptin, khang insulin va cac yéu t6 nguy co tim mach dic biét 1a cac
yéu t6 khong truyén thdng trén bénh nhan tién dai thdo duong va do d6 chung
t61 thuc hién nghién ctu vé “Khao sat nong do leptin huyét thanh va mot sé
yéu té nguy co tim mach & bénh nhén tién dai thao duong” , trong nghién ctu
nay bén canh khao sat cac yéu to nguy co tim mach thudng quy, chung toi tap

trung vao mot vai yéu td nguy co tim mach khong truyén théng.



2. MUC TIEU NGHIEN CUU

e Danh gia ndng do leptin huyét thanh va mot s6 yéu td nguy co tim
mach & bénh nhan tién dai thdo dudng.

e Xac dinh mdi lién quan giita ndng do leptin huyét thanh véi khang
insulin va mét sd yéu td nguy co tim mach ¢ nhitng bénh nhéan tién dai
thdo duong.

3. Y NGHIA KHOA HQC VA THUC TIEN

+Y nghia khoa hoc

Pay 1a nghién ctru dau tién tai Viét nam vé méi lién quan giira leptin véi
dé khang insulin va véi cac yéu té nguy co tim mach trén déi tuong tién dai
thao duong. Nghién cau cung cap dit liéu khoa hoc quan trong vé nong do
leptin va dac diém cac yéu to nguy co tim mach, mot sb két cuc tim mach, cac
chi s6 vé dé khang insulin trén hai di tuong trén hai ddi twong: tien BTD va
nhom c6 glucose mau binh thuong. Ngoai ra, nghién ciru con danh gia méi
lién quan giira leptin véi cac yéu té nguy co tim mach trén nhom bénh nhan
tién DTD.

+ Y nghia thyc tién

Két qua nghién ctru gop phan danh gia thyc trang vé mbi lién quan giira
leptin v&i dé khang insulin va véi cac yéu té nguy co tim mach trén ddi tuong
tién dai thdo dudng va nhém c6 duong huyét binh thuong tai Viét Nam. Tir
két qua nghién ctru, c6 thé str dung ndng do leptin dé udc doan va dyu bao sém

khang insulin, va cac nguy co tim mach trén bénh nhan tién DTP.



Chuong 1
TONG QUAN TAI LIEU

1.1. TIEN PAI THAO PUONG
1.1.1. Pai cwong

Theo ADA 2010, tién dai thio duong (DTD) 1a giai doan ting glucose
mau trung gian gitta tinh trang glucose mau binh thuong va BTD tip 2 [19].
Nhiéu nghién ctu dich t& hoc cho thay rang su phat trién ciia bénh 1y DTD tip
2 d4 dién ra mot thoi gian dai trudce khi bénh 1y DTD tip 2 thuc su duoc chan
doan, khi ma tinh trang dé khang insulin da dién tién 1au va chirc ning cua cac
té bao giam cung voi Viéc té bao béta tuyén tuy da bi pha huay.

Sy ra doi cua thuat ngir tién dai thao dudng ngay nay da trai qua mot qua
trinh lich s kha dai. Lan dau tién thuat ngir nay duoc st dung boi tac gia
Alberti nham chi ra mot su bat thuong trong thai ky (nhu can nang tré so sinh
I6n hodc da 6i...) hodc tién sir gia dinh c6 DTD tip 2. Tiép theo d6, T6 Chuc
Y Té Thé Gisi (WHO) da dé xuat sir dung thuat ngit tién DTP vao nam 1980,
nhung ngay sau d6 da bac bo thuat ngir ndy vao nam 1985 vi nhan thay ring
nhiéu bénh nhéan tién TP khong phai ludn ludén sé& chuyén thanh bénh ly
DTPD thyc sy, do d6 sy sir dung thuat ngit nay mang lai nhiéu canh bao khong
can thiét. Mot thoi gian dai sau d6 vao nam 2005, Hiép hoi DTP Hoa Ky
(ADA) méi dé xuat tro lai viéc st dung thuat ngi tién BTD cho tinh trang roi
loan dung nap glucose (IGT) va rdi loan glucose mau d6i (IFG). Tuy nhién
WHO vin khéng dong thuan véi thuat ngir nay, do dé trong huéng dan cua
minh vao nam 2008, WHO da khuyén khich str dung thuat ngir “tang glucose
mau trung gian” thay vi 1a thuat ngit “tién DTD” dé chi tinh trang IGT va
IFG. Tuy nhién, ADA van tiép tuc sir dung thuat ngit “tién PTD” dé chi tinh
trang IFG, IGT va hién nay bo sung thém tiéu chi HbAlc 5,7-6,4% (ADA



2010) vao nhém tién PTD. Ciing theo ADA, khoang 70% bénh nhan tién
DTPD co thé chuyén sang bénh 1y DTD that sy va cir mdi nam lai c6 thém
khoang 5-10% bénh nhan tién DTD tién trién thanh bénh Iy DTPD.
1.1.2. Dich té

Nhitng thay dbi trong tiéu chuan chan doan trong nhiéu nim qua di giy
kho khin nhiéu cho viéc udc tinh ti 1¢ tién DTD va DTD ciing nhu nhitng ganh
nang lién quan. Tuy nhién cic nha nghién ctru da thong ké nhing dir liéu gan
day tir nhidu nguon khac nhau va udc doan dugc nhimg ganh ning lién quan
dén DTD va tién DTP. Vao nim 2011, Trung Tam Kiém Soat Dich Bénh Hoa
Ky (CDC) di uéc tinh rang trong 79 triéu nguoi Hoa Ky, c6 dén 35% bénh
nhan trén 20 tudi c6 tinh trang tien BTD [81]. Nam 2012, Lién doan PTD
Qudc Té (IDF) di dua ra con s6 woc tinh ty 1 IGT trén thé gidi 1a 280 triéu
ngudi va con sb ndy du doan s& gia ting 1én 400 triéu ngudi vao nim 2030,
trong d6 sy gia tang 16n nhat 1a & khu vuc Chau Phi va TAy Thai Binh Duong
[71]. Theo d6, dit liéu tir khao sat sic khoe va dinh dudng quéc gia (NHANES)
sir dung tiéu chi chan doan cia ADA cho thay rang ty 1é IFG gap doi so voi
IGT [37]. Piéu nay goi ¥ rang ty I& hién mac trén toan thé gisi cua tién DTD c6
thé vao khoang 840 triéu nguoi. Nhitng con sé wéc tinh nhu vay da cho thay
nhitng tac dong dang kinh ngac cho ganh nang bénh tat va tr vong lién quan
dén DTD va nhan manh vai trd ctia viéc tam soat va du phong tién DTD.
1.1.3. Chan do4n tién DTD

Tiéu chi chan doan IGT (glucose mau 2 gi sau nghiém phap dung nap
glucose 1a 140-199 mg% hoac 7,8-11,0 mmol/l) dugc dua ra tir nam 1979 va
van khong thay d6i trong sudt nhiéu thap ky.

Trong khi d6 tiéu chi chan doan cho rdi loan glucose mau déi (IFG; phan
nhém ther 2 cua tién DTD c¢6 thé don doc hodc két hop véi IGT) thi da co

nhiéu sy thay ddi so voi lic dau. Tiéu chuan chan doan IFG lan dau duogc dé



Xuit boi ADA nim 1997 véi mac glucose mau d6i 110-125 mg% (6,1-7,0
mmol/l). Sau d6 dén nam 2003, ADA da thay d6i tiéu chuan chan doan IFG

thanh mtc glucose mau doi 100-125 mg%.

Ngoai hai tiéu chuan chan doan trén, HbA lc da dugc cong nhan st dung

trong chan doan BTD tip 2 tir nim 2009 theo su ddng thuan caa hau hét cac to
chac ADA, IDF, EASD véi ngudng chan doan TP 13 6,5% va tién DT khi
HbALc tir 5,7% - 6,4% [12].

Bdng 1.1. Tiéu chuan chan dodn tién ddi thao dwong [81]

Glucose mau doi

Glucose mau sau 2 gio' lam
nghiém phap dung nap glucose

IFG don djc
100-125 mg% < 140 mg%
ADA/AACE
(5,6-7,0 mmol/l) (< 7,8 mmol/l)
110-125 mg% < 140 mg%
WHO/EASD
(6,1-7,0 mmol/l) (< 7,8 mmol/l)
IGT don déc
<100 mg% 140-199mg%
ADA/AACE
(< 5,6 mmol/l) (7,8-11,1 mmo/l)
<110 mg% 140-199mg%
WHO/EASD
(< 6,1 mmol/l) (7,8-11,1 mmo/l)
IFG va IGT
100-125 mg% 140-199 mg%
ADA/AACE
(5,6-7,0 mmol/l) (7,8-11,1 mmol/l)
110-125 mg% 140-199 mg%
WHO/EASD

(6,1-7,0 mmol/l)

(7,8-11,1 mmo/l)




1.1.4. Co ché sinh Iy bénh

Hién nay co6 rat nhiéu tranh luan xung quanh co ché sinh 1y bénh cua
PTP. Cau hoi duoc dit ra 1a liéu qua trinh dé khang insulin xuat hién trudc
khi chirc ning té bao beta suy kiét hay tinh trang ting bai tiét insulin xuat hién
trudc dan dén dé khang insulin va hau qua tiép theo 1a chiic ning té bao beta
suy kiét 1am phat trién bénh 1y DTD tip 2. O mot s6 bénh nhan, DTD tip 2 c6
thé xuat hién do hau qua cua tinh trang réi loan chic ning té bao beta mang
tinh di truyén. Trong khi d6, & mot s6 bénh nhan khac, tinh trang dé khang
insulin xuat hién trudc khi co tinh trang suy giam chtc ning té bao beta.
Nhitng dix liéu trén da chang minh rang DTD tip 2 khong phai hoan toan chi
1a mot thyc thé bénh ma d6 1a bénh 1y phac tap véi nhiéu ngudn gdc va su
phat trién bénh khac nhau [81].
1.1.5. Tién PTP va nguy co tim mach

Tién dai thao dudng 13 mot yéu té nguy co quan trong gay tién trién
thanh bénh ly BDTD thuc sy trong tuong lai. Phan tich gdp nam 2010 cua tac
gia Ford va cong su da ghi nhan tién DTD 1a mot yéu t6 lam gia ting nguy co
tim mach, tuy nhién méi lién hé nhan qua giira tién DTD va céc bién ching
tim mach van chua dugc chimg minh rd rang [54]. Co ché phat trién bénh Iy
tim mach ¢ bénh nhan tién DTD rat da dang va két hop voi mot vai yéu to
trong d6 quan trong nhét 1a do ngd doc dudng. Tang glucose mau co thé giy
tac dong Xxau thong qua con dudng trung gian gdm nhiéu chét trong do co
polyol, hexosamine, protein kinase C va glycat hoa. Mot diém chung trong
cac con dudng ndy 1 sy san Xuat qua muc cac chat oxy hoéa gy lam gia ting
oxy hoda ndi bao. Sy tich liiy oxy hoa ndi bao lién tuc trong tinh trang tang

glucose mau gy ra cac bién chimg nhu bién ching mach mau 16n. Qua trinh



tich tu cac gdc oxy hoa ndi bao 1a nén tang trong co ché bénh sinh gy ra tinh
trang xo vita dong mach 1am sang, thay doi tbe do dong mau (do thay doi do
nhét mau), r6i loan chirc nang té bao ndi md mach mau va anh huong tinh
trang dong mau ndi mach.
1.2. MOT SO YEU TO NGUY CO TIM MACH KHONG TRUYEN THONG
TREN BENH NHAN PAI THAO PUONG

Nhitng bénh nhan dai thao duong c6 kha ning xuét hién cac bién
chang tim mach cao hon so véi cac bénh nhan khong bi dai thao duong,
tuy nhién sy xuit hién cac bién chting nay khong twong xtng véi nhau va
phu thudc vao ting ca nhan cu thé va cac yéu to nguy co tim mach di kém.
Tuy nhién, mot sé bénh nhan dai thao dudng van khong hudong duge cac
loi ich tir viéc kiém soat chit ché cac yéu té nguy co tim mach so vai bénh
nhin khong bi déi thao duong. Mic du cac yéu td nguy co ndy di dugc
nhan manh trong nghién ctru UKPDS 1a béo phi, réi loan lipid mau va ting
huyét ap. Piéu do cho thiy céc yéu té nguy co tim mach truyén thong trén
khong du giai thich duoc toan bo cac bién ¢ tim mach trén bénh nhan dai
thao duong. Pén nam 2000, cac tic gia Fonseca va Saito dd dua ra khai
niém va nhan manh vai trd cia cac yéu td nguy co tim mach mai hay con
goi 1a yéu t6 nguy co tim mach khong truyén théng [53]. Tuy nhién, mot
van dé quan trong 1a cac yéu td nguy co nay thudng khong xuat hién mot
cach riéng 1¢ ma thuong xuat hién thanh “nhém” trén ting bénh nhan dai
thao duong cu thé va tuong tac véi nhau. Mic d6 tuong tac giita cac yéu to
nguy co nay ciing nhu sy tuong tac gitra chung va cac yéu td nguy co

truyén théng khoé ma dinh luong duoc.



Bdng 1.2. Cdc yéu t6 nguy co tim mach trén bénh nhan ddi thdo dwong [53]

Cic yéu t6 nguy co truyeén thong

Cic yéu t6 nguy co khong truyén thong

e Tang huyét ap

e R4i loan lipid mau

e Tién sir gia dinh co6 bénh 1y tim
mach

e Hut thudc 14

e Dé khéang insulin
e R4i loan chirc nang ndi mac:
o Giam d¢ phan trng mach mau
o Giam NO
o Giam ADMA
e Tang PAI-1
e Tang phan tmg viém
o Tang hs-CRP
o Tang bach cau
o Tang phan tir két dinh
o Tang MMP-9
e Dam niéu vi lugng
e Tang Homocystein mau
¢ Tang glucose mau sau an
e Bit thuong thanh mach
o Tang IMT, giam d6 dan hdi,

vO1 hda

Cac yéu t0 nay cho ching ta mot cai nhin sau sac hon vé co ché bénh

sinh cua bién ¢ tim mach trén bénh nhan dai thao dudng tip 2. D6 1a mot co

ché bénh sinh phtc tap va do nhiéu yéu té tac dong dong thoi. Mot sé cac yéu

t6 nguy co xuat hién trudc ngay ca khi bi dai thao duong, va dong vai tro

quan trong trong co ché bénh sinh chung cua dai thio dudng va bénh 1y tim

mach, d6 chinh 1a dé khang insulin va cic marker cua phan tng viém. Céc

yéu t6 nguy co tim mach & bénh nhan PTD ciing 1a cac yéu td nguy co tim

mach & bénh nhan tién DTD.
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So do 1.1. Sw twong tdc giiva cdc yéu t6 nguy co tim mach khong truyén thong

trén bénh nhdn ddi thao dwong tip 2 [53].

1.2.1. Pé khang insulin
1.2.1.1. Dinh nghia

Pé khang insulin dugc dinh nghia 14 tinh trang (cta té bao, co quan, hay
co thé) can mot luong insulin nhiéu hon binh thuong dé dat duoc mic dap
g sinh hoc binh thudng. Trén nguoi dé khang insulin dugc xac dinh khi co
néng do insulin ting cao lic d6i, hodc sau lam nghiém phap dung nap
glucose. Trong nghién ciru, ngudi ta 1am nghiém phap “kep hay cb dinh” véi
noéng d6 insulin truyén vao cao va duy tri glucose mau & mirc binh thuong,
néu téc do glucose truyén vao thap, hodc su thu nap glucose vao co thip thi
xéc dinh c6 tinh trang dé khang insulin.

Theo dong thuan ctia t6 chuc y té thé gigi (WHO) va nhom nghién ctru ciia
Chau Au vé dé khang insulin (EGIR), dé khang insulin khi kha ning thu nap
glucose vao co & mirc tir phan vi thap nhat, HOMA — IR, hay nong d9 insulin

mAu ting cao & mic t& phan vi cao nhat trong dan sb binh thuong [25].
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1.2.1.2. Co ché sinh bénh hec

Pa phan dé khang insulin 14 do co ché bt thuong tin hiéu sau thu thé gay
ra. Dé khang sau thu thé lam giam con dudng hoat hoa PI — 3 kinase, ddn dén
1am mat tin hiéu theo con dudng chuyén hoa. Két qua 1am mat kha ning thu
nap glucose vao té bao co, ting sinh dudng tai gan, mat kha nang thu nap acid
béo tu do vao té bao md, din dén rdi loan lipid méu theo kiéu xo vira va tang
VLDL sau in do mat kha ning van chuyén acid béo tu do vé gan. Ngoai ra
bat hoat con dudng PI — 3 kinase 1am kich hoat con dudng mitogen activated
protein kinase (MAPK) lam tang sinh té bao, ting cac yéu to viém, ting dong,
lam mét co ché bao vé ndi mac, gay xo vira mach mau.
1.2.1.3. Cdch do lwong tinh trang dé khdng insulin

+ Ky thuat “kep hay c¢d dinh”: tiéu chuin vang dé danh gia hoat tinh
cua insulin (néng do glucose dugc c6 dinh hoic kep chat & mot mirc trong
khi danh gia sy tiét insulin hodc c¢d dinh ndng dd insulin trong khi do hoat
tinh cua no).

Tuy day 1a tiéu chuin vang nhung kém thuc hanh, khong ap dung rong
rdi dugc vi phai ldy mau lién tuc do insulin/glucose. Do d6 nhiing k¥ thuat
don gian nham xac dinh dé khang insulin bang viéc do insulin/glucose mot
lan tir mot mau mau lac doi (do insulin va glucose) duoc ra doi nham dé ap
dung cho sé luong lén.

+ Cac phuong phéap danh gid khac

- M6 hinh HOMA-1(Homeostasis Model Assessment): day la phuong
phap gian tiép danh gia khang insulin dua trén mbi lién quan giira 2 chi so
insulin (hodc C-peptid) véi glucose huyét thanh luc déi duoc Matthews DR dé
xuat nim 1985 sau d6 dugc To chire y té Thé gigi (WHO) cong nhan cach xac
dinh nay dé danh gia khang insulin. M6 hinh HOMA1 xéc dinh chi s6 khéng

insulin-IR duoc tinh nhu sau:
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HOMAL-IR = 1o x Go/ 22,5.

Piém cat giéi han 13 t& phan vi cao nhat ciia nhém chimg [89].

- QUICKI (Quantitative Insulin Sensitivity Check Index): Ngoai chi s6
khang insulin theo mo hinh HOMA1 con c6 chi s6 kiém soat do nhay cua
insulin QUICKI duogc xac dinh theo cong thirc cua Kazt va cdng sy néu ra
nam 2000[89].

QUICKI = 1/[log(10) + log(GO)]

- Mathews DR: Xac dinh kha ning tiét insulin cua té bao beta goi tit 1a
HOMAZ1-% B duogc tinh theo cong thurc:

HOMA1-%B = (20 x Io)/ (Go - 3,5)

Xac dinh c¢6 giam chiic ning té bao beta khi gia tri ctia chi s6 ¢ bénh
nhan < X -1SD cua nhom ching [89].

- M6 hinh HOMA2 (Homeostasis Model Assessment 2)

M6 hinh HOMA2 1a phuong phap danh gia chirc ning té bao beta,
khang insulin va do nhay insulin dya vao su h'fmg dinh ndé1 mo. Tu nhiing
phuong trinh thuc nghiém ldp lai thu dugc da dugc may tinh mo6 phong, tinh
toan dya trén khong gian 3 chiéu. M6 hinh HOMA?2 ¢6 tinh dén tat ca cac
yéu t6 nhu mat glucose qua than, sir dung glucose & ndo, su bién thién khang
insulin & gan va cac mo. Ngoai viéc sir dung néng do glucose, insulin & gan
va cac m6, mé hinh HOMAZ2 con cho phép sur dung néng do insulin dac hiéu
hodc C-peptid dé tinh toan [89].

- Cho diém chi s6 nhay insulin McAuley

Chi s6 nhay cam insulin (ISI) dugc tinh cho khéi lwong co thé trir m&
(fat-free) bang cach chia luong glucose vao (M — mg / kg / min) cho ndéng do
insulin trung binh trong 60 phut cudi cing cta thir nghiém 120 phut.

Mét ISI <6,3 M / mU / | dugc xéac dinh 1a bi dé khang insulin. Phuong

phap con duoc phat trién két hop néng do insulin lac do6i (To, don vi mU/I),
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triglycerides d6i (TG, don vi mmol/l), va chi s6 khéi co thé (BMI, don vi
kg/m?) dé udc tinh ISI. Cac tac gia trinh bay hai cong thic dé wdc luong ISI,
mot sir dung lo, BMI, va TG, va khéc chi sir dung Io va TG.
ISI =exp [3,29 — 0,25 * In (10) — 0,22 * In (BMI) — 0,28 * In (TG)] (1)
ISI =exp [2,63-0,28 *In (10) - 0,31 * In (TG)] (2) [89]

1.2.1.4. Dé khdng insulin va nguy co tim mach

Binh thuérng Tang dubmg huyét DE KHANG INSULIN
Tang lipid mau
o 5; o Glucose
Thu thé insulin 1 ’
PP IIIII > PRI IIIIIIIIIDIIIIIIID re PP IINPP PP P PRI IIIIIIIII PPPPPPPIIIIIIIIIID
PPPIIPIIIe Di DIV 0 309999 230 2909 IP V0099303999 999999 VI PPPIPIPIIIPININI

T S

Ras PI3 kinase Ras PI3 kinase

' ‘ * | UDPGIcNAC Phan tmg viém
MAPK Akt MAPK i ——T—
¢ { \ ém iNOS
Ting sinh eNOS ﬁ?g ;Inh @ a0 ‘
SR, i 5
1 Phi da oD— ONOS 2
{ NOt

Béo vé tim mach

R&i loan chirc > i~ LE
nang ti thé mPTP ONOO~

cvte Stress
y; oxy héa
Stress
Chét theo churong trinh nitrat héa
t

R&i loan chirc ndng ndi mac va tén thuong té€ bao co tim

Akt, protein kinase B; BH4, tetrahydrobiopterin; Cyt C, cytochromec; eNOS, endothelial nitric oxide synthose; GlcNAc, N-acetylglucosamine; iNOS, inducible
NOS; MAPK, mitogen-activated protein kinase; mKATP, mitochondrial K+-ATPase; mPTP, mitochondrial permeability transition pore; PI3K,
phosphatidylinositol 3*-kinase; P, phosphorylation; and SNO, nitrosothiol

Hinh 1.1. Co ché xudt hién cdc bién ching tim mach do dé khéng insulin [139]

Pé khang insulin tir 1au d3 duoc xem 1a mot yéu t6 nguy co ddi véi tim
mach. Nhung ciing c6 nhiing tranh ci rang vai trd cua dé khang insulin va
nguy co tim mach 1 chua rd rang. Boi vi trong thuc té, dé khang insulin c6
yéu to gian mach va khang viém, day 1a nhiing yéu t6 co tac dung chong lai
X0 vita dong mach. Tuy nhién, di c6 rat nhiéu co ché sinh bénh hoc cua dé

khang insulin gy ra cic bénh 1y tim mach rat phirc tap. Nhu di biét trudc
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day, insulin 1a mot yéu tb ting trudng kich thich té bao mach mau ting trudng
va tong hop protein chat nén. Thir hai, con dudng dan truyén tin hiéu insulin
chiu trach nhiém cho sy bat thudng chuyén hoa glucose ciing duge ghi nhan
¢ lién quan san xuit NO. Do d6, bat thudng tin hiéu ndi bao giy ting
glucose méau ciing anh huéng dén cac bénh 1y mach mau, lam mat dic tinh
chdng xo vita dong mach cua insulin, trong khi d6 ting insulin mau vén tiép
tuc kich thich cac enzym ting truong nhu MAPK. Mic du con nhiéu tranh ci
tuy nhién day 1a co ché dugc sy dong thuin nhiéu nhét tir cic nghién ctu.
Thém vao do, sy mat can bang ndi moi cia insulin ciing lién quan dén nhimng
bat thudng cta cac peptide khac nhau, yéu té ting truong va cytokin. Nhiing
yéu tb nay bao gdbm angiotensin II, endothelin-1 va IGF-I ¢6 vai tro rat quan
trong trong xo vita dong mach. Ngoai ra, d¢ khang insulin con lién quan véi
mot vai yéu t6 nguy co tim mach nhu béo phi, réi loan lipid mau va ting
huyét ap [53].
1.2.2. Hs-CRP

Céac nghién ctitu gan diy cho thdy c6 mbi lién hé giira cac yéu té cua
phan tmg viém va céc bénh 1y tim mach. Va ké tir khi duoc phat hién, hs-
CRP (do bing phuong phép c6 do nhay cao dé phat hién véi mot ngudng
rat thap trong mau) da tré thanh mot yéu té nguy co quan trong trong thuc
hanh 1am sang. Cac nghién ciru vé méi lién quan giita cac yéu to cua phan
tmg viém va cac bién cd tim mach thuong duoc thuc hién trén déi tuong
dan sd chung, rat it cac nghién cau thyc hién trén bénh nhan dai thao
duong. Cac nghién citu gan ddy con chimg minh cac yéu té cua phan ung
viém c6 thé 1a yéu t gitip tién doan dai thao duong trong tuong lai va dua
ra mot gia thuyét rang cac yéu té nay c6 thé dong vai trdo nén tang trong co
ché bénh sinh cua dai thao dudng va bénh 1y tim mach gidng nhu hién

twong dé khang insulin [109].
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Khéng chi tir co ché sinh bénh hoc ma rat nhiéu nghién ctru ciing da chi
ra gia tri cia hs-CRP trong du bao nguy co tim mach véi hs-CRP nho hon 1
mg/L, tir 1-3 mg/L va 16n hon 3 mg/L twong (ng Véi cac mirc nguy co thap,

vira va cao ddi vai viéc xuét hién cac bién ¢ tim mach.

1 mg/L 3 mg/L >100 mg/L

Nguy co Nguy co Nguy co .. E_)ép: lfl’l]g gi_ai dt_Jan cé'l;:_ .
Thap Trung binh cao Bat ke tri so nao, lap lai XN moi 3 tuan

Hinh 1.2. Ap dung hs-CRP trong duw bdo bénh Iy tim mach [109]
1.2.3. Po day 1ép ndi trung mac dong mach canh

Bién chung mach mau la nguyén nhan hang dau giy tir vong va tan phé
& bénh nhan BDTD. Trong do6, xo vira dong mach la nguyén nhan chu yéu cua
cac bién ching mach mau 16n ¢ bénh nhan DTD, do d6 viéc khao sat xo vira
dong mach & giai doan tién 1am sang dang rat duoc quan tim. Bdi qua trinh
x0 vita d6ng mach da duoc bat dau tir rat sém va tién trién trong nhiéu nam
tiép theo. Biéu hién bénh tim mach trén 1am sang xay ra khi mang xo vira
tién trién gay thiéu mau cuc bo hoic khi mang xo vira V& ra giy ra huyét
khdi dong mach. Miac du khong phai tat ca cac mang xo vira déu gay ra bién
chirng tim mach trén 1am sang, nhung nhitng bénh nhan c6 mirc do xo vira
cang 16n thi nguy co xuat hién bién ¢ tim mach trong tuong lai cang gia
tang. Nam 2000, Hiép hoi phong ngtra nguy co tim mach (American Heart
Association Prevention Conference V) da két luan rang “ CIMT bay gid ¢
thé st dung dé danh gia nguy co tim mach theo yéu cau ctia mot bac si lam

sang” [62]. Sau do, vao nam 2001, chuong trinh gido duc qudc gia Hoa Ky
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vé cholesterol (National Cholesterol Education Program (NCEP) Adult
Treatment Panel III) cling dua ra khuyén nghi tuong tu [114]. Trong mot
tong quan caa Hiép hoi siéu am tim Hoa Ky va Hiép hoi mach mau Hoa Ky
(American Society of Echocardiography (ASE), The Society of Vascular
Medicine and Biology) cac nhom chuyén gia tir cac bao cao lam sang da dua
ra d6ng thuan trong viéc str dung phuong phap do CIMT dé danh gia nguy
co tim mach trong tuong lai [110].

+ Nhiing chi dinh st dung CIMT danh gia nguy co tim mach trong thuc
hanh 1am sang

Po CIMT va xac dinh mang xo vita dong mach canh bang siéu am danh
gia nguy co tim mach mang lai loi ich nhiéu nhat cho nhitng bénh nhan c6
nguy co tim mach trung binh (FRS 6-20% va khong c6 bénh 1y tim mach,
bénh 1y mach mau ngoai bién, mach mau nao, dai thao duong hoac phinh
dong mach cha bung trén 1am sang). Ngoai ra nhitng bénh nhan trong nhitng
bénh canh 1am sang sau dy ciling c6 thé duoc xem xét do CIMT va danh gia
mang xo via:

- Bénh str gia dinh c¢6 nguoi than trong quan hé bac 1 mac bénh tim mach
sém (nam < 55 tudi va nit < 65 tudi).

- Nhitng nguoi < 60 tudi ¢ bat thuong nghiém trong mot yéu to nguy co
duy nhét (vi du nhu rdi loan lipid médu mang tinh gia dinh).

- Phu nit < 60 tudi va co it nhat 2 yéu td nguy co tim mach.

Ngoai ra siéu 4m con c6 mot loi thé 1a c6 thé sir dung lién tuc dé danh
gia phan ting nguy co cho bénh nhan. Cung véi viéc do CIMT va danh gia
mang xo vita cling nhu duong kinh dong mach canh ciing gitr mot vai tro
quan trong. Mang xo vira dong mach canh dugc dinh nghia khi chiém hon
50% d6 day thanh mach hoac CIMT Ién hon 1,5mm 16i ra so v&i thanh

mach ké can.
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+ Két qua do CIMT dénh gia nguy co tim mach

- Gia tri CIMT > bach phan vi thu 75: dugc chi ra 1a gia tri cao va gia
tang dang ké nguy co tim mach.

- Giéa tri bach phan vi thu 25 - 75: dugc xem la gia tri trung binh va chi ra
nguy co tim mach khong thay doi.

-Gié tri < bach phan vi thir 25: gia tri thap va chi ra nguy co tim
mach thap.

Nhitng hinh anh hoc ¢6 thé dugc danh gia thém nhu kha niang hep dong
mach canh mac do cao (nhu 1a xuat hién hinh anh mang xo vita tic nghén,
taing mau hoic van téc quang phoé Doppler), khdi u mach canh hoic dong
mach canh béc tach hodc khdi tuyén giap 16n ( >1cm), hach to... ciing nén
duoc ghi nhan thém.

1.2.4. Mt so yéu toé nguy co tim mach khong truyén thong khac
1.2.4.1. Réi loan chikc niang ngi mac

Nhitng réi loan chirc nang ndi mac thudng gap trén bénh nhan BTD tip 2
lam gia ting nguy co tim mach: giam phong thich NO, ting tong hop
endothelin-1, giam phong thich prostacyclin, ting biéu hién cac phan tir két
dinh, tang két dinh tiéu cau, ting dong, ting cac san pham glycat hoa. Ngoai
ra, ting ADMA (asymmetric dimethylarginine) ciing 1a dau chi diém réi loan
chirc nang ndi mo, tang xo vira dong mach va lam gia tang nguy co tim mach
¢ bénh nhan BDTD [53].
1.2.4.2. Réi logn chikc ning déng mdu va ly gidgi fibrin

Hé thong ly giai fibrin cta co thé 1a qua trinh twong tac qua lai cua cac
chat hoat hoa plasminogen va ¢ ché cac chat hoat hoa nay (PAI-1). Qua
trinh ly giai fibrin 1a can thiét dé dam bao cho dong chay cia mach mau.

Giam ly giai fibrin lam gia tang hinh thanh cac cyuc mau dong, gy ting dong
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va din dén cac bién chung tim mach. Hién tuong giam ly giai fibrin thuong
c6 mdi lién quan chat ché voi mirc do ton thwong mach mau & bénh nhan
PTP va la yéu t6 nguy co cta nhoi mau co tim. Ngoai ra PAI-1 thuong gia
tang trén nhitng bénh nhan dé khang insulin va DTP tip 2. Ri loan dong
mau dong vai trd quan trong trong cac bién chung tim mach & bénh nhan
PTPD. Nhitng réi loan khac thuong gap trén bénh nhan DT bao gbm: thay
d6i fibrinogen, yéu t& V, II, VII va giam antithrombin III, ting D-dimer,
tang von Willebrand... [53].
1.2.4.3. Microalbumin niéu

Microalbumin niéu 1a thay ddi sém nhat caa bién ching than & bénh
nhan PTD, dugc dinh nghia khi Iuong albumin bai xuat trong nuoc tiéu tur
20200 pg/phut. Nhiéu nghién ciru da chiing minh microalbumin niéu 1a mot
yéu t6 nguy co tim mach quan trong, co lién quan véi dé khang insulin ngay
ca ¢ giai doan chua khoi phat DTD. Sy gia ting microalbumin ni¢u lam nang
thém céc bién ching tim mach ¢ bénh nhan PTP. Va day duoc xem 13 mot
trong nhitng yéu t6 nguy co c6 thé diéu tri dugc nham ngin nglra cac bién
chung tim mach trén bénh nhan BDTD [53].
1.2.4.4. Tang homocystein

Tang homocystein da duoc ching minh va mot yéu to nguy co tim mach
doc 1ap quan trong, ngay ca ¢ nhitng bénh nhan khong bi BPTD. Méi lién quan
gitta homocystein véi cac bién chiing tim mach khong phu thudc vao luong
cholesterol, va cac yéu té nguy co tim mach khac. Su gia ting homocystein
trén bénh nhan DTP 1am ning thém cac bién chiing tim mach. Mot nghién
ctru trén bénh nhan DTD ghi nhan ¢t ting mdi 1 umol/L homocystein lam
tang nguy co tim mach véi OR =1,45. Mot nghién ctru khac ghi nhan méi lién

quan giira homocystein va cac bién chang tim mach sé& gia tang theo murc do
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rbi loan glucose mau, ting mdi 5 pmol/L 1am ting bién chang tim mach véi
OR lan luot 1a 1,38; 1,55; 2,33 & nhém bénh nhan glucose mau binh thuong,
rbi loan dung nap glucose va DTD tip 2.

Tang homocystein 1am gia ting nguy co tim mach do tén thuong mach
mau véi da co ché: ton thuong té bao ndi mod gay rdi loan chirc nang ndi mac,
tang sinh té bao co tron mach mau, ting két dinh tiéu cau va gia ting qua trinh
oxy hoa cac LDL, tir d6 gay gia tang xo vira dong mach [53].

1.3. HORMON LEPTIN
1.3.1. Dai cwong

Cau chuyén vé leptin bat dau tir phong thi nghiém Jackson ¢ Hoa Ky,
khi cac nha khoa hoc phat hién ra cha chudt dic biét rat hao an va bi béo phi
(chudt ob). Sau khi nghién ctru, nguoi ta ghi nhan chudt ob bi khiém khuyét
Vvé gien trong qué trinh t6ng hop phan tir protein, va ngay nay cic nha khoa
hoc da dit tén 1a gien lep va phan tir leptin. Leptin dugc tong hop chii yéu tir
cac té bao md tring. Leptin dugc xem nhu hormon quan trong gitr vai tro lién
két gitta m6 m& ngoai bién va hé than kinh trung wong trong viéc kiém soat
su thém 4n va tiéu thu ning luong cua co thé. Khi co thé thiéu leptin s& dan
dén tinh trang dn nhiéu qua mic giy nén béo phi. Sy kham pha ra leptin vao
nam 1994 da mé ra mot cudc cach mang vé khai niém béo phi cling nhu mé
ra nhitng kha nang diéu tri béo phi bang leptin tai to hop. Tuy nhién van dé
ing dung leptin trong 1am sang gap nhiéu kho khin do hau hét cac ddi tuong
béo phi trén 1am sang khong phai do khiém khuyét gien tong hop leptin bam
sinh, ma chu yéu do ché d6 dinh dudng, tap luyén thé luc va cac yéu tb moi
truong. Nhitng trudng hop béo phi nay thuong kém theo ting leptin huyét
thanh, tir d6 da xuat hién khai niém dé khang leptin trén 1am sang. Sy gia ting

leptin ti & vi tinh trang béo phi va khoi luong mé md trén bénh nhan. Nhiing
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bénh nhan nay khong dap (ng véi tiém leptin tai to hop trong diéu tri giam
cam giac thém an va giam can trén bénh nhan béo phi. Mac du rng dung vao
diéu tri con nhiéu kho khin tuy nhién tdm quan trong cua viéc nghién ctu
leptin 12 khong ban cdi, va leptin tai té hop co vai tro trong diéu tri nhiing
truong hop thiéu leptin man tinh (bam sinh, loan dudng md, chan an...) hoic
thiéu insulin [1], [55].
1.3.2. Tong hop leptin

O ngudi, gien mi hoa leptin nam trén nhidm sac thé sé 7q31.3 va tong
hop nén phan tir leptin gém 167 axit amin voi dau tan gom chudi tin hiéu 21
axit amin dugc xem nhu phan chiic ning cua phan tir leptin. Pau tan gitp
chuyén leptin vao cac tiéu thé va sau d6 loai bo chudi tin hiéu nay va tuan
hoan trong méau dudi dang phan tir gém 146 axit amin. Leptin duoc tong hop
chinh tir cac t& bao md md tuy nhién cic nghién ciiu gan day cho thay leptin
con duoc téng hop tir cac m6 khac nhu nhau thai, buéng tring, mo6 co va da
day. C6 méi lién hé mat thiét gitra su tong hop leptin va khéi luong té bao mo
m&. Mot s6 nghién ctiru ghi nhan su tong hop leptin con dién ra tai nhau thai
va budng trimg. Co6 hai gia thuyét cho hién tugng trén, ngudi ta cho rang
leptin déng vai trd nhu nhitng yéu to ting trudng thong tin vé trang thai nang
luong gitra me va con, mat khac nhau thai c6 thé 1a mot trong nhimg co quan
dich chiu tac dong cua hormon leptin. Ngoai ra nhimg nghién cttu gan day
con ghi nhan sy hién dién cua leptin & da day, gan va tuy, tuyén yén, tuyén va
va té bao tay xuong.

Nong d6 leptin trong tuan hoan phan anh khéi luong mé md cua co thé
va lién quan mat thiét véi tinh trang du trit ning luong ¢ ndo. Nong do leptin

trong tuan hoan phu thudc nhiéu yéu to.



21

1.3.3. Thu thé leptin (Lep-R)
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Hinh 1.3. Thu thé leptin [79]

Leptin tac dong théng qua thu thé c6 né trén bé mit té bao con goi la

Lep-R. Lep-R duoc mé hoa boi gien db trén nhiém sic thé s 4. C6 6 dang
thu thé Lep-R duoc dit tén tir Lep-Ra dén Lep-Rf. Tat ca cac dang déu c6
mot doan chung giéng nhau bén ngoai mang té bao va khac nhau & doan
bén trong mang té bao. Riéng thu thé Lep-Re khong c6 doan xuyén mang,

chu yéu gan véi leptin va 1am Gc ché sy chuyén cho leptin trong tuan hoan.
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Céc loai thu thé con lai déu c6 doan xuyén mang c6 chira Box!1 1a noi gin
két voi janus kinase 2 (JAK2). Thu thé Lep-Rb c6 doan xuyén mang dai
nhat, co thé bi phosphoryl hoa & 3 vi tri khac nhau, thy thé nay c6 nhiéu
trén nhan cung ha ddi va chiu trach nhiém chinh trong vi¢c kiém soat diéu
hoa ning luong va chitc nang than kinh noi tiét. Leptin sau khi gan vao thy
thé s& hoat hoa JAK2 va phosphoryl hoa cac doan tyrosine, tiy theo cac vi
tri, cac loai tyrosine khac nhau s€ gy ra nhitng dap ung dac hiéu khac nhau
cua leptin,

1.3.4. Leptin diéu hoa cAn bang niing lwong

Tac dung chinh ctia hormon leptin trong tudn hoan 14 hé than kinh trung
wong, diéu chinh luong thirc an an vao, tiéu thu ning lugng va cin bang
chuyén hoa.

Leptin tac dong trén thu thé Lep-Rb ¢ nhan cung vung ha ddi, hoat
héa mot vong phan ¢ng phuc tap, didu hoa cam giac thém an, tir d6 diéu
chinh luong thirc an dn vao. Bén ngoai vung ha doi, leptin twong tac vai
hé thong dopamine gdp phan ting thém cam gidc chan an. Khi bo sung
leptin cho nhitng ddi tuong bi thiéu hut leptin, leptin s& lam gia tang tong
hop cac synap than kinh bai tiét va dan truyén cic neuropeptide
proopiomelanocortin cam giac chan an, nguoc lai giam dan truyén cac
neuropeptide Y cam gidc ngon miéng. Khong chi tic dung trén hé than
kinh trung uwong giy cam giac chan an, leptin con lam gia tdng ti€u thu
nang lugng, tang hoat hda giao cam, hoat hoa md nau sinh nhiét. Trén lam
sang nhitng bénh nhan bi thiéu hyt leptin bam sinh do dot bién gien s& bi
béo phi do chimg hio an qua dd, trén nhitng bénh nhan nay néu duoc diéu
tri bang leptin tai t6 hop s& giup giam cam giac thém an, bénh nhan s& bét

an lai va giam can vé binh thuong.
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1.3.5. Tac dung Khac cia leptin 6 moé ngoai bién

Ngoai tac dung chinh trén diéu hoa cin bang ning luong, leptin con
nhiéu tac dong trén mo ngoai bién nhu: trén co quan tao mau, tic dong trén
tim mach, chuyén hoa glucose, tac dong trén chuyén hoa xwong, cac hormon
khac va diéu hoa mién dich. Tuy nhién tac d6ng cua leptin trén cac co quan s&
phu thudc vao mirc do dé khang leptin va sy nhay cam cua leptin trén ting co
ché tac dong [104].

1.3.6. Hién twong dé khang leptin chon loc

Nhitng nghién ctru trén ngudi déu cho thay nong do leptin huyét thanh
thuong cao ¢ nhitng bénh nhan béo phi, tir d6 dat ra cau hoi liéu cac bénh
nhan béo phi c6 bi dé khang véi tac dung chuyén hoa cua leptin boi vi nong
do leptin huyét thanh ting cao ciing khong thé dua khoi luong mdé md cua
nhitng bénh nhan nay tré vé binh thudng du cho didu do6 1a can thiét cho viéc
duy tri can bang nang luong.

C6 nhiéu co ché giai thich cho hién tugng dé khang leptin. Thir nhat co
thé do sy chuyén cho leptin vao hé than kinh trung wong bi bdo hoa & nhiing
bénh nhan béo phi. Mit khac trén nhitg ch chudt béo phi do dn qua nhiéu
m&, kha nang kich thich cta leptin 1én hé thong tin hiéu JAK STAT bj giam
dang ké. Trén nhitng bénh nhan béo phi con ¢ su hoat hoa cac cytokine nhu
SOCS-3 (suppressors of the cytokine signalling family) tc ché cac tin hiéu
caa leptin. Mot trong nhitng nguyén nhan khac 1a do hién tugng phong thich
va hoat héa cac yéu t6 tién viém trén bénh nhan béo phi, cac yéu t6 nay la gia
tang nong do leptin huyét thanh va gop phan gy nén hién twong dé khang

leptin trén 1am sang [128].
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Tuy nhién sy dé khang leptin chi lam giam tac dung tc ché cam giac
thém an va tang ti€u thy nang luong cua leptin, cac tac dung khac cua leptin
trén hé than kinh giao cam dudng nhu duoc bao tén va gy ra nhitng hau qua
Xau trén tim mach (s& duoc ban luan phia dudi). Khai niém “dé khang leptin
chon loc” dung dé minh hoa cho hién tuong trén.

Co ché cua hién tuong dé khang leptin chon loc con chua duoc biét 3.
Gan day, mot gia thuyét moi lién quan dén dé khang leptin da dugc dua ra va
Iy giai cho hién twong trén. Gia thuyét nay cho rang su dé khang leptin chon
loc gay ra boi giam hiéu qua cua leptin, do sy twong tac giira leptin huyét
thanh véi cac yéu té khac trong tuan hoan. Mot trong nhiing yéu té nay la
protein phan tng C (CRP), mot chat chi ddu cua viém hé thong va chét tién
doan nguy co tim mach. Trong cac nghién ctu in vivo cho thay khi truyén
CRP ngudi vao chudt ob/ob s& 1am giam hiéu qua cua leptin trong viéc diéu
hoa cam giac thém an va ngan chan giam can. Trong m6 hinh nay, anh huong
cua leptin 1én kiém soat cam giac déi va diéu chinh can ning gan nhu bi vo
hiéu. Quan sat nay goi y rang su gan két cia CRP ngudi Véi leptin c6 thé gay
tré ngai kha ning leptin tiép can ha d6i va xuyén qua hang rao mau nio.
Ngoai ra ndng d6 CRP ting cao c6 thé tc ché kha niang gan két cua leptin vao
thu thé ctia n6 [128].

1.3.7. Leptin va chuyén héa glucose
1.3.7.1. Leptin va insulin

Insulin 14 mdt hormon quan trong trong diéu hoa nang luong, insulin lam
tang su hap thu glucose, axit béo tir cac mo dich va lam ting di héa, do do
insulin va leptin c6 mdi lién hé chit ch& véi nhau trong viéc diéu hoa su can

bang ning lugng trong co thé.
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Hinh 1.4. Co ché tic dgng ciia leptin lén té bao beta tuy [102]

* Anh huong cta insulin 1én ndng d6 leptin huyét thanh

Céac nha nghién ctu dd ghi nhan duogc insulin 1a mot yéu té diéu hoa
quan trong trong viéc tong hop va bai tiét leptin tir mé mé trang. Insulin mau
ting cao s& lam ting biéu 10 cac gien tong hop leptin va 1am ting ndng do
leptin trong mau.

* Anh huong cia leptin 1én sy bai tiét insulin va su nhay cam insulin &
ngoai bién

Nam 1996, tac gia Kieffer va cong sy da phat hién ra cac thu thé cua
leptin trén bé mit té bao B cua tiéu dao tuy, tir d6 dat ra cau hoi licu leptin c6
tac dong trén nhitng thu thé d6 va anh huang truc tiép dén sy bai tiét insulin.
Nhiéu nghién ctru da duoc thuc hién dé 1am sang to van dé trén tuy nhién céc
két qua con nhiéu tranh cii. Két qua cac nghién ciru khong dong nhat véi
nhau phu thudc vao loai leptin nghién ctru (tai t6 hop thudng it hoat tinh sinh
hoc hon dang tu nhién), ndng do leptin thap hay cao, thoi gian u leptin véi
tiéu dao tuy va ndng do glucose. Va diéu quan trong nhét 1 hién tuong dé
khang leptin trén 1am sang. Do d6 mic du co ché anh hudng truc tiép cua
leptin trén sy bai tiét insulin con chua rd rang nhung hau hét cac nghién cau
déu ghi nhan nong do leptin huyét thanh c6 méi twong quan thuan c6 y nghia
thong ké véi insulin, diéu nay khong phu thudc vao chi s6 BMI va khéi luong

m& cua co thé.
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Hinh 1.5. Co ché diéu hoa chuyén héa glucose ciia leptin thong qua hé

than kinh trung wong [66]
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1.3.7.2 Leptin va nhiing co ché khdc anh hwéng dén chuyén héa glucose
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Hinh 1.6. Co ché tdc dpng ciia leptin 6 mé ngoai bién gitip diéu hoa chuyén

hoa glucose [66]
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Ngoai tac dung anh hudng caa leptin 1én té bao beta va ndng do insulin
mau, tac gia Heather Denroche con dua ra hang loat co ché tac dung cua
leptin trén chuyén hoa glucose khong phu thudc vao ndng do insulin mau.
Leptin ngoai tac dong truc tiép dén té bao beta con anh hudng dén té bao
alpha, tic dong trén mé co, gan va md md gitp can bang glucose mau, va cac
tac dung nay duoc xem nhu tuong tu nhu hormon insulin. Ngoai ra leptin con
tac dong trén hé than kinh trung wong, thong qua hé théng than kinh giao cam
va phé giao cam gitip diéu hoa va can bang chuyén hoa glucose.

1.3.8. Tac dung cia leptin trén tim mach

sl Kich thich
wml]  (Jc ché

I t Hoat tinh giao cam
Ting huyét ap = SjicchEdogt “——-
' M2 Xo vira déng mach > s
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I~ k et = 4 Axit béo ty do, tich ty lipid
® -~ m > 4Phinirng oxy héa
AJI™D 4 nNitrit Oxide
3 5 i 4 Endothelin-1
Angiotensin Il {
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Hinh 1.7. Dé khdng leptin va bién chirng trén tim mach [133]
Nhiéu nghién ctu ghi nhan tinh trang tang leptin huyét thanh lién quan
dén rat nhiéu cac bénh 1y tim mach: ting huyét ap, xo vira dong mach, nhoi

mau co tim, dot quy... [99],[138]. Trén nhitng bénh nhan béo phi, hién tugng
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dé khang leptin duong nhu chi xay ra véi tac dung cua leptin trén ving ha doi
nham diéu hoa cam giac thém an va can bang nang lugng, trong khi tac dung
cua leptin trén hé théng giao cam van duoc duy tri, gdy nén nhiing hau qua
Xau trén tim mach. Ttr d6 cac nha khoa hoc dit ra gia thuyét hién tuong dé
khang leptin chon loc, chi xay ra & mot s6 co quan va mét s6 tac dung dic
bi¢t cua leptin trén cung mot co quan dich.
1.3.8.1. Tdc dung truc tiép ciia leptin trén tim

+ Anh hudng trén chuyén hoa

Leptin kich thich qua trinh oxy hoa thong qua nhiing tin hi¢u STAT3
(involving signal transducer and activator of transcription 3), NO (nitric
oxide), va MaPK (p38 mitogen activated protein kinase) gdy giam oxy hoa
glucose va tang oxy hoa axit béo. Pay la nhimng tac dong bat loi cua leptin
trén té bao co tim. Tuy nhién, nhiing tic dung trén chi Xay ra trong giai doan
dau khi leptin tiép xac véi té bao co tim, hién twong tang leptin huyét thanh
kéo dai s€ gay nén tac dung nguoc lai, giam oxy hoa axit béo 1a gay tich tu
lipid & bén trong té bao. Leptin c6 vai trd quan trong anh huéng dén chuyén
hoa té bao co tim va chic ning tim sau nay, do d6 can nhiéu nghién ctru hon
nita dé 1am rd co ché tac dung cua leptin, tir d6 c6 hudng tng dung vao thuc
hanh 1am sang [68].

+ Anh huong dén qua trinh chét té bao theo chuong trinh

Leptin co vai tro quan trong giup bao vé té bao co tim khoi hién tuong
chét theo chuong trinh trong diéu kién thiéu oxy. Nhimng nghién ciru in vivo
ghi nhan qua trinh leptin giup bao vé té bao co tim trong diéu kién thiéu mau
co tim kéo dai. Mic du van dé ndy vAn con mdt vai tranh cdi tuy nhién co
nhiéu bang chang cho thay thiéu hut leptin hoac khiém khuyét thy thé leptin
c6 thé lam gia ting hién twong chét theo chuong trinh va gy nén rdi loan

chure ning té bao co tim [68].
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+ Anh hudéng dén su phi dai

Nhiéu nghién ctru d3 chimg minh duoc muc do cua suy tim, du cho
nguyén nhan gi, déu c6 lién quan voi hién tugng phi dai that trai ting dan
theo thoi gian. Mic du phi dai that trai 1a co ché thich nghi ban dau cua tim,
tuy nhién theo thoi gian, hién tuong thich nghi nay s€ khong con tac dung
bao vé va s& gay nén nhiing roi loan vé chirc nang cua tim. Rt nhiéu nghién
clru trén chudt va trén ngudi déu da ching minh leptin c¢6 vai trd truc tiép
gdy phi dai that trai. Su thay ddi vé ciu trac va khoi co that trai 1a do hau
qua ctia béo phi, nong do leptin cao ¢ nhitng bénh nhan béo phi cé vai tro
quan trong gy phi dai that trai. Co ché gay phi dai that trai cua leptin thong
qua con dudng tin hiéu phu thugc p38 MaPK, mot trong nhiing co ché bénh
sinh quan trong gy phi dai co tim. Ngoai ra nhimg nghién ctu gan day cho
thay leptin c6 lién quan dén hién twong gia ting endothelin-1 va ROS
(reactive oxygen species), angiotensin II, va norepinephrine, day la nhiing
chét trung gian gy phi dai co tim. Mot vai nghién ctru khac ghi nhan leptin
c6 vai tro diéu hoa tang biéu hién va hoat dong cua thy thé PPARa, day la
mét trong nhitng yéu té quan trong trong diéu hoa chuyén hoa axit béo &

tim, tir 46 gy phi dai té bao co tim [68].
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Hinh 1.8. Co ché gdy phi dai thdt trdi lién quan dén tinh trang thidu hut

leptin hodc dé khéng leptin [113]
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+ Anh huong hé théng chat nén ngoai bao

Leptin kich thich gia tang biéu hién va hoat tinh cia MMP-2 ¢ té bao co
tim, dac biét 1a tim that thong qua p38 MaPK. Cho dén hién nay, c6 mot vai
nghién ctu cho thay leptin c6 vai trd anh huéng dén qua trinh tai cu trac cia
chat nén ngoai bao ¢ tim, tuy nhién can nhiéu nghién ctru hon nira dé khang
dinh tac dung nay.

+ Anh hudéng gy phan ung viém

Leptin 1a mot trong nhitng yéu té trung gian quan trong caa phan ¢ng
viém, dic biét 1a twong tac vdi CRP mic du hién nay cac nha khoa hoc van
dang tap trung khang dinh rd hon co ché nay. Gan day, cic nha khoa hoc
dé cap dén vai tro cua thy thé toll-like (TLRs (Toll-like receptors)) trong
viéc khoi phat mién dich va cdc phan tng viém trong suy tim. Mot vai
nghién ctru ciing chang minh leptin ¢6 vai trd trong diéu hoa su biéu hién
cua TLRs [68].
1.3.8.2. Tdc dgng truc tiép trén mach mdu

+ Tac dong trén huyét ap

+ Tac dong gay xo viia

+ Anh huong dén chtic nang noi mac

+ Gay tang dong
1.4. CAC NGHIEN CUU LIEN QUAN DEN DE TAI

Mic du khong c6 nghién ciru twong tu nhu dé tai, tuy nhién hién nay c6
rat nhiéu nghién ciru riéng 1¢ lién quan dén dé tai nhu khao sat nong do leptin
huyét thanh, mot s6 yéu té nguy co tim mach khong truyén théng nhu dé
khang insulin, hs-CRP, IMT trén nhitng bénh nhan rdi loan glucose mau, va
c6 nhiéu nghién ciru ghi nhan méi lién quan giira leptin va cac yéu té nguy co

tim mach trén.
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1.4.1. Cac nghién ctru V& leptin va mét s6 yéu toé nguy co tim mach & bénh
nhén tién PTD

Nong d6 leptin huyét thanh thuong ting cao khi khéi luong m& cua
co thé gia ting, day 1a mot yéu td nguy co cua dai thao duong da duogc xac
dinh 13, tir 46 dat ra cau hoi liéu leptin co vai tro trong co ché bénh sinh
cia dai thdo duong tip 2 hay khong. Nam 1999, mot sb tac gia di ghi
nhan leptin c6 lién quan dén dai thdo duong, cic tic gia trén ghi nhan
nong do leptin huyét thanh ting cao & thoi diém ban dau sé& giup tién doan
dai thdo duong sau 5 nim theo dai [90]. Mdi lién hé dic biét trén thay rd
& gigi nam, nhung chua c6 y nghia thong ké & gidi nit. Trong nhitng nam
sau d0, thém nhiéu nghién ctru khac ra doi, cac tac gia mot 1an nira ciing
khang dinh leptin 12 mot yéu té doc lap tién doan dai thao duong trong
tuong lai [119], [135].

Anh hudng cua leptin 1én dai thao dwong rat da dang, nhiéu nghién
ctiru cho thay leptin 1am gia ting nguy co dai thiao duong va giup tién doan
dai thao duong trong tuong lai nhung mot vai nghién ctu tai chau A ghi
nhan nong do6 leptin huyét thanh giam & cic bénh nhan dai thao duong.
Piéu do6 cho thdy khong phai tit ca cic nghién ctiru déu cho két qua dong
nhat. Nghién ctu tai A rap thuc hién trén 92 bénh nhan dai thao duong tip
2 ghi nhan nong do leptin huyét thanh ¢ nhoém dai thao duong gan nhu
twong duong voi nhom chimg, va néu phan tich riéng trén nhém dai thao
duong kém béo phi thi leptin huyét thanh c6 khuynh huéng thap hon cé ¥
nghia thong ké so vi nhém khong bi dai thao duong [16]. Mot nghién ctu
khéc ciing thuc hién tai nam A, cac d6i tuong nghién ctiru bao gom 55 bénh

nhan dai thao dudong khong béo phi va 35 dbi tugng nhom ching, két qua
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nghién cttu ghi nhan leptin huyét thanh & nhom dai thao duong thap hon cé
y nghia théng ké so v&i nhom ching [14]. Tom lai, hau hét cac nghién ctu
déu ghi nhan c6 mdi lién quan giira leptin va dai thao duong, tham chi nong
d6 leptin huyét thanh ting cao c6 thé co gia tri tién doan dai thiao duong
trong twong lai. Tuy nhién mot vai nghién ciru tai chau A lai ghi nhan sau
khi bi dai thio duong thi ndng do leptin huyét thanh c6 khuynh hudng
giam thap, dac biét & nhitng d6i twong bénh nhan dai thio duong ma khong
béo phi, mgt dic trung ctia dan s dai thao duong ¢ chau A, va trong cac
nghién ctru d6 déu ghi nhan ndng do leptin huyét thanh co lién quan co ¥
nghia thong ké gitra leptin va chi s6 BMI, nong d6 insulin mau. Cac nghién
ctru nay khong han mau thuin véi nhau, vi nhitng ddi twong bénh nhan
nghién ctru khac nhau, ¢ cac giai doan khac nhau cua dai thao duong, thoi
gian chan doan, giai doan tién dai thao duong.... cling nhu khac nhau vé
chi s6 BMI, va hién tugng dé khang insulin.

Ciing giéng nhu nhitng yéu t nguy co tim mach khac, CIMT ciing
thuong gia tang trén nhitng bénh nhan PTD, day 1a nhitng d6i twong thudng
kém theo nhiéu rdi loan chuyén hoa nhu thira cin, béo phi, rdi loan lipid mau,
tang huyét ap... Tuy nhién nhiéu nghién ctu gan day thuc hién trén nhiing
bénh nhan & giai doan sém cua rdi loan glucose mau ciing ghi nhan co sy gia
tang CIMT va xo vita dong mach tir rat sém. Nghién ciu thuc hién trén 117
bénh nhén tién dai thao dudng theo tidu chi HbAlc (5,7 — 6,4%) ghi nhan
IMT cao so voi nhom chirng, khi phan tich nhom bénh nhan HbAlc > 5,7%
va dung nap glucose binh thuong, tac gia ciing ghi nhan két qua tuong tu [41].
Nghién ctru thuc hién tai Viét Nam cling ghi nhan c6 su gia tang CIMT &

bénh nhan DTD kém ting huyét 4p va co6 mdi lién quan co y nghia thong ké
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gitta CIMT va tudi, thoi gian mac bénh DTD va hién tuong phi dai that tréi
[8]. Mot nghién ctru khac cling thuc hién trén 102 bénh nhan dai thao duong
ghi nhan ti 1€ day IMT va mang xo Vira tang cao & nhom dai thao duong tip 2
va tang dan theo lia tudi [7].

Nhiéu nghién ctru truéc ddy da ghi nhan nong d6 hs-CRP ¢ nhom bi
DTP cao hon nhom khong bi DTD ¢6 ¥ nghia théng ké, tham chi ndong d6 hs-
CRP cao ¢ nhitng bénh nhan DTD c¢6 thé lién quan dén cac bién ching mach
mau 16n va ca mach mau nhé & bénh nhan DTP. Nhimg nghién ctu gan day
cling ghi nhan nong d6 hs-CRP ¢ nhom tién DT ciing cao hon so v4i nhom
chung. Tac gia Sabanayagam va cong su ciing ghi nhan nong do hs-CRP tang
cao lam gia tdng nguy co tién DT sau khi hiéu chinh tudi, gidi, can ning,
BMI va mot sbt cac yéu t khac, va nguy co tién DTD sé& tang gip do6i khi hs-
CRP >3 mg/L [112].

Céac nghién ctu tai Viét Nam ciing ghi nhan nong d6 hs-CRP va CRP
c6 lién quan c6 y nghia thdng ké vai bénh 1y mach vanh va BTD tip 2, CRP
cang cao, mic do ton thuong mach vanh cang nhiéu va glucose mau cang
cao [4], [6], [9].

1.4.2. Lién quan giira leptin va cic yéu to6 nguy co tim mach

Mic du leptin 1a hormon diéu hoa cam giac thém an, giit can bang ning
lugng théng qua nhiing tin hiéu dén nio, tuy nhién hau hét nhiing bénh nhan
béo phi déu c6 hién tugng tang leptin huyét thanh va néng do leptin co lién
quan dén hién tuong dé khang leptin trén 1am sang. Nhiéu nghién ctu ghi
nhan tinh trang tang leptin huyét thanh lién quan dén rat nhiéu cac bénh ly
tim mach: ting huyét ap, xo vira d6ng mach, nhdi mau co tim, dot quy...

Trén nhitng bénh nhan béo phi, hién twong dé khang leptin duong nhu chi
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Xay ra voi tac dung cua leptin trén ving ha ddi nham diéu hoa cam giac
thém 4n va can bang ning luong, trong khi tac dung cia leptin trén hé thdng
giao cam van dugc duy tri, gdy nén nhirng hau qua xau trén tim mach. Tir d6
cac nha khoa hoc dit ra gia thuyét hién tuong dé khang leptin chon loc, chi
Xay ra & mot s co quan va mot sé tac dung dic biét cua leptin trén cuing mot
co quan dich [68].

Nhiéu nghién ctru ghi nhan leptin c6 lién quan dén huyét ap tam thu,
huyét ap tam truong, va leptin c¢6 thé anh huong dén mic d6 kiém soat
huyét ap trén nhitng bénh nhan ting huyét 4p dang diéu tri. Nghién ctru
thyc hién trén 2 nhém bénh nhéan ting huyét 4p va huyét 4p binh thuong
c6 cung BMI ghi nhan nhém bénh nhan co ting huyét ap nong do leptin
cao hon c6 y nghia thong ké so vi nhom huyét ap binh thuong, va tir d6
tac gia dat ra gia thuyét liéu leptin co thé c6 vai tro trong co ché bénh
sinh cua ting huyét ap khong phu thudc vao chi sé BMI hay hién tuong
dé khang insulin [13]. Mot nghién ctru khac trén nhitng bénh nhan ting
huyét 4p khang tri cling ghi nhan nhom ting huyét 4p khang tri khong
duoc kiém soat tot c6 ndong do leptin huyét thanh cao hon han nhom ting
huyét ap khang tri duoc kiém soat tét va nhom khong ting huyét ap
khang tri [40].

Anh huéng cua leptin doi véi khéi co that trai con chua duoc hiéu rd.
C6 nghién ctu ghi nhan nong d6 leptin huyét thanh lac doi ciing c6 lién
quan chat ch& véi sy phi dai that trai va diéu nay khong phu thudc vao chi sb
BMI, khéi lugng md cia co thé va huyét ap ctia bénh nhan [61], tuy nhién
nhitng thi nghiém trén chudt ob lai ghi nhan khéi luong co that trai ting dan

theo thoi gian cung véi dién tién béo phi ciia chudt ob, va sau khi duoc tiém
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leptin thi sy phi dai that trai giam han [28]. Anh huéng cua leptin dbi véi
khdi co that trai tiiy thudc vao ndng do leptin va tinh trang dé khang leptin
trén lam sang.

Nhu da néu, leptin c6 vai tro tac dong 1én qua trinh xo vira dong mach,
nhiéu nghién ciru da ching minh leptin co lién quan c6 y nghia thong ké véi
IMT, mot dau hiéu som cua xo vira dong mach. Mot nghién ciu thuc hién
trén 120 doi tugng khoe manh di ghi nhan leptin c6 mbi lién hé vai IMT va
diéu ndy van con c6 ¥ nghia théng ké trong mo hinh phan tich da bién [35].
Nhitng nghién ctru gan day trén bénh nhan vay nén, day 1a nhitng bénh nhan
c6 nguy co tim mach cao va tiém an xo vita dong mach dudi 1am sang nham
khao sat méi lién quan giita IMT va cac yéu té nguy co khac. Ca hai nghién
Cru cua tac gia Kumari Asha va Enany déu ghi nhan nong do leptin huyét
thanh tang cao 1a mot trong nhiing yéu to nguy co gay gia taing IMT & nhiing
bénh nhan vay nén [23], [46].

Leptin va mot trong nhitng yéu té nguy co tim mach, cung véi nhiing
yéu t6 nguy co khic nhu cac yéu td cua phan tmg viém, cac cytokine tién
viém lam nang thém nguy co tim mach trén bénh nhan. Mot nghién ctu thuc
hién trén 100 d6i teong khoe manh ghi nhan leptin c¢6 mdi lién hé c¢6 y nghia
théng ké véi CRP, diéu nay dung & ca nam lan nit [116]. Mdi lién quan nay
van c6 y nghia théng ké sau khi hiéu chinh tudi, BMI, vong eo, vong hong,
tinh trang hat thudc 14 va udng ruou cua cac d6i tugng tham gia nghién cuu.
Nong do leptin va hs-CRP ting cao lam gia tang nguy co hoi chiing chuyén
hoa va ti 1 hoi ching chuyén héa cao nhat & nhom vira ¢ leptin va vira co
nong do6 hs-CRP cao (86% ¢ nam va 71% & nix) [129]. Tuy nhién mot vai

nghién ciru khac ciing ghi nhan leptin co lién quan c6 y nghia théng ké voi
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CRP nhung mdi lién hé nay khong con ¥ nghia théng ké sau khi hiéu chinh
mot vai yéu to.

Hién tai & Viét Nam chwa c6 nhiéu nghién ctu khao sat vé leptin, mot
vai nghién ctu khao sat néng do leptin ¢ dbi tuwong thira can béo phi, hoi
ching chuyén héa hoac BTD tip 2, tuy nhién chua c6 nghién ctru danh gia

nong do leptin & bénh nhan tién DTP.
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Chuong 2
POl TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
2.1.1. Poi twong nghién ciru

Nhitng bénh nhan tién dai thdo dudong dugc chan doan tai phong kham
Noi tiét va phong kham Tdng quat, bénh vién Pai Hoc Y Dugc TPHCM.

Nghién ctru thu nhan dugc 275 bénh nhan tién DTD tham gia nghién ctru.

Tiéu chudn chdn dodn tién ddi thdo duong theo ADA 2012

+ Glucose mau doi: 100 — 125 mg% (5,6 — 6,9 mmol/L)

+ Glucose mau 2 gio sau udng 75gram glucose: 140 — 199 mg% (7,8 —
11,0 mmol/L).

+ HbAlc: 5,7% — 6,4%

Trong nghién ciru ching t6i chon 2 tiéu chuan 1 glucose mau doi va
HbA Ic 1 tiéu chuan nhan vao nghién ctru. Trong nghién ctru chiing t6i khong
thuc hién nghiém phap dung nap glucose, do dé khong chon dugc nhitng bénh
nhan tién TP theo tiéu chuin RLDN glucose.

2.1.2. Tiéu chuan loai trir

+ D3 dugc chan doan DTP va dang diéu tri.

+ Nhitng bénh nhin c6 tién st ting huyét ap dang diéu tri, hoac
huyét 4p cao > 140/90 mmHg trong l1an thim kham (do ching t6i muén
khao sat mdi lién quan giita leptin va yéu té phi dai that trai, khong nhan
nhitng bénh nhan THA nham loai trir kha nang THA anh huéng dén khi

co that trai).
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+ D6i tuong nghién ctru dang bi bénh cép tinh.

+ Tién can bénh 1y tim mach truéc d6 nhu thiéu méau co tim, nhdi mau
co tim, dot quy, bénh van tim, bénh co tim.

+ Suy than véi d6 loc cau than < 30 ml/ phat 1,73m? da.

+ Bénh nhan khong dong ¥ tham gia nghién ctu.
2.1.3. Nhém chirng

Nhom c6 glucose mau doi va HbAlc trong giét han binh thuong, va
dong y tham gia nghién ctru.

Chung t6i thu nhan duoc 116 ddi tuong khong bi réi loan glucose mau
tham gia nghién ctru.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Phuong phap nghién ciru

Nghién ctru cit ngang mo ta c6 ddi ching
2.2.2. C& miu nghién ciru

Hién tai chua c6 nhiéu nghién ciru vé ti 18 ting leptin huyét thanh ¢ bénh
nhan tién dai thio duong, tuy nhién c6 rat nhiéu nghién ciru vé mdi tuwong
quan gitta leptin va khang insulin, do d6 chiing t6i udc tinh ¢& mau dya trén
mbi twong quan gitta leptin va chi s6 HOMA-IR.

Cd& mau duogc udce luong dua theo cong thirc:

4C (a, P)

[tog (22)]

n=3+

Trong do:
C: 1a hdng s0 lién quan dén sai sot o va 3

C(a, B) duogc tinh theo
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B=0,1 B=0,2
o =0,01 16,74 13,33
o =0,05 10,51 7,85

Véi o= 0,05 va p=0,1 thi C(a, B) = 10,51
Theo nghién ctru cua tac gia Thiyagarajan ghi nhan nong do leptin co
mdi twong quan cé ¥ nghia thdng ké véi chi s6 HOMA-IR & bénh nhan DTD
véir=0,31; p<0,05[125].
4x10,51

n=3+ =151 nguoi
[log(1,31/0,69)]2

Chon hé s6 thiét ké k=1,5. Nhu vay co mau can thiét cho nghién clru s€ la:

nx 1,5=151x1,5=227 nguoi

Trong nghién clru nay thu nhan dugc 275 nguo.

2.2.3. Cac tién hanh nghién ciu

Pbi twong nghién ctru 1a nhitng bénh nhan khéng c6 triéu ching 1am
sang, dén kham strc khoe tong quat dinh ky tai phong kham tong quat bénh
vién Dai Hoc Y Dugc Thanh Pho H6 Chi Minh.

Bénh nhan sau khi dugc bac si diéu tri thim kham, s& duoc cho chi
dinh can 1am sang. Cac chi dinh cén 1am sang thuong quy bao gom:
glucose mau, HbAlc (tuy theo tudi va chi dinh cta béc si diéu tri), bilan
lipid, siéu 4m tim (tiy ting c4 nhan cy thé, theo chi dinh cua bac si diéu
tri). Cac chi dinh cdn 1am sang con lai déu mién phi cho bénh nhan khi

ddng ¥ tham gia nghién ctru.
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Bénh nhan kham sirc khoe tong quat
tai Bénh vién Dai Hoc Y Duoc TP HCM
(da duoc chi dinh can 1am sang)

Thu thap cac thong tin can thiét va kham 14m sang

Tién hanh cac xét nghiém bo sung:

e Insulin

e hs—CRP

e Leptin

e Fibrinogen

e Siéu am tim (néu chua duogc chi dinh)
Siéu am dong mach canh do IMT

T

Nhoém bénh Nhom chung
(tién DTD) (PH binh thuong)

Tong hop va phan tich s liéu
Khéo sat nong do leptin huyét thanh va mot sé yéu té
nguy co tim mach, va méi lién quan giita leptin véi
cac yéu to nguy co tim mach do.

So dé 2.1: Thiét ké nghién ciru
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2.2.4. Cac bién sé nghién ciru
2.2.4.1. Gigi
Xéc dinh phéan bd theo gigi (nam, ni).
2.2.4.2. Tudi
Dua vao duong lich, tinh 12 thang 13 mot tudi.
Dinh nghia nhom 16n tudi khi tudi > 40.
2.2.4.3. Hut thuéc la
Chia d6i twong nghién ciru thanh hai nhom: c¢6 va khong hit thude 14 qua
hoi bénh si. Nhoém chua ting hat dugce xem la khong, nhém dang hut va da
tung hat dugce xem 1a co.
2.2.4.4. Tién sir gia dinh cé cdc bénh Iy chuyén héa
+ Tién st gia dinh c6 ting huyét ap (nguoi than truc hé: cha, me, anh chi
em ruot, con).
- Tién str gia dinh c6 r6i loan lipid méau.
- Tién str gia dinh co6 dai thao duong.
+ Chia d6i twong nghién ctru thanh hai nhém: c6 va khong co tién st gia
dinh mac bénh thong qua hoi bénh su.
2.2.4.5. Tién sir ban thin cé cdc bénh Iy chuyén héa
+ Tién st réi loan lipid mau.
+ Tién st réi loan glucose mau.
+ Chia ddi twong nghién ctru thanh hai nhom: c¢6 va khong co tién sir
mac bénh thong qua héi bénh sir.
+ Nhitng bénh nhan c6 tién st ting huyét ap va tién sur dai thio duong
khong dugc dua vao nghién cuu.
2.2.4.6. Huyét dp déng mach
+ Do huyét ap:
- Str dung may do huyét ap ALPK 2 cua Nhat.



44

- Bénh nhan khong duoc hat thude 14, udng ruou, ubng ca phé trudc
khi do 30 phut.

- Bénh nhan duoc nghi ngoi it nhat 5 pht trude khi do huyét ap.

- Thuc hién do huyét ap & tay phai, do 02 Ian rdi lay trung binh cong
cua 2 lan do

+ Phan d6 huyét ap dua theo tiéu chi ctia INC VII [34]:

- Binh thuong: HA tdm thu < 120 mmHg va HA tam truong < 80 mmHg

- Tién THA: HA tam thu tir 120 — 139 mmHg hoic HA tim truong tir
80—-89 mmH g

- Tang huyét ap: HA tdm thu > 140 mmHg hoic HA tim truong >
90mmHg (bénh nhan khong dugc nhan vao nghién cuu)
2.2.4.7. Céc chi so co thé

+ Can ning (kg): chung toi dung cung mdot loai cin dé can trong sudt
thoi gian nghién ctru. Mdi ngudi s& dugce can 2 1an. Khi can khéng mang
giay, dép. S6 do 2 1an khong chénh 1éch qua 0,5 kg, va lay tri s6 trung binh
2 lan do.

+ Chiéu cao (cm): st dung cing 1 thudc do. Khi do cac bénh nhan
phai dimg thang, 2 ban chan cham dat, 2 tay budng thong theo than minh,
mat nhin vé phia trudc. Sai sd gitta 2 1an do khong qua 2 cm, 1ay trj sb
trung binh cta 2 1an do.

+ BMI (chi s6 khoi co thé kg/m?): tinh bang can ning (kg) chia chiéu

cao (m) binh phuong.
+ Phan d6 BMI theo khuyén céo cia WHO cho ngudi chau A [136].
- Béo phi : BMI > 27,5
- Thtra can : BMI > 23

- Khong thtra can : BMI < 23
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+ Dién tich da (BSA(m?): tinh bing cong thirc [(cAn ning x chiéu
ca0)/3600]1/2.

+ Dién tich da duoc str dung dé tinh chi s6 khéi co that trai.

+ Vong eo (cm): bénh nhan dung thang nguoi, hai ban chan cach nhau
10cm, trong luong co thé phan déu 1én hai chan. Thé déu do lic thé nhe ra
tranh co co bung. Dung thudc day khong gian do vong bung ngang qua trung
diém gitta xwong suon cudi va mao chau, don vi do 1a cm. Bénh nhan duoc
do 2 1an, sai s6 2 1an do khong qué 2 cm, 14y tri s6 trung binh 2 1an do.

+ Vong hong: 1a vong do qua 2 mau chuyén, lay s6 16n nhét, do 2 l1an va
lay tri s6 trung binh 2 lan do.

+ Panh gia:

- Béo bung: vong eo > 90 & nam va > 80 & nir theo ti€u chi cua Lién
doan Pai thao duong Quéc Té (IDF: International Diabetes Federation
2005) [70].
2.2.4.8. Glucose huyét twong doi

+ Glucose huyét twong luc déi: 14y mau tinh mach cua bénh nhan budi
sang, luc chua an (cach bira an trude it nhét 8 gio).

+ Xét nghiém duoc thuc hién tai Khoa Xét nghiém, Bénh vién DPai Hoc
Y Duoc TP HCM.

+ Phuong phap do: do bang phuong phap men sir dung hexokinase, phan
tich bang may Beckman Coulter 5800 ctia M.

+ Ghi nhan két qua tir phan mém bénh an dién tu.

+ Trong nghién cttu cua chiing to1:

- Glucose mau khi doi > 7,0 mmol/L (126 mg%) => loai khoi
nghién cuu

- Glucose mau doi tur 5,6 — 6,9 mmol/L (100 — 125 mg%) duoc dua

vao nhém nghién ctu
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- Glucose mau d6i < 5,5 mmol/L (99 mg%): tuy thudc vao két qua
HbALc s€ duoc dua vao nhém nghién cttu hodc nhém chung.
2.2.4.9. HbAlc

+ HbA1c: lay mau tinh mach cua bénh nhan budi sang, lac chua in (cach
bita an trude it nhat 8 gio).

+ Xét nghi€ém duoc thyc hién tai Khoa Xét nghiém, Bénh vién Pai Hoc
Y Duogc TP HCM.

+ Phuong phap do: dugc do bang phuong phap sic ky 16ng hiéu ning
cao (High-Performance Liquid Chromatography -HPLC) thuc hién trén may
Premier Hb9210™ cua cong ty Trinity Biotech.

+ Ghi nhan két qua tir phan mém bénh an dién ti, hoiac nhan két qua
truc tiép.

+ Trong nghién ctru chiing t61

- HbAlc > 6,5 %: loai khéi nghién ctru

- HbAlc tur 5,7 — 6,4%: dugc dua vao nhom nghién ciru

- HbAlc < 5,7%: tuy thudc vao két qua glucose mau doi, s& dugc dua
vao nhom nghién cttu hoac nhom chung.

+ Nhém chung la nhom c6 HbAlc < 5,7% va glucose mau doi
< 5,5 mmol/L.

+ Nhom nghién ctru 1a nhom c¢6 HbAlc tir 5,7 — 6,4% hoac glucose
mau d6i tur 5,6 — 6,9 mmol/L hoac ca hai.
2.2.4.10. Bilan lipid mau

+ Lay mau tinh mach ciia bénh nhan budi sang, lac chua an (cach bita an
trudc it nhat 8 gio).

+ Xét nghiém duoc thuc hién tai khoa xét nghiém bénh vién Bai Hoc Y
Duogc TP HCM.
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+ Phuong phap do:
- Cholesterol toan phan: dya trén phan tng men, do trén may ADVIA
1650 cua hang BAYER.
- Triglyceride: dya trén phan Gmg men, phan tich bang may Beckman
Coulter 5800 cua My.
- HDL —c: dua trén phan tng men, phan tich bang mdy Beckman
Coulter 5800 cua My.
- LDL — c: do truc tiép dya trén phan Gng men, phan tich bang may
Beckman Coulter 5800 cua My.
+ Ghi nhan két qua tir phan mém bénh an dién tw, hodac nhan két qua
truc tiép.
+ Céc ti€u chi danh gia:
- Tang triglyceride khi TG > 150 mg%.
- Giam HDL-c khi HDL-c < 40 mg% ¢ nam, hay < 50 mg% & ni.
- Chi s6 TC/HDL-c: duoc tinh bang cong thirc cholesterol toan
phan/HDL-c.
- Chi s6 triglyceride/HDL-c: duoc tinh bang cong thic triglyceride/HDL-c.
- Chi s6 LDL-c/HDL-c: duoc tinh bang cong thac LDL-c/HDL-c.
- Non HDL-c: duoc tinh bang cong thiic: Cholesterol toan phan — HDL-C.
- RLLP theo kiéu HCCH: khi c6 ting triglyceride va giam HDL-c theo
ti€u chi trén.
- Hoi chiing chuyén héa dugc dinh nghia theo tiéu chi IDF [70].
- Dua vao mot s6 nghién ciru cia céc tac gia nude ngoai vé chi s sinh
X0 vita, chi s6 sinh xo vita cao khi:
Chol TP/HDL-C >4 [92].
TG/HDL-c >2,4 [72].
LDL-c/HDL-c >2,3 [47].
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2.2.4.11. Insulin huyét thanh

+ Insulin: 1ay mau tinh mach cta bénh nhan budi sang, lac chua in (cach
bita an trude it nhat 8 gio).

+ Xét nghiém duoc thuc hién tai Khoa Xét nghiém, Trung tam Chan
doan Y Khoa Medic.

+ Phuong phap do: do bang phuong phap dién di mién dich dién hoa
phat quang (electrochemiluminesccence immunoassay “ECLIA”) thuc hién
trén may Cobas E602 ctia cong ty Roche véi bo test kit theo may.

+ DPon vi tinh: pU/ml.

+ Ghi nhan két qua truc tiép va nhan qua email.

+ HOMA — IR tinh theo cong thirc:

HOMA — IR = [Glucose mau (mmol/L) x Insulin (mUI/L)]/22,5

+ Pé khang insulin: theo dinh nghia khi HOMA — IR 16n hon t&r phan vi
cao nhit trong nhom ngudi khong bi dai thio duong (nhém chimg).

+ Dinh nghia tang insulin mau khi insulin mau > 12 pU/ml [126].

+ HOMAL1-%B dugc tinh theo cong thirc:

HOMAL-%B = (20 x Io)/ (Go - 3,5)

+ Cudng chirc ning té bao beta dugc dinh nghia khi HOMA1-%B
> 116 [126].
2.2.4.12. Leptin huyét thanh

+ Leptin: ldy mau tinh mach cta bénh nhan budi sang, liic chua an (cach
bita an trudc it nhat 8 gio).

+ Xét nghiém duogc thyc hién tai Khoa Xét nghiém,Trung tam Chan
doan Y Khoa Medic.

+ Mau sau khi dugc riat ra s€ dugc quay ly tam 4000-6000 vong/phut
trong 15 phut. Sau d6 huyét thanh duoc tach ra va mang dinh lugng leptin
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bang phuong phap mién dich lién két men (ELISA) theo test kit cuia DRG
(burc) va thuc hién trén may ELISA ty dong EVOLIS (My).

+ DPon vi tinh: ng/mL.

+ Ghi nhan két qua truc tiép va nhan qua email.

+ Hién tai chua c6 nhiéu nghién ctiu vé leptin va khong c6 khoang tham
chiéu dinh nghia ting leptin, do d6 chung t6i dinh nghia ting leptin khi nong
d6 leptin huyét thanh 16n hon t&r phan vi cao nhit cua nhém chung trong
nghién clru nay.

+ Ngoai ra ching t6i khao sat mdi lién quan giira leptin va cac yéu to
khac theo cac nhém tir phan vi leptin tir thap dén cao.
2.2.4.13. Hs-CRP

+ Hs-CRP: iy mau tinh mach cua bénh nhin budi sang, lac chua in
(cach bira an trudc it nhat 8 gio).

+ Xét nghiém duoc thuc hién tai Khoa Xét nghiém, Trung tdm Chan
doan Y Khoa Medic.

+ Phuong phap do: duogc do bing phuong phap mién dich do d6 duc
(immunoturbidimetric), thuc hién trén may Advia 1800 cua cong ty Siemens
véi bo test kit theo may.

+ Ghi nhan két qua truc tiép va nhan qua email.
2.2.4.14. Fibrinogen huyét thanh

+ Fibrinogen: lay mau tinh mach cua bénh nhan budi sang, lac chua an
(cach bira an trudc it nhat 8 gio).

+ Xét nghiém dugc thuc hién tai Khoa Xét nghiém, Trung tdm Chan
doan Y Khoa Medic.

+ Phuong phap do: duoc xét nghiém bang phuong phap do thoi gian
dong (The clotting methode of Clauss), thuc hién trén may StaCompact Max
cua cong ty Stago véi b test kit theo may.

+ Ghi nhan két qua truc tiép va nhan qua email.
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2.2.4.15. Siéu am do d¢ day lop ngi trung mac dgng mach canh

+ D9 day 16p ndi trung mac dong mach canh (IMT).

+ Thuc hién tai phong Si€u am Mach mau, Bénh vién Pai Hoc Y Dugc
TP HCM.

+ May siéu am: Logiq S7 Expert cua hing GE Healthcare ctia Han Quéc.

+ Tat ca bénh nhan déu duoc do IMT theo quy trinh dd duoc soan sin
danh cho nghién cuu.

+ Do IMT ¢ thanh sau ctia dong mach canh chung.

+ Lép ndi trung mac duoc tinh tir bat dau lép ndi mac & trong long
mach, d6 1a 16p hoi am dau tién, ngang qua ving giam hdi am dén bat dau 16p
ngoai mac (ranh gigi cua Iop ngoai - trung mac) 13 16p hoi am thi hai.

+ D6 day 16p ndi trung mac dugc tinh tir trung binh d6 day IMT cua ca
doan, bat dau tir vi tri cach chd chia do6i cia dong mach canh chung 10mm tro
vé phia xa cta chd chia doi.

+ IMT max: chd day nhat caa I6p noi trung mac dong mach canh.

i IMTP Avg 0.91 mm
IMT P Max 1.27 mm
IMT P Min 0.64 mm
IMTPSD O0.13mm
IMT P Pts

Hinh 2.1. Minh hga siéu dm do IMT
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+ Péanh gia IMT theo Hoi Tang Huyét Ap Chau Au va Hoi Tim Mach
Chau Au 2003:
o Binh thuong : < 0,9 mm
o Tang IMT :>0,9 mm
2.2.4.16. Cic thong so siéu am tim trong nghién ciru
+ Muc dich: dénh gia cAu trac that trai, tinh khoi co thét trai, chi s6 khoi
co thét trai va phi dai that trai.
+ DPugc thuc hién boi cac bac si si€u am tim tai phong si€u am tim bénh
vién Pai Hoc Y Duoc TPHCM.
+ Siéu am tim duoc thyc hién trén may VIVID-S3 VA VIVID-S6 cua
hang GE Healthcare (USA), dau do 2.5 Hz.
+ Cac budc thuc hién nhu sau.
- BN nam nghiéng trai.
- Budc 1: do duong kinh gdc PMC va nhi trai bang M-Mode mat cat
truc doc canh tc.
- Budc 2: do cac thong sb that trai (LVId, LVDd, EF...) bang M-Mode
mat cat truc doc canh trc. Po phan suit tong mau theo Teicholtz.
- Budc 3: quan sat hinh thai va phd mau qua van 2 14 va van dong
mach cha bang Doppler mau.
- Budc 4: khao sat cdu trac tim bang mat cat truc ngan canh ac.
- Budc 5: khao sat cau trac tim bang mat cit 4 buong va 5 budng
tr mom.
- Budc 6: khao sat pho mau va van tbc dong mau qua van 2 14, van 3 1a
va van dong mach chu bang mat cat 4 budng va 5 budng tir mom.
- Buéc 7: khao sat phan suat tong mau bang phuong phap Simpson

néu co roi loan van dong vung.
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- Bé day thanh sau that trai cudi tam truong (PWd): dugc do & khoi
dau phic bo QRS, tir b trén thanh sau t6i 10p thugng tim mac thanh sau.

- Puong kinh that trdi vao cudi tdim truong (LVd): duoc do tir diém
khoi dau phirc bd QRS, tir bor dudi cta vach lién that toi bo trén cta thanh sau
that trai, binh thuong tir 39 - 53 mm & nit va 42 - 59 mm & nam.

- Bé day vach lién that cudi tdm truong (IVSd): duoc do & khai dau

phizc bo QRS, tir bo trén tdi bo dudi caa vach lién that.

Hinh 2.2. Minh hoa siéu dm tim

+ Khbi co that trai va chi s6 khoi co that trai hiéu chinh theo dién tich da
duogc tinh theo cong thirc ASE 2005:
-LVM (g) = 0.8 x 1.04 x ([LVd + PWd + IVSd]3- [LVd ]3) + 0,6
- LVMI (LVM/BSA (g/m?)) = LVM/BSA
+ Dinh nghia phi dai that trai theo ASE 2005:
- Phi dai that trai dugc dinh nghia khi LVM/BSA > 95g/m? & nit va

>115 g/m? & nam.
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2.2.5. Xir Iy va phan tich s li¢u

+ Nhap liéu bang phan mém EXCEL 2007.

+ Phan tich s6 liéu bang phan mém thong ké STATA 12.0.

+ Céc bién sd dinh lugng duogc trinh bay dudi dang trung binh va dg 1éch
chuan néu 1a phan phdi binh thudng.

+ Cac bién s6 dinh luong phan phdi khong binh thuong dugc binh bay
dudi dang trung binh v&i do léch chuan va trung vi, khoang tir phan vi
25%, 75%.

+ Cac bién sé dinh tinh va dinh danh duogc trinh bay dudi dang ti 18
phan tram.

+ Dung phép kiém t dé so sanh 2 sb trung binh néu bién s6 phan phoi
binh thuong.

+ Dung phép kiém Mann-Whitney dé so sanh 2 s6 trung binh néu bién
s6 khong c6 phan phdi binh thuong.

+ Dung phép kiém théng ké Chi-square dé so sanh > 2 ti 1.

+ Khao sat sy khac biét ciia cac yéu t6 nguy co tim mach khong truyén
théng & bénh nhan tién TP so v&i nhém ching.

+ Khao sat nong do leptin huyét thanh & nhitng bénh nhan tién DTD va
cac yéu t6 lién quan dén hién tugng ting leptin mau & bénh nhan tién DTD.

+ Phan tich tuong quan tuyén tinh khao sat mdi tuong quan gitra leptin
va BMI, vong eo, vong hong, HOMA-IR, QUICKI.

+ Khao sat mdi lién quan giira leptin va dé khang insulin & bénh nhan
tién DTD, tim diém cat cua leptin gitip tién doan khang insulin & bénh nhan
tién DTP bang duong cong ROC.

+ Khao sat méi lién quan gitra leptin va phi dai that trai, ting IMT.

+ Su khac biét duoc xem la c¢6 ¥ nghia thong ké khi p < 0,05.
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2.2.6. Véan dé y dic

Nghién ciru duoc thyc hién véi su dong ¥ tinh nguyén tham gia nghién
ctru ciia cac bénh nhan. Xét nghiém leptin va ndng do insulin mau, fibrinogen
va siéu am do IMT dong mach canh dugc thuc hién danh cho nghién ctru,
khong nam trong quy trinh chan doan va diéu tri nén hoan toan mién phi cho
bénh nhan. Khong c6 bat ky mot can thiép ndo anh hudng dén stc khoe va

tam 1y cia bénh nhan tham gia nghién ctru.



55

Chuong 3
KET QUA NGHIEN CUU

3.1. YEU TO NGUY CO TIM MACH CUA POI TUQNG NGHIEN CUU
Trong nghién ctru nay chung t6i thu thap dwoc 275 bénh nhan tién DTD

va 116 nguoi khong bi rdi loan glucose mau ddng ¥ tham gia nghién ctu.

Trong nhom nghién ctru (nhém tién DTD) c6 03 bénh nhan khong dong

¥y siéu am tim, va 24 bénh nhan khong dong ¥ thuc hién siéu am dong mach

canh do IMT. Trong nhém chtig c6 03 bénh nhan khong dong y siéu am tim,

va 05 bénh nhan khong déng y thuc hién siéu am dong mach canh do IMT.

Bdng 3.1. Ddc trung ciia nhom nghién ciru va nhom chung

. Nhém ching | Nhém tién PTD
Yeéu to p
(n = 116) (n = 275)
Tubi 453+9,0 50,5+ 8,0 < 0,001
Gi6i (nam) (n,%) 46 (39,7%) 110 (40,0%) > 0,05
Tién sir gia dinh
18 (15,5%) 49 (17,8%) > 0,05
DTD (n,%)
Tién sir gia dinh
30 (25,9%) 62 (22,6%) > 0,05
THA (n,%)
Tién st gia dinh
wen ST gia dim 4 (3,5%) 5 (1,8%) > 0,05
RLLP (n,%)
Tién st bi RLLP
7 (6,0%) 48 (17,5%) < 0,001
mau (n,%)
Hut thudc 1a (n,%) 16 (13,8%) 41 (14,9%) > 0,05

Nhom tién DTD c¢6 tudi trung binh cao hon nhom chimg co ¥ nghia

thong ké va c6 tién sir gia dinh réi loan lipid mau nhiéu hon. Khong cé su

khac biét vé giai, ti 1& hat thudc 14 giita 2 nhom.
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Bdng 3.2. Chi sé6 BMI, vong eo, huyét dp ciia 2 nhém nghién ciru

iy Nhém chimg | Nhém tién PTD
Yéu to P
(n=116) (n=275)
BMI (kg/m?) 23,3+£3,0 243 +3,2 <0,01
HATThu (mmHg) 121,1 £10,3 125,1+11,6 <0,01
HATTruong (mmHgQ) 76,4 + 8,1 782 +7,7 < 0,05
Vong eo (cm) 76,0 £7,8 79,4 £8.2 <0,01
Vong hong (cm) 87,2+6,1 88,5+ 6,9 > 0,05

Nhom tién DTD c6 huyét 4p tam thu va huyét ap tdm truong, chi sé6 BMI
va vong eo va cao hon nhom chtng c6 y nghia thong ké. Vong hong & nhom
tién DTP va nhom ching khong c6 khac biét c6 ¥ nghia théng ké.

Bdng 3.3. Ti I¢ tién THA, béo bung va thira cdn Ciia 2 nhém nghién ciru

Véu t6 Nhém chirng | Nhém tién PTD )
(n=116) (n =275)
Tién THA (n,%) 70 (60,3%) 216 (78,6%) < 0,01
Béo bung (n,%) 20 (17,2%) 96 (34,9%) <0,01
Thira can (n,%) 63 (54,3%) 181 (65,8%) < 0,05

Bén canh d6 nhom tién PTD ¢o ti ¢ tien THA (trong nghién ciru nay
khong thu nhan nhitng bénh nhan bi THA) va béo bung cao hon nhém ching
c¢6 y nghia thong ké.

Bdng 3.4. Glucose mau ¢ 2 nhom nghién cuu

P Nhém chimg | Nhém tién PTD
Yeéu to p
(n = 116) (n = 275)
Puong huyét (mg%) 93 +5,0 105,1+7.,5 < 0,001
52+0,3 56+04
HbAlc (%) < 0,001
5,2 (5,1—5,5) 5,7 (54—5,9)

HbAlc dwoc trinh bay Trung binh + dé 1éch chudn va Trung vi (25%-75%)

Nhom tién DTD ¢6 glucose mau va HbAlc trung binh lan luot 1a 105

mg% va 5,7%, cao hon nhom chtng ¢ ¥ nghia thong ke.
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Bdng 3.5. Bilan lipid ¢ 2 nhom nghién ciru

o Nhém chirng | Nhém tién PTD
Yéu to p
(n=116) (n =275)
Chol toan phan (mg%) 198,6 + 43,9 214,3 + 40,8 <0,01
HDL-c (mg%) 48,8 + 11,4 48,0 + 13,6 > 0,05
LDL-c (mg%) 136 + 36,9 145,7 + 37,7 <0,05
152,5+107.8 188,9 + 156,6
Triglyceride (mg%) <0,01
121 (85,5-178,0) | 149 (101,0-218,0)
Non HDL-c (mg%) 149,3 £42.5 166,3 + 40,4 <0,01

Triglyceride dwoc trinh bay Trung binh + dg léch chudn va Trung vi
(25%-75%)

Nong do cholesterol toan phan, LDL-c, triglyceride va non HDL-C &

nhom tién PTD ciing cao hon nhém chimg c6 y nghia thdng ké trong khi

nong d6 HDL-c khong khac biét & 2 nhom.

Bdng 3.6. Cdc chi sé sinh xo vita ¢ 2 nhém nghién ciru

o Nhém chitng Nhém tién PTD
Yeéu to p
(n = 116) (n = 275)
Chol TP/HDL-c 42+13 50+3,6 <0,05
TG/HDL-c 3,5+3,2 51+8,0 <0,05
LDL-c/HDL-c 2,9+1,0 33+1,7 <0,05

Céc chi s6 vé rdi loan lipid méu ctia nhom nghién ctu nhu: Chol

TP/HDL-c, TG/HDL-c va LDL-¢/HDL-c ciing cao hon ¢ ¥ nghia thong ké so

véi nhom chung.
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Bdng 3.7. Ti 1¢ réi loan lipid theo cdc tiéu chi ¢ 2 nhém nghién ciru

o Nhém chirng | Nhém tién PTD
Yéu to p
(n=116) (n = 275)
Tang TG (n,%) 38 (32,8%) 137(49,8%) < 0,01
Giam HDL-c (n,%) 43 (37,1%) 122 (44,4%) > 0,05
RLLP/HCCH (n,%) 20 (17,2%) 88 (32,0%) <0,01
Chol TP/HDL-C > 4 (n,%) 61 (52,6%) 185 (67,3%) < 0,01
TG/HDL-C > 2,4 (n,%) 57 (49,1%) 175 (63,6%) < 0,01
LDL-C/HDL-C >2,3 (n,%) | 82 (70,7%) 214 (77,8%) > 0,05

Nhom tién DTD c6 ti I ting triglyceride va réi loan lipid mau theo

kiéu HCCH (tang triglyceride va giam HDL-c) cao hon nhom chimng cé y

nghia thong ké véi két qua lan luot 1a 49,8% va 32,0% so voi 32,8% va

17,2% & nhom chung.

Ti Ié xo vita d6ng mach & nhom tién DTD theo céc tidu chi cholesterol

TP/HDL-c, TG/HDL-c cao hon nhém chimg c6 ¥ nghia théng ké. Ti Ié xo

vita dong mach theo ti€u chi LDL-c/HDL-c khong khac biét gitra 2 nhom.
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Bdng 3.8. Néng dé insulin va khdng insulin ¢ 2 nhém nghién ciru

Nhém ching Nhém tién PTD
Yéu tb Gia trip
(n = 116) (n = 275)
6,3+3.8 9.8 +6,7
Insulin (WU/mL) <0,01
5,7 (3,8-7,8) 8,4 (5,4-12,1)
1,5+0,9 2,6+1,8
HOMA IR <0,01
1,3(0,9-1,8) 2,1(1,4-31)
0,32 +0,11 0,27 + 0,05
Chi s6 QUICKI <0,01
0,30 (0,27 —0,34) | 0,26 (0,23 —0,29)
77,4 + 46,3 85,1 £ 56,0
HOMA1-%B > 0,05

69,8 (47,1 94.2)

71,2 (44,2 — 111,9)

Insulin, HOMA_IR, QUICKI dwoc trinh bay Trung binh + do 1éch chudn va
Trung vi (25%-75%)

Nhém tién DTD c6 nong d6 insulin mau va chi s6 HOMA IR cao hon

nhom ching c¢é ¥ nghia thong ké. Chi s6 QUICKI ¢ nhom tién DTD thap

hon nhom chimg c6 ¥ nghia théng ké. Chi s6 HOMA1-%B ¢ nhém tién

DTD ciing cao hon nhom ching tuy nhién chua cé y nghia théng ké.
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Bdng 3.9. Ti 1¢ tang insulin mdu, dé khdng insulin va réi loan chirc ning té

bao beta ¢ 2 nhom nghién cuu

Nhém ching | Nhom tién PTP
Yéu t6 Gia trip
(n=116) (n=275)
Insulin 212 pU/mL(n,%) 9 (7,8%) 71 (25,8%) < 0,001
HOMA IR >1,8 (n,%) 27 (23,3%) 169 (61,5%) <0,01
QUICKI < 0,27 (n,%) 29 (25,0%) 175 (63,6%) <0,01
HOMA1-%B >116 (n,%) 17 (14,7%) 62 (22,6%) > 0,05

Ti & @& khang insulin & nhom tién DTP ciing cao hon du ap dung tiéu

chi HOMA IR > 1,8 hay chi s6 QUICKI < 0,27 véi két qua tuong tng 1a

61,5% va 63,6% so v6i 23,3% va 25,0% & nhom ching.

Nhom tién DT c6 ti 18 ting insulin mau 1a 25,8%, cao hon nhém ching

(7,8%) c ¥ nghia thong ké.

Ti 1& bénh nhan c6 rdi loan chitc ning té bao beta & 2 nhom khong khac

biét co y nghia thong ke.
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Bdng 3.10. Hs-CRP va fibrinogen ¢ 2 nhom nghién ciru

o Nhém chirng Nhém tién PTD
Yéu to Giatrip
(n=116) (n=275)
2,98 +4,10 6,47 + 20,98
Hs-CRP (mg/L) <0,01
1,79 (0,46-3,55) 2,81 (1,75-4,38)
3,11 +0,85 3,24 +£ 1,06
Fibrinogen (g/L) > 0,05
2,93 (2,55-3,40) 3,06 (2,59-3,59)

Hs-CRP va Fibrinogen dwgc trinh bay Trung binh + dg léch chudn va
Trung vi (25%-75%)

Nong d6 hs-CRP ¢ nhom tién BTD cao hon ¢ ¥ nghia thong ké so voi

nhom ching, khong c6 su khac biét vé ndng do fibrinogen ¢ 2 nhom.

Bdng 3.11. Cdc chi 6 siéu am tim va IMT 6 2 nhém nghién ciru

o Nhém chimg | Nhém tién PTD
Yeéu to p
(n=116) (n =275)
Ivsd (mm) 80=+1,3 8,1+14 > 0,05
L\vdd (mm) 452 +4,3 45,6 +42 > 0,05
PWvd (mm) 79+1,4 8,1+1,5 > 0,05
IMT max (mm) 0,95 + 0,59 0,99 + 0,34 > 0,05

Céc chi s6 lién quan dén khéi co that trai nhu bé day vach lién that cudi
tam truong (IVSd), duong kinh that trai vao cudi tim truong (LVd), bé day
thanh sau thét trai cudi tdm truong (PWd), cling nhu chi s IMTmax trung

binh khong khéc biét & 2 nhom.
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Bdng 3.12. Phi dai thit trdi va ting IMT ¢ 2 nhém nghién ciru

o Nhém ching | Nhém tién PTD
Yéu to Gia trip
(n = 116) (n = 275)
LVM (g) 116,6 + 33,6 119,8 + 34,3 > 0,05
LVMI (g/m?) 72,7+ 18,4 73,6 + 18,7 > 0,05
LVMI (2115 g/m?) & nam 1 (2,3%) 3 (2,8%) > 0,05
LVMI (295 g/m?) & nit 7 (10,1%) 16 (9,8%) > 0,05
Phi dai that trai (n,%) 8 (7,0%) 19 (7,0%) > 0,05
Tang IMT (n,%) 60 (54,0%) 174 (69,6%) < 0,01

Ti 16 xo vita d6ng mach canh ¢ nhém tién DTD 1a 69,6%, cao hon nhém

chtng (54,0%) c6 ¥ nghia thong ké vai p < 0,01.

Ti 1& phi dai that trai & 2 nhom 1a 7,0%, khong c6 su khac biét co ¥ nghia

thng ké véi p > 0,05.
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3.2. KHAO SAT NONG PQ LEPTIN HUYET THANH O BENH NHAN

TIEN PAI THAO DPUONG

3.2.1. Nong dé leptin huyét thanh

Bdng 3.13. Nong d¢ leptin huyét thanh 2 nhém

Nhém chirng | Nhém tién PTD
Gia trip
(n = 116) (n = 275)
Trung binh + D¢ 1éch chuan | 4,62 + 4,49 7,76 9,30
Trung vi 3,67* 4 58*
<0,01
Gia tri 25% 1,38 2,35
Gia tri 75% 6,22 9,00

Nong do leptin huyét thanh & nhoém nghién cau 1a 4,58 (2,35 — 9,00)
ng/mL cao hon nhom ching (3,67 (1,38 — 6,22) ng/mL) c6 ¥ nghia théng ké.

4,5 -

3,5

2,5 -

1,5 -

0,5 -

Nhém ching

Nong do leptin huyét thanh

Nhém tién DTD

# Nhom chung
# Nhom tién DTD

Biéu dé 3.1. Nong dé leptin huyét thanh 6 2 nhém nghién ciru
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Bdng 3.14. Nong d¢ leptin ¢ bénh nhan tién PTD theo tudi va gidi

Yéu t6 nguy co Nong dd leptin(ng/mL) p
Nam 2,21 (1,32 -4,37)
Gioi < 0,001
Nir 6,81 (4,10 — 13,09)
v Dudi 40 6,43 (3,63 —12,49)
Tudi > 0,05
Trén 40 4,52 (2,27 — 8,64)

Leptin huyét thanh & nir 1a 6,81 ng/mL cao hon nam giéi (2,21 ng/mL)

c¢6 ¥ nghia thong ké véi p < 0,01.

Nong do leptin & nhém dudi 40 tudi c6 khuynh hudng cao hon nhém

trén 40 tudi, tuy nhién chwa co y nghia thong ké voi p > 0,05.

Bdng 3.15. Nong d¢ leptin ¢ bénh nhdn tién PTP theo cdc yéu té nguy co

Yéu té nguy co Nong dd leptin (ng/mL) p
, Khong 5,59 (2,71 -10,42)
Hut thudc 14 < 0,001
Co 2,00 (1,20 — 4,20)
Béo bung Khong 3,80 (1,77 - 6,81)
' < 0,001
(dang nam) | Cg 7,37 (4,17 — 13,10)
Binh thuong 3,10 (1,37 — 6,46)
< 0,001
Phan d6 BMI | Thira can 5,08 (3,03 — 9,66)
Béo phi 7,48 (4,42 —14,00 < 0,05

Nong do leptin huyét thanh & nhom khong hit thude 14 cao hon nhom

hut thude ¢6 ¥ nghia thong ké vai p < 0,001.

Nhém béo bung dang nam c6 ndng do leptin cao hon nhém cé vong

bung binh thudng c6 ¥ nghia thong ké p < 0,001.
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Nong do leptin ting dan theo chi s6 BMI, nhoém béo phi ¢6 ndng do
leptin cao nhét 1a 7,48 (4,42 — 14,00) ng/mL, tiép dén 1a nhom thira can 5,08
(3,03 — 9,66) ng/mL, va nhom c6 chi s6 BMI binh thuong c6 ndng do leptin
thap nhat 3,10 (1,37 — 6,46) ng/mL.

3.2.2. Ti I¢ tiing leptin huyét thanh va cac yéu to6 lién quan

Hién tai c6 nhiéu nghién ctru trén thé gigi khao sat nong do leptin
huyét thanh tuy nhién chwa c6 ngudng chinh xic dinh nghia ting leptin
huyét thanh. Trong nghién ctru ching toi dinh nghia ting leptin huyét
thanh 14 khi néng d6 leptin huyét thanh lén hon t& phan vi cia nhom
chimg (> 6,22 ng/mL). Ti & ting leptin huyét thanh & nhom bénh nhan
tién DTD 14 40,7%.

Téng leptin ™ Leptin binh thuong

Biéu dé 3.2. Ti 1¢ ting leptin 6 bénh nhén tiéen DTD
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Bdng 3.16. Tuéi va cdc yéu té lién quan & 2 nhém ting va khong ting leptin

trén bénh nhan tién DTD

., Khong tang leptin Tang leptin
Yéu to Giatrip
(n=163) (n=112)
Tubi (ndm) 50,2 + 7.8 51,0 + 8,3 > 0,05
Gidi (nam) (n,%) 92 (56,4%) 18 (16,1%) <0,01
Tién st gia dinh DTD
28 (17,2%) 21 (18,8) > 0,05
(n,%)
Tién sir gia dinh THA
33 (20,3%) 29 (25,9%) > 0,05
(n,%)
Tién sur gia dinh RLLP
3 (1,8%) 2 (1,8%) > 0,05
(n,%)

Tubi trung binh & nhém ting va khong tang leptin 1an luot 14 51,0 + 8,3

va 50,2 + 7,8, st khac biét khong c6 y nghia thong ké véi p > 0,005. Két qua

tuong tu V4i cac yéu té nhu tién sir ban than va gia dinh c6 cac bénh 1y roi

loan chuyén héa nhu THA, RLLP mau.

Tang leptin ¢6 khuynh hudng xay ra & nam gidi it hon so véi nit, trong

nhom tang leptin chi c6 16,1% la nam gidi trong khi ti I¢ nay & nhém khong

tang leptin 1a 56,4%.
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Bdng 3.17. Nguy co lién quan dén ting leptin ¢ bénh nhan tién PTD theo

tudi, gidi va cdc yéu té khdc

Tang leptin
2 OR
Dac diém Khong Co P
(95% KTC)
(n=163) (n=112)
Lén tudi
Khong 10 (50%) 10 (50%) 1,00
> 0,05
Co 153 (60%) 102 (40%) 0,67 (0,27 - 1.66)
Gioi
N 71 (43%) 94 (57%) 1,00 <0,01
Nam 92 (83,6%) | 18 (16,4%) 0,15 (0,08 — 0,27)
Tsgd DPTD
Khong 135 (59,7%) | 91 (40,3%) 1,00 > 0,05
Co 28 (57,1%) | 21 (42,9%) 1,11 (0,59 — 2,08)
Tsgd THA
Khong 130 (61,0%) | 83 (39,0%) 1,00 > 0,05
Co 33(53,2%) | 29 (46,8%) 1,37 (0,78 — 2,43)
Tsgd RLLP
Khong 160 (59,3%) | 110 (40,7%) 1,00 > 0,05
Co 3 (60%) 2 (40%) 0,87 (0,20 — 3,71)

Trong nghién ctu ctia ching toi chwra ghi nhan tudi va cac yéu td vé tién
sir gia dinh c6 cac bénh 1y chuyén héa co lién quan lam gia ting nguy co ting
leptin huyét thanh. Gigi nit c6 mdi lién quan véi tang leptin huyét thanh c6 y
nghia théng ké (p < 0,01).
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3.2.3. Méi lién quan giira leptin va cac yéu té nguy co tim mach

Bdang 3.18. Chi sé nhdn trdc, huyét dp 6 2 nhém ting va khong ting leptin

trén bénh nhan tién DTD

P Khong tang leptin Tang leptin L
Yeéu to Giatrip
(n=163) (n=112)
Vong eo (cm) 78,4 £8,3 80,9 +7,8 < 0,05
Vong hong (cm) 87,0 £6,8 90,6 £ 6,4 <0,01
BMI (kg/m?) 23,5+3,1 254+3,0 <0,01
HA tam thu (mmHg) 124,1 £ 11,7 126,5+ 11,3 > 0,05
HA tam truong (mmHg) 78,079 78,4 +7,6 > 0,05

Nhom tang leptin ¢6 vong eo 1a 80,9 £ 7,8 cao hon nhom khong ting

leptin (78,4 £ 8,3) c6 ¥ nghia thong ké véi p < 0,05.

Két qua twong tu Vi vong hong va chi s6 BMI cao hon c6 ¥ nghia théng ké

s0 véi nhoém khong tang leptin & bénh nhén tién DTD. Khong co su khac biét co

¥ nghia théng ké vé huyét ap tam thu va huyét 4p tdm truong ¢ hai nhom.

Leptin

(o]
© [ ]

Biéu dé 3.3. Méi twong quan giiva BMI va leptin 6 bénh nhén tiéen DTD




69

Chi s6 BMI c6 tuong quan c6 ¥ nghia thong ké véi ndong do leptin huyét
thanh vé&i hé sé tuong quan r = 0,35 (p < 0,001) v&i phuong trinh hoi quy
tuyén tinh la:
Leptin = 0,711 x BMI - 0,95.

Vong eo ¢6 mdi tuong quan c6 ¥ nghia thong ké voi leptin huyét thanh
v6i phuong trinh hoi quy:

Leptin = 0,136 x (vong eo) - 0,30 vaéi r = 0,15 (p=0,01).
Tuong ti vong héng c6 mdi twong quan cd ¥ nghia thong ké véi leptin

huyét thanh véi phuong trinh hoi quy:
Leptin = 0,306 x (vong hong) — 19,3 vai r = 0,28 (p < 0,001)

Leptin

I I
120

60
vongeo

Biéu dé 3.4. Méi twong quan giiva vong eo va leptin 6 bénh nhén tiéen DTD
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Biéu do 3.5. Méi twong quan giiva vong héng va leptin 6 bénh nhan tién DTD
Bdng 3.19. Lién quan giia tiéen THA, béo bung va ting leptin

., Khong tang leptin Tang leptin
Yeéu to Gia trip
n=163 n=112
Tién THA (n,%) 126 (77,3) 90 (80,4) > 0,05
Béo bung (n,%) 38 (23,3) 58 (51,8) <0,01
Ti 18 béo bung dang nam & nhom tién TP kém tang leptin cao hon

nhom khéng ting leptin c6 y nghia théng ké. Ti & tién THA khong khac biét

giita 2 nhom ting va khong ting leptin trén bénh nhan tién DTD.
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Bdng 3.20. Nguy co ting leptin 6 bénh nhén tién DTD theo tinh trang hiit

thuéc ld, béo bung va thira cén béo phi

Tang leptin
OR
Pic diém Khong Co P
(95% KTC)
(n =163) (n=112)
Hit thudc 14
Khong 128 (54,7%) | 106 (45,3%) 1,00 <0,05
Co 35 (85,4%) 6 (14,6%) 0,21 (0,08 — 0,51)
Béo bung
Khong 125 (69,8%) | 54 (30,2%) 1,00 <0,01
Co 38 (39,6%) 58 (60,4%) 3,53 (2,10 —-5,94)
Phan do BMI
Binh thuong 77 (74,5%) 24 (25,5%) 1,00
Thtra can 77 (56,2%) 60 (43,8%) 2,27 (1,28 —4,03) | <0,001
Béo phi 16 (36,4%) 28 (63,6%) | 5,10 (2,36 -11,01) | <0,001

Trong nghién ctru cia chung t6i ghi nhan hat thube 14 1am giam nguy

co tang leptin huyét thanh vai OR = 0,21 (p < 0,05). Trong khi béo bung

lam gia ting nguy co ting leptin huyét thanh c6 y nghia thong ké voi OR

= 3,53 (p < 0,01). Pac biét nhitng bénh nhan c¢6 chi s6 BMI cang cao thi
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nguy co ting leptin huyét thanh cang cao. Nguy co ting leptin huyét
thanh gia tang theo tinh trang thtra can béo phi, nhom thira can lam tang
leptin véi OR = 2,27 (p < 0,001) va nhém béo phi lam gia tang leptin v i
OR =5,10 (p < 0,001).

Bdng 3.21. Lién quan giira glucose mdu va ting leptin

trén bénh nhén tiéen PTP

., Khong tang leptin Tang leptin
Yéu to Giatrip
n=163 n=112
Glucose mau (mg%) 105,6 £7,5 104,3+7,5 > 0,05
5,604 5,7+04
HbAlc (%) <0,01
56 (5,4-5)9) 5,8 (5,4-6,0)

HbAlc dwoc trinh bay Trung binh + dé 1éch chudn va Trung vi (25%-75%)

Nong do glucose mau & 2 nhom ting va khong tang leptin khong khac
biét c6 ¥ nghia théng ké trong khi HbAlc ¢ nhom ting leptin cao hon

nhom khong ting leptin cé y nghia thong keé.
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Bdng 3.22. Bilan lipid ¢ 2 nhom ting va khong tang leptin
trén bénh nhén tiéen PTP

L Khong tang leptin Tang leptin
Yeéu to Gia trip
n=163 n=112

Chol toan phan (mg%) 209,4 +422 221,4 +37,8 <0,05
HDL-c (mg%) 48,0 + 14,0 48,2 + 13,1 > 0,05
LDL-c (mg%) 139,9 + 38,9 154,1 £34,3 <0,01

195,0 + 186,0 180,0 £ 100,0
Triglycerid (mg%) > 0,05

144,0 (96,0-216,0) | 157,0 (110,0-220,0)

Non HDL-c (mg%) 161,4+42.5 173,2 £36,3 < 0,05
Chol/ HDL-c 4,77 + 2,09 5,25+ 5,00 > 0,05
TG/HDL-c 5,27 £ 8,50 4,90 + 7,34 > 0,05
LDL-c/HDL-c 3,12+ 1,05 3,54 £ 2,04 <0,05

Triglycerid dwoc trinh bay Trung binh + d¢ léch chudn va Trung vi (25%-15%)

Nghién ctu cua chung t6i ciing ghi nhan, nhém bénh nhan tién DT ¢6

kém ting leptin huyét thanh c6 cholesterol toan phan, LDL-c, non HDL-c cao

hon nhém khéng ting leptin c6 ¥ nghia théng ké. Khong co su khac biét vé

HDL-c va triglyceride ¢ 2 nhom

Céc chi s sinh xo vira Chol/ HDL-c va TG/HDL-c khong khac biét &

2 nhém trong khi ti ¢ LDL-c/HDL-¢c & nhom tang leptin cao hon nhom
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khéng ting leptin. Nong do leptin huyét thanh cao ¢ nhém bénh nhan tién
DTPD c6 thé lién quan dén su gia ting xo vita dong mach thé hién qua chi
s0 LDL-c/HDL-c.

Bdng 3.23. Ti |é réi loan lipid mdu ¢ 2 nhém ting va khéng ting leptin

trén bénh nhan tién DTD

., Khong tang leptin | Tang leptin
Yeéu to =163 =110 Gia trip
Chol/ HDL-c > 4 (n,%) 103 (63,2%) 83 (74,1%) > 0,05
TG/HDL-c > 2,4 (n,%) 103 (63,2%) 72 (64,3%) > 0,05
LDL-c/HDL-c > 2,3 (n,%) 118 (72,4%) 96 (85,7%) <0,01
Tang TG (n,%) 77 (47,2%) 60 (53,6%) > 0,05
Giam HDL-c (n,%) 65 (39,9%) 57 (50,9%) > 0,05
RLLP/HCCH (n,%) 43 (26,4%) 45 (40,2%) <0,05
Hoi chimg chuyén hoa (n,%) 31 (19,0%) 47 (42,0%) <0,01

Nhém ting leptin ciing ¢6 ti 1& bi réi loan lipid kiéu HCCH (ting
triglyceride va giam HDL-c) va hoi ching chuyén héa cao hon nhom
khong ting leptin c6 y nghia thong ké. Ti I¢ bénh nhan c6 nguy co xo vira
d6ng mach thong qua chi s6 sinh xo vira LDL-¢/HDL-c ¢ nhém ting leptin
cling cao hon c6 ¥ nghia théng ké so v6i nhoém khéng ting leptin ¢ bénh

nhén tién DTD.
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Bdng 3.24. Lién quan giira leptin va xo vira dong mach

trén bénh nhén tién DTD

LDL-c/HDL-c>2,3

2 OR
Pac diém Kho i P
ons co (95% KTC)
(n=61) (n=214)
Tang leptin
Khong 45 (73,8%) | 118 (55,1%) 1,00 <0,01
Co 16 (26,2%) 96 (44,9%) 2,29 (1,22 — 4,30)

Tang leptin 1am gia tdng nguy co xo vira dong mach theo ti€u chi LDL-
¢/HDL-c> 2,3 v4i OR =2,29 (p < 0,01).
Bdng 3.25. Lién quan giita leptin va RLLP kiéu HCCH

trén bénh nhan tién PTD

RLLP/HCCH
. OR
Pac diem Khé i P
ong co (95% KTC)
(n =187) (n=88)

Tang leptin

Khong 120 (64,1%) | 43 (48,9%) 1,00 <0,05
Co 67 (35,8%) | 45(51,1%) | 1,87 (1,12 -3,13)

Tang leptin huyét thanh 1am gia ting nguy co RLLP theo kiéu HCCH
(tang triglyceride va giam HDL-c) véi OR = 1,87 (p < 0,05), lam nang thém

nguy co tim mach & bénh nhan tién DTPD.
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Bing 3.26. Lién quan giita leptin va héi chiing chuyén héa
trén bénh nhan tién DTD

7 H#éi chirng chuyén héa OR
Pac diém Khong Cé (95% KTC) P
(n=197) (n=78)
Tang leptin
Khong 132 (67,0%) 31 (39,7%) 1,00 < 0,001
Co 65 (33,0%) 47 (60,3%) | 3,08 (1,79 —5,29)

Tang leptin huyét thanh 1am gia ting nguy co xuat hién hoi chang
chuyén hoa ¢ bénh nhan tién TP véi OR = 3,08 (p < 0,001).

Két qua nghién ctru cta ching t6i ghi nhan leptin c6 méi lién quan chat
ché véi insulin mau, diéu nay co thé thidy ¢ nhom ting leptin thi ndng do
insulin, chi s6 HOMA-IR cao hon va chi s6 QUICKI thip hon c6 y nghia
théng ké so vi nhom khong ting leptin. Ti Ié bénh nhan dé khang insulin cho
du tinh theo cong thitc HOMA-IR hay QUICKI déu cao hon c¢6 y nghia thong
ké & nhom tang leptin so véi nhom khong tang leptin (bang 3.27, 3.28).

Bdng 3.27. Cdc chi sé lién quan dé khdng insulin 6 bénh nhén cé ting

leptin huyét thanh

£ Lk Khong tang leptin Tang leptin Gia tri
Yeuto n=163 n=112 D
, 8,5+ 6,0 11,8 7,1
Insulin (WU/mL) <0,01
7,1(4,4-10,4) 10,1 (7,3 -13,6)
22+1,7 3,1+1,9
HOMA_IR <0,01
1,9(1,1-28) 2,6 (1,9-3,6)
. 0,28 0,05 0,25+ 0,04
Chi s6 QUICKI <0,01
0,27 (0,24 -0,31) | 0,25 (0,23 -0,27)
71,9 +£49,3 104,3 £ 59,7
HOMA1-%B <0,01
61,8 (37,3-88,1) | 94,8 (65,4 —128,0)

Insulin, HOMA IR, QUICKI dwoc trinh bay trung binh + dé léch chudn va
trung vi (25%-15%)
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Bdang 3.28. Ti |¢ ting insulin, khdng insulin va réi logn chirc néing té bao

beta trén bénh nhan tién DTP kém ting leptin huyét thanh

véu th Khong tang leptin | Tang leptin Gi tri p
n=163 n=112
Insulin 212 pU/mL(n,%) 32 (19,6%) 39 (34,8%) <0,01
HOMA IR > 1,8 (n,%) 83 (50,9%) 86 (76,8%) <0,01
QUICKI < 0,27 (n,%) 85 (52,2%) 90 (80,4%) <0,01
HOMA%B > 116 (n,%) 25 (15,3%) 37 (33,0%) <0,01

Bdng 3.29. Lién quan giita hs-CRP, fibrinogen va ting leptin trén bénh

nhén tién PTD
, Khong tang leptin Tang lepti
Yéu té & tang feptl 8P| Giawrip
n=163 n=112
7,05 £22.95 5,64 £17,82
Hs-CRP mg/L > 0,05
2,79 (2-4) 2,88 (1,44-5,12)
321 £1,11 3,29 + 0,98
Fibrinogen (g/L) < 0,05
2,98 (2,56-3,51) 3,26 (2,71-3,65)

Hs-CRP va fibrinogen dwoc trinh bay Trung binh + B¢ léch chudn va

Trung vi (25%-75%)

Ngoai ra nghién cttu cua ching toi ciing ghi nhan nong d6 fibrinogen
& nhom tién DTD c6 kém tang leptin ciing cao hon c6 ¥ nghia thong ké so
v&i nhom tién PTD khong tang leptin, trong khi su khac bi¢t cua néng do
hs-CRP khong ¢6 ¥ nghia théng ké du cho c¢6 khuynh hudng cao hon nhém

co tang leptin.




3.2.4. Phan tich da bién cac yéu td lién quan dén ting leptin ¢ bénh nhén

tién PTD

Két qua phan tich da bién ghi nhan cac yéu té gidi nit, thira can béo phi,

va dé khang insulin c6 lién quan dén hién tuong ting leptin huyét thanh co ¥

nghia thong ké. Trong nhom thira cdn béo phi, nhém c6 BMI > 27.5 kg/m? ¢

lién quan dén gia ting ndng do6 leptin manh nhit va c6 ¥ nghia théng ké véi

véi OR =5,32 (p < 0,01) (bang 3.30).

Bdng 3.30. Phin tich da bién cdc yéu t6 anh hwéng dén tinh trang ting

leptin 6 bénh nhén tién PTD

Cic yéu to OR (95% CI) Gia trip
Lén tudi (> 40) 0,59 (0,19 — 1,83) > 0,05
Gi6i nam 0,11 (0,05 — 0,26) < 0,01
Tsgd c6 nguoi BPTD 1,07 (0,50 - 2,27) > 0,05
Tsgd c6 nguoi THA 1,12 (0,56 — 2,24) > 0,05
Tsgd c6 ngudi RLLP 1,60 (0,17 — 15,21) > 0,05
Tién st RLLP mau 1,32 (0,62 — 2,80) > 0,05
Hut thudc 14 0,88 (0,27 — 2,86) > 0,05
Béo bung (theo IDF) 1,53 (0,47 —5,02) > 0,05
Thira can (BMI > 23) 1,92 (0,93 — 3,97) > 0,05
Béo phi (BMI > 27,5) 5,32 (1,69 — 16,72) < 0,01
Tién THA 0,91 (0,42 — 1,95) > 0,05
RLLP dang xo vira 1,67 (0,90 — 3,11) > 0,05
Khang insulin (HOMA-IR > 1,8) 2,69 (1,37 - 5,28) < 0,05
Hoi chimg chuyén hoa 0,57 (0,14 — 2,25) > 0,05
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3.3. KHAO SAT MOI LIEN QUAN GIUA LEPTIN VA KHANG
INSULIN O BENH NHAN TIEN PAI THAO PUONG

3.3.1. Khio sat méi lién quan giira leptin véi insulin, HOMA_IR va chi

s6 QUICKI

Bdng 3.31. Nong dé insulin va cdc chi sé dé khdng insulin theo tir phén vi leptin

Nong @0 | T phan vi | T phan vi | Tw phén vi | T phan vi
P
Leptin thu 1 thur 2 thu 3 thu 4
Insulin 7,2 6,7 8,6 11,3
<0,01
(wU/mL) (45-98) | (44-104) | (59-11,2) | (8,2-17,7)
1,9 1,8 2,1 2,8
HOMA-IR <0,01
(1,1-28) | (1,1-26) | (15-29) | (2,1-4,6)
0,27 0,27 0,26 0,24
QUICKI <0,01
(0,24-0,31) | (0,24 - 0,31) | (0,24 - 0,28) | (0,22 - 0,26)
Khang 36 33 44 56
o <0,01
insulin (n,%) | (52,2%) (47,1%) (64,7%) (82,4%)

Khao sat nong d6 insulin va cac chi so6 khang insulin theo cac t&r phan vi

ctia ndng do leptin, chung toi ghi nhan ndng d¢ inuslin, chi s6 HOMA-IR va ti

I& khang insulin ting dan theo cic t& phan vi cia leptin va nguoc lai chi s6

QUICKI giam dan theo cac t& phan vi cta leptin, sy khac biét co ¥ nghia

thong ké. Nong do insulin va ti I¢ khang insulin cao nhat & nhom c6 nong do

leptin & t& phan vi cao nhat,
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Nong do leptin huyét thanh va insulin c6 méi tuwong quan thuan co ¥
nghia thong ké vai hé s6 twong quan r = 0,32 (p < 0,001).

40
[ ]

Insulin

0 20 40 60
leptin

Biéu dé 3.6. Méi tuwong quan giiva leptin va insulin 6 bénh nhén tién PTD
Phuong trinh héi quy: Insulin = 0,313 x (leptin) + 7,4
Tuong ty cic chi s6 vé khang insulin nhw HOMA-IR ¢é tuong quan
thuan va chi s6 QUICKI c6 twong quan nghich cé ¥ nghia thong ké vai nong
do leptin huyét thanh véi hé sé twong quan lan lugt 14 0,29 (p < 0,001) va -
0,29 (p < 0,001). Cac két qua cho thiy leptin va khang insulin c6 mbi tuwong
quan chat ché véi nhau va leptin ¢ thé giup tién doan dé khang insulin thong

qua phuong trinh hoi quy.
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Biéu dé 3.7. Méi twong quan giiva leptin va HOMA-IR
& bénh nhin tién PTD

N

leptin

Biéu dé 3.8. Méi twong quan giiva leptin va chi sé6 QUICKI
& bénh nhin tién PTD
*HOMA IR =1,9+0,083 x (leptin) p<0,001
* QUICKI = 0,28 - 0,002 x (leptin) p <0,001
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3.3.2. Gia tri di bao dé khang insulin va réi loan chirc ning té bao beta

theo ndng @6 leptin & bénh nhén tién PTP

0.50 0.75 1.00
| | |

Do nhay

0.25
|

0.00

I I I I I
0.00 0.25 0.50 0.75 1.00
D¢ dac hi¢u

Biéu do 3.9. Puwong cong ROC gidia leptin va dé khdng insulin
& bénh nhén tién PTD
Khi leptin > 4,45 ng/mL thi co gia tri du béo ting kha ning dé khang
insulin véi dién tich dudi duong cong AUC ( 0,65) 1a 65% véi dd nhay 62%
va do dac hiéu 1a 65%. (p < 0,001).
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* Gia tri caa leptin dw bao ting hoat ddng ciia chire ning té bao beta

véi insulin > 12 pUl/mL

100
80 F
60 I
B s
-
= -
=
=40 D6 nhay: 47,9%
Do dac hi¢u: 81,4%
Gia tri du bao: > 8,64
20
¢ THY IETINTEL TETH

60

D¢ dac hiéu

80 100

Biéu dé 3.10. Pwong cong ROC giita leptin va ting insulin

Khi leptin > 8,64 ng/mL thi c6 gia tri du bao tang tiét insulin vai dién
tich dudi duong cong AUC la 65% v& d6 nhay 47,9% va d6 dac hiéu la

81,4% (p < 0,001).
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3.4. KHAO SAT CAC YEU TO NGUY CO TIM MACH KHAC O BENH
NHAN TIEN PAI THAO PUONG

3.4.1. Tang IMT

Két qua nghién ctu cua chung t6i ghi nhan nhom tién DTD c6 ti I¢ ting

IMT (69,3%) cao hon ¢ ¥ nghia thong ké so véi nhom ching (54,0%).

Bdng 3.32. Cic yéu t6 nguy co lién quan dén ting IMT ¢ bénh nhén tiéen DTD

., Khong tang IMT Tang IMT
Yeéu to Gia trip
n=77 n=174
Tuoi (ndm) 46,4 + 8,5 523+73 <0,01
Gidi (nam) (n,%) 23 (29,9%) 76 (43,7%) <0,05
Hut thudce 14 (n,%) 4 (5,2%) 30 (17,2%) <0,01
BMI (kg/m?) 24,0 +3,1 244 +32 > 0,05
Tién THA (n,%) 53 (68,8%) 142 (81,6%) < 0,05
Béo bung (n,%) 23 (29,9%) 66 (37,9%) > 0,05

Két qua nghién ctru cua chiing tdi ghi nhan cac yéu té nhu tudi cao, gidi

nam, hut thudc 14, huyét ap tadm truong cao va tién THA 1a nhitng yéu té 1am

gia ting c6 y nghia thong ké ti 1& xo vita dong mach (thé hién qua ting IMT)

& bénh nhan tién DTD.
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Bdng 3.33. Glucose mau, lipid, insulin, hs-CRP, fibrinogen va leptin ¢
nhom ting IMT trén bénh nhan tién DTD

Yéu tb Khong tang IMT Tang IMT Gi tri p
n=77 n=174
Glucose mau (mg%) 104,2 £ 6,8 105,2 +7,7 > 0,05
HbAlc (%) 5,6 (5,2-5,8) 5,7(5,4-6,0) <0,01
Chol toan phan (mg%) 207,4 £37,8 217,4 £43,1 > 0,05
HDL-c (mg%) 48,2 £ 14,0 474+ 12,8 > 0,05
LDL-c (mg%) 140,2 + 34,8 147,7+39,9 > 0,05
Triglycerid (mg%) 144 (91 - 203) 155 (106 — 227) > 0,05
Non HDL-c (mg%) 159,2 £37,6 170,2 £42,7 <0,05
RLLP/HCCH 27 (35,1%) 56 (32,2%) > 0,05
Insulin (uWU/mL) 8,1(5,0-13,3) 8,6 (5,8 -12,0) > 0,05
Hs-CRP (mg/dl) 2,27 (0,63-3,16) |2,92(2,00—-4,79)| <0,01
Fibrinogen (g/L) 2,99 (2,52-3,52) |3,06(2,60-3,53)| >0,05
Leptin (ng/ml) 6,27 (3,12 -13,09) | 4,23 (2,00—-7,64) | <0,05

HbALc, triglyceride, insulin, hs-CRP, fibrinogen, leptin dwoc trinh bay:
trung vi (25%-15%)

Nhom bénh nhan tién TP bi ting IMT ¢ néng d¢6 HbAlc, non HDL-
¢, hs-CRP cao hon c6 ¥ nghia théng ké so v6i nhom bénh nhan tién DTD
khong bi tang IMT. Nguoc lai voi mot vai nghién ctru truedc day, nhom tang
IMT c6 ndng do leptin thip hon c6 ¥ nghia théng ké so véi nhom khong
tang IMT.




3.4.2. Phi dai that trai
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Két qua nghién ctru cta ching toi ghi nhan ti Ié phi dai that trdi & nhoém

tién BTD va nhom chung 13 7,0%. Khong co su khac biét vé phi dai that trai

gitra 2 nhém.

Béng 3.34. Cdc yéu té nguy co lién quan dén phi dai that trdi

¢ bénh nhén tiéen DTD

Khong phi dai Phi dai
Yéu t6 that trai that trai Gia trip
n=253 n=19

Tubi (ndm) 50,3 + 8,0 54,072 < 0,05
Gidi nam (n,%) 106 (41,9%) 3 (15,8%) <0,05
Hut thude 14 (n,%) 40 (15,8%) 1 (5,3%) > 0,05
BMI (kg/m?) 242+32 25,1+2,7 > 0,05
Tién THA (n,%) 197 (77,8%) 17 (89,5%) > 0,05
Béo bung (n,%) 86 (34,0%) 9 (47,4%) > 0,05
Hoi chimg chuyén hoa

72 (28,5%) 5 (26,3%) > 0,05

(n,%)
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Bdng 3.35. Glucose mau, lipid, insulin, hs-CRP, fibrinogen va leptin

& nhém phi dai thdt trdi trén bénh nhan tién DTD

Khong phi dai Phi dai
Yéu to that trai thét trai Gia trip
n=253 n=19
Glucose mau (mg%) 105,1+7,3 105,0 +£9,6 > 0,05
HbA1c (%) 5,7 (54-5,9) 5,8 (5,4 —6,2) > 0,05
Chol toan phan (mg%) 2148 +41.2 204,2 +30,2 > 0,05
HDL-c (mg%) 48,0 + 13,8 493 + 10,6 > 0,05
LDL-c (mg%) 146,1 + 38,0 136,6 + 31,0 > 0,05
Triglycerid (mg%) 153 (102 — 225) 110 (97 — 154) > 0,05
Non HDL-c (mg%) 166,8 + 40,9 154,9 +29.0 > 0,05
TG/HDL-c (mg%) 525+ 8,31 3,47 + 3,41 > 0,05
RLLP/HCCH (n,%) 82 (32,4%) 4 (21,0%) > 0,05
Insulin (uU/mL) 8,55 (5,57 —12,1) | 5,69 (3,81-11,51) | >0,05
HOMA IR 2,2 (1,4-3,2) 1,5(1,0-2,8) > 0,05
Hs-CRP (mg/dL) 2,77 (1,67-4,39) | 3,15(2,79-3,97) | >0,05
Fibrinogen (g/L) 3,07 (2,59 —3,60) | 3,06 (2,62-3,53) | >0,05
Leptin (ng/mL) 4,58 (2,35-8,97) | 3,93 (2,66 -13,57) | >0,05

HbA1c, triglyceride, insulin, HOMA _IR, hs-CRP, fibrinogen, leptin duwoc trinh
bay duoi dang Trung vi (25%-75%)

Trong nghién ctu ctia chung tdi chi ghi nhan tudi cao va gidi nir 1a 2

yéu t6 co lién quan dén phi dai that trai trén bénh nhan tién DTD c6 y nghia

théng ké. Cac yéu to khac khong khac biét co y nghia théng ké & 2 nhém,

phi dai hodc khong phi dai that trai trén bénh nhan tién DTD.
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Chuong 4
BAN LUAN

4.1. CAC YEU TO NGUY CO TIM MACH O BENH NHAN TIEN PTP
4.1.1. Tudi va tién DPTD

Tién dai thao duong (PTD) la giai doan ting glucose mau trung gian
gitra tinh trang glucose mau binh thuong va DT tip 2. Cac yéu td nguy
co cua tién PTP ciing chinh 13 cac yéu té nguy co caa PTD. Ciing nhu
trong nhiéu nghién ctu dich té hoc va cac khuyén céo, tudi cang cao thi
nguy co bi ri loan glucose mau cang cao. Theo khuyén cdo ctia ADA thi
nén bat dau tam soat DTD tir 45 tudi tro 1én. Trong nghién ciru cia chung
t6i, nhom nghién ctru c6 tudi trung binh 13 50 tudi, cao hon nhém ching
(45 tudi) co6 y nghia thong ké. Anh hudng cua tudi 1én PTD di duogc
chimg minh tir 1au trén thé gigi va khong phai ngiu nhién khi Hiép Hoi
PTD Hoa Ky khuyén cdo nén tam soat DTD & cac d6i tuong trén 45 tudi.
Téac gia Mayer B. Davidson da ghi nhan & nhitng bénh nhan khong bj rdi
loan dung nap glucose thi c&r thém 10 nim tudi, HbAlc s& ting thém
0,1%. Mot nghién cuu khac cua tac gid Dubowitz va cOng sy ghi nhan
murc HbAlc va mirc do giam dung nap glucose déu ting theo tudi [42], va
cr taing 10 nam tudi thi HbAlc sé& ting thém 0,085%. Céac nghién clu
khéac ciing ghi nhan mirc glucose méu sé tiang theo tudi, vi du nhu nghién
ctru tai HongKong d3 ghi nhan c&r thém 10 niam tudi thi mic glucose mau
d6i va glucose mau bat ky s& tang thém 0,15 mmol/L va glucose mau 2
gio sau 4n s& ting thém 0,26 mmol/L[76]. Vé co ché bénh sinh, té bao

beta tuy s& suy giam chtc ning dan theo thoi gian trung binh 0,7% mdi
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niam, do d6 cung mot co ché dé khang insulin nhu nhau, ngudi 16n tudi sé
biéu 16 DTD dé dang hon.
4.1.2. Thira cin béo phi va tién PTD

Dé khang insulin 13 nén tang trong co ché bénh sinh cua BTD, do d6
da tir rat 1au, chi sd BMI, chi diém cho hién tuong thtra can béo phi da
dugc xem nhu mot yéu té nguy co cua DTD. Trong nghién ciru ching toi
ghi nhéan chi s6 BMI trung binh ctia nhom tién DTD 1a 24 kg/m? cao hon ¢6
¥ nghia théng ké so v4i nhom chimg 1a 23 kg/m?. Két qua nay ciing tuong
tyr két qua tir cac nghién ciu trude day. BMI tir 1au di dugc xem 1a yéu t6
nguy co manh cua déai thdo duong tip 2, nghién ctru cua tadc gid June M
Chan va cong su theo doi trén hon 50.000 nguoi da ghi nhan BMI > 35
kg/m? 1a gia ting dang ké nguy co dai thao duong so véi nhom BMI < 23
kg/m? [33]. Tac gia Michael L Ganz d3 thuc hién mot nghién clru bénh
chtmg trén hon 37.000 ngudi va ghi nhan BMI 1a mot yéu té nguy co rat
quan trong cua DTD tip 2, va nguy co ndy ting dan theo mic BMI tir thira
can cho dén béo phi do 1, 2, va d6 3 1a nguy co PTP cao nhat [59]. Gan
day nhat, nghién ctru ciia tac gia Dong Zhao tai Trung qubc véi hon 1000
d6i tuong tham gia ciing ghi nhan BMI lam gia ting nguy co r6i loan
glucose méau cé y nghia théng ké voi OR = 1,447 va p< 0,001 [140]. Cac
nghién ctru khac tai chau A ciing ghi nhan thira can véi BMI > 25 kg/m? 1a
mot yéu t6 nguy co manh ctia DTD va tién BPTP v4i OR tuong tng lan lugt
la 4,0 va 1,8 [17]. Hay nhu nghién ctru cua tac gia Abtahi ciing ghi nhan
BMI cang cao thi ti 16 PTP va tién DTD s& cang cao [49]. Tuy nhién néu
str dung ngudng chan doan thira can va béo phi theo tiéu chi chung cua cac

nudc phuong Tay (> 25kg/m? va > 30 kg/m?) thi cac nghién cau cho thay ti
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I& béo phi & cac nude chau A thdp hon cac nudc phuong Tay, bén canh d6 ti
I6 DTD lai khong khac biét gitta 2 nhom. Nghién cau tai Singapore cho thay
cung mot chi s6 BMI, luong m& bung do bang phuong phap chup cat 16p
dién toan (CT Scan) ctia ngudi chau A cao hon han ngudi da tring. Nguoi
chau A, dic biét nguoi Nam A c¢o khuynh hudng béo phi trung tdm nhiéu
hon va dé khang insulin nhiéu hon cac nudc phuong Tay. Do dé vong eo
(phan anh tinh trang béo bung trung tam) co6 lién hé mat thiét véi BTD nhiéu
hon chi s6 BMI. Piéu nay dung tai Viét Nam khi tac gia Puc Son ghi nhan
chi s6 eo/hdong phan anh nguy co DTD cao hon BMI va lugng m& bung ¢6
lién quan chat ché véi DTD [43]. Do nhiéu yéu t6 ké trén, nim 2000 WHO
d3 xem xét lai tiéu chi chan doan béo phi danh cho ngudi chau A va dua ra
tiéu chi méi, theo d6 chan doan thira can khi BMI > 23 kg/m? va béo phi khi
BMI > 27,5 kg/m? [136]. Trong nghién cttu cua ching t6i, nhom tién DTD
c6 vong €0 trung binh la 79,4 + 8,2 cm, cao hon nhom chung c6 y nghia
théng ké (76,0 + 7,8 cm), va ti I& béo bung ciing cao hon nhém chiing c6 ¥
nghia thong ké. Chi s6 eo/hong ¢ nhém tién PTP ciing cao hon ¢ ¥ nghia
théng ké so vai nhom ching (0,90 + 0,04 so vai 0,87 + 0,05 véi p < 0,001).
Piéu nay mot 1an nita khing dinh thira can béo phi, va béo bung trung tim 1a
mot yéu té nguy co quan trong cua roi loan glucose mau. Nhitng nghién ctu
dau tién danh gia vai trd ctia vong eo va chi s6 eo/hong ddi véi nguy co dé
khang insulin va DTD di duoc thuc hién tir nhiing nam 1980, cac két qua
déu cho thay chi s6 eo/hong 1a mot yéu td nguy co doc lap véi BMI gitip tién
doan TP tip 2 trong twong lai, rdi loan lipid mau va ting huyét ap. Va cho
dén nhimg nghién cttu méi nhat gan day ciing khing dinh lai vai trd cua

vong eo, dac biét lam gia ting nguy co tién DTD. Nghién ctu cua tac gia Li-
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Xin Tao tai Trung Quéc theo ddi trén 7951 bénh nhén trong vong 7 nim da
ghi nhan néu vong eo ting trén 5% trong sudt qua trinh theo doi s& 1am gia
tang nguy co tién DTD & ca nam lan nix [122].
4.1.3. Huyét ap, réi loan lipid mau va tién PTD

Nhom bénh nhén tién DTP trong nghién ctru ching toi ciing co ti 18
tién THA cao hon nhom chimg c6 ¥ nghia thong ké (78% so véi 60% vai p
< 0,001). Trong nghién ctru nay ching t6i khong dua vao nhitng bénh nhan
c6 THA, nham tranh nhitng anh huéng ctia THA 1én cac bién ching va céc
yéu té nguy co tim mach khac. Nghién ctu cua tac gia Shyam Sundar
Ganguly va cong su cling ghi nhan ti 1 tién THA trén bénh nhan tién DTD
cling kha cao, vao khoang 54,1% [58]. Giéi nam va chi sé6 BMI 1a 2 yéu t6
nguy co lam gia ting ti 1& tién THA trén bénh nhan tién DTD. Tuy nhién
tien DTD va tién THA 1a 2 yéu t6 thuong xuat hién song hanh cing nhau
va lam nang thém nguy co tim mach cho bénh nhan. Nghién ctru tai Trung
Quéc trén hon 8000 nguoi ghi nhan ti 18 bénh nhan tién DTP kém THA
vao khoang 11% va két qua nay ciing twong tu trong cic nghién ctru khéac
[137]. S6 liéu nghién cau tai Hoa Ky trong khoang tir ndam 1999-2006 ciing
ghi nhan ti I&¢ bénh nhan tién DTD va kém THA 1a 11,2 + 0,6%[64], gisi
nam va tudi cao 1a 2 yéu to nguy co 1am gia tang ti 1¢ nay. Nghién ctru con
ghi nhan nhiing bénh nhan co6 roi loan vé huyét ap va glucose mau sé kém
theo nhiéu rdi loan chuyén hoa khac: thira can béo phi, dé khang insulin,
tang triglyceride va giam HDL-c.
4.1.4. Hs-CRP, fibrinogen va tién PTD

Nhiéu nghién ctru trudc day da ghi nhan nong d6 hs-CRP ¢ nhom bi

DTD cao hon nhom khong bi DTD cé ¥ nghia thong ké, tham chi nong do
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hs-CRP cao ¢ nhitng bénh nhan DTD c6 thé lién quan dén cac bién ching
mach mau 16n va ca mach mau nho ¢ bénh nhan DTD. Nhiing nghién ctu
gan day cling ghi nhan ndng d6 hs-CRP ¢ nhom tién DTD ciing cao hon so
v6i nhom chung. Tac gia Sabanayagam va cong su ciing ghi nhan néng do
hs-CRP ting cao lam gia ting nguy co tién DTP sau khi hiéu chinh tudi,
gidi, can ning, BMI va mot s cac yéu td khac, va nguy co tién DTD s&
ting gap doi khi hs-CRP > 3 mg/L [112]. Trong nghién cttu cua chiing toi,
nhom tién DTD c6 chi $6 hs-CRP cao hon c6 ¥ nghia thdng ké so véi nhom
chting vai nong d6 twong tng 1a 2,81 (1,75-4,38) mg/L so véi 1,79 (0,46-
3,55) mg/L va p <0,001. Két qua nay tuong tu voi hau hét cac nghién cuu
khac. Cac nghién ciru khac tai Trung Qudc va An Do ciling ghi nhan nong
d6 hs-CRP tang cao ¢ nhom IFG va nhom IGT so v6i nhom khong bi roi
loan glucose mau, va hs-CRP co thé 1a mot yéu td nguy co giy réi loan
glucose mau hay DTD trong tuong lai. Cac nghién ctru tai Viét Nam ciing
ghi nhan nong do hs-CRP va CRP co lién quan c6 y nghia thong ké véi
bénh Iy mach vanh va BTD tip 2, CRP cang cao, muc do ton thuong mach
vanh cang nhiéu va glucose mau cang cao [9], [4],[6].

Trong nghién cttu cua chung t6i, chua ghi nhan su khac biét co6 y
nghia thong ké giita nong do fibrinogen & 2 nhom. Cac nghién ctu trudc
day thuong ghi nhan nong do fibrinogen thuong cao ¢ bénh nhan c6 roi
loan glucose mau so véi nhom binh thuong. Nghién ctu cia Coban va
cong su ghi nhan ndng do fibrinogen ting dan theo mac d6 réi loan glucose
mau, tac gia ghi nhan ndng do fibrinogen thap nhat & nhém c6 glucose mau
binh thuong 1a 216 (179-260) mg%, cao hon & nhom tién DTD 1a 348 (264
— 468) mg% va cao nhat & nhom bénh nhan DTD tip 2 1a 449 (306 — 605)
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mg%, su khéac biét gitta cac nhom c6 ¥ nghia théng ké véi p <0,05 [36].
Két qua tuong tu voi nghién ciu ca tac gia Vera Grossmann thuc hién voi
s6 lugng mau kha 1én (trén 15.000 bénh nhan) ciing ghi nhan nong do
fibrinogen ciing ting dan theo muc do rdi loan glucose mau véi cac muc
twong ung ¢ ngudi binh thuong, tién BT va BT lan luot 1a 315 (273 -
366) mg%,; 345 (298 — 410) mg% va 359 (308 - 417) mg% vdéi p<0,001
[63]. Su khac biét trong nghién cttu cua ching toi so vdi cac nghién ctiru
trude day co thé 1a do nhitng dic diém dan sb trong nhom nghién cuu.
4.1.5. Xo vira dong mach canh va tién PTD

Ciing gidng nhu nhitng yéu t6 nguy co tim mach khac, CIMT ciing
thuong gia ting trén nhing bénh nhan DTD, day 1a nhing ddi tuong
thuong kém theo nhiéu rdi loan chuyén hoa nhu thira can, béo phi, réi loan
lipid mau, ting huyét 4p... Nghién cttu cua ching toi ghi nhan ti I bénh
nhan c6 ting IMT cao hon & nhom tién DTD so v&i nhom ching co ¥ nghia
théng ké vai cac ti 1& tuong tng 13 69,6% va 54%. Cac dit liéu gan day
thuc hién trén nhitng bénh nhin & giai doan sém cua roi loan glucose mau
cling ghi nhén c6 su gia ting CIMT va xo vita dong mach tir rat som.
Nghién ctru cua tac gia Antonino Di Pino da ghi nhan CIMT gia tang trén
nhitng bénh nhan tién DTD c6 HbA1c>5,7%. Va & nhiing bénh nhan tién
DTD duogc chan doan theo tiéu chi HbAlc, cho du ¢6 kém IGT hay IFG
hay khong, CIMT van cao hon ¢ ¥ nghia thong ké so véi nhom c6 HbAlc
binh thuong [41]. Ngoai ra nhitng nghién ctru khac cling ghi nhan CIMT ¢
bénh nhan DT cao hon ¢ y nghia thong ké so véi nhém khong bi réi loan
glucose mau, diéu nay xuat hién ngay ca ¢ nhing bénh nhan tré tudi méi

phat hién tién DTP. Nghién ctu cua tac gia Tran Thi Trac Linh va cong su
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ghi nhan co su gia ting CIMT & bénh nhan DTP kém ting huyét ap va co
mdi lién quan c6 ¥ nghia thong ké gitra CIMT va tudi, thoi gian mac bénh
DTPD va hién tuong phi dai that trai [8]. Nghién ctru khac cua tac gia Tran
Thanh Linh ciing ghi nhan ti 1€ day CIMT va xo vira dong mach cao hon
han & nhoém bi DTP so v&i nhom chiing [7]. Ngoai ra céac tac gia con ghi
nhan d6 day CIMT c6 lién quan c6 y nghia théng ké vai mic do hep dong
mach vanh ¢ bénh nhan DTD tip 2 [3].
4.1.6. Phi dai that trai va tién PTD

Nghién ctu cua ching toi khong ghi nhan su khac biét gitra khéi co
that trdi & bénh nhan tién DTD va nhom chang. Ti 1& phi dai that trai cling
twong duwong nhau ¢ ca 2 nhom (khoang 7,0%). Diéu nay c6 thé 1a do trong
mau nghién ctu chung t6i chon nhitng bénh nhan ¢ giai doan tuong dbi
s&m, vira phat hién tién DTD va khong c6 tang huyét ap kém theo, chinh vi
vay tan suat phi dai that trai chua nhiéu. Ti 1& phi dai that trai trén bénh
nhan tién PTD ciing nhu DT phuy thudc vao nhiéu yéu t6. Nhiéu nghién
ctru chimg minh DTD 1a mot yéu té nguy co doc 1ap giy phi dai that tréi,
nhu nghién ctu cua tac gia Ashraf M. Anwar va cong su ghi nhan BTD la
mot yéu td nguy co doc 1ap cua phi dai that trai, diéu nay khong phu thudc
vao viéc bénh nhan c6 ting huyét ap hay khong [24]. Nghién ctu khac cua
Jithendra B Somaratne va cong su ciing ghi nhan ti 1 phi dai that trai trén
bénh nhan DTD 1a kha cao, vao khoang 56%, trong d6 BMI, va ting huyét
ap 1a 2 yéu té quan trong anh hudng dén phi dai that trai trén bénh nhan
DTD [120]. Nghién ctru khac cia tac gia Giorgio Sesti va cong Su lai ghi
nhan khéi co that trai phu thudc vao chi sé HbALc, tac gia ghi nhan chi sb

khoi co thét trai ting dan theo muc HbAlc, chi s6 khdi co thét trai thap
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nhat & nhom HbAlc < 5,7% 1a 102 + 27 g/m?, ting dan 116 + 28 g/m? va
127 £ 36 g/m? & cac nhom HbAlc tir 5,7 — 6,4% va HbAlc > 6,5%, su khac
biét gitta cac nhom 1a co ¥ nghia thdng ké vai p=0,005 [60]. Tac gia Kazuo
Eguchi va cong su ciing ghi nhan DTD 1a m6t yéu t6 nguy co doc lap gay
phi dai that trai voi OR = 1,46 (95%KTC = 1.13-1.88; p=0,004) [45].

Cac nghién ctu vé mdi twong quan gitta dé khang insulin va cau trac
chtrc nang that trai thuong dugc thuc hién trén nhiing bénh nhéan tang huyét
ap, nham khao sat co ché gay anh hudng dén that trai ngoai ting huyét ap
vi tang huyét ap chi giai thich duoc khang 20-30% trudng hop phi dai that
trai. Nghién ctru cua tac gia Watanabe thuc hién trén nhitng bénh nhan tang
huyét ap c6 rdi loan dung nap glucose so v&i nhitng bénh nhan dung nap
glucose binh thudng da ghi nhan hién tuong dé khang insulin 1a mot yéu t6
doc lap lién quan voi khoi luong co thét trai cling nhu chirc nang that trai
[133] va khi can thiép diéu tri lam giam hién tugng dé khang insulin s& lam
giam cac bién ching lién quan dén thit trai. Cac nghién ctru khac duoc
thyc hién trén s6 luong bénh nhan nhiéu hon tir nghién ctu The Strong
Heart Study va The Jackson Heart Study ciing cho thdy hién tuong dé
khéang insulin, ndng d6 insulin mau c6 lién quan dén khéi luong co, do day
cac thanh that trai cling nhu chirc ning tam thu that trai. Méi lién quan nay
doc 1ap, sau khi hiéu chinh cac yéu té nhu tudi, giéi, chi s6 BMI va huyét
ap cuia bénh nhan. Tuy nhién nghién ctu cua Alfredo Quinones Galvan
nam 2000 thyc hién trén nhitng bénh nhan khong bi dai thao duong cho
thay hién tugng dé khang insulin ciing nhu nong d6 insulin mau khong phai
1a yéu té doc lap lién quan dén khéi luong co thit trai [57]. Nghién ctu

nam 2006 thyc hién trén 77 phu nit Tho Nhi Ky khoe manh ciing cho két
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qua tuong tu [44]. Diéu do6 cho thiy sy anh hudng dén khéi lugng co that
trai bi chi phéi boi nhiéu yéu té phuc tap.

Cac nghién ctu vé dé khang insulin duoc thwc hién cha yéu trén
nhitg dbi tuwong béo phi, vi day chinh 1a nhitng ddi twong ma hién twong
dé khang insulin biéu hién rd nhat. Nghién cttu cia tac gia lacobellis trén
nhitng bénh nhan béo phi cho thay khédi luong co that trai cao hon c¢o ¥
nghia thong ké & nhitng bénh nhan béo phi c6 dé khang insulin so voi
nhitng bénh nhan béo phi ma khéng c6 hién tuong dé khang insulin. Va tac
gia ciing khiang dinh c6 mdi twong quan manh, doc 1ap giira dé khang
insulin va khdi luong co that trai (r? = 0.34; p < 0.03) [69]. Tai chau A
cling c6 mot vai nghién cttu V& van dé nay, nghién ctru duoc thuc hién tai
Nhat trén nhitng bénh nhan ting huyét ap nguyén phat cho thay chi s
HOMA-IR 1a mot yéu té nguy co quan trong cia phi dai that trai voi
OR=3,83 (95% bTC=1,28-11,5, p<0,05) [21].

C6 rat it nghién cttu khao sat vé mdi tuong quan ndy trén bénh nhan
dai thao duong. Nghién ctru cua Ozasa nham 1y giai cic nguyén nhan lam
tang tan suat phi dai that trai trén bénh nhan dai thao duong tip 2 ma khong
phu thudc vao huyét ap. Nghién ctiru thuc hién trén 40 bénh nhan dai théo
duong tip 2 di cho thay HOMA-IR 1a mdt trong cac yéu té 1am gia ting phi
dai that trai trén bénh nhan dai thdo dudng tip 2 doc 1ap véi huyét ap dong
mach [103].

4.2. NONG PQ LEPTIN O BENH NHAN TIEN PAI THAO PUONG
4.2.1. Nong dd Leptin va PTD
Céac nghién ctu vé ndéng d6 leptin huyét thanh trén bénh nhan tién

DTD khong nhiéu, cha yéu 13 cic nghién ctru trén bénh nhan DTD. Trong
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nghién ctu cua ching toi ghi nhan ndng d6 leptin huyét thanh & nhom
nghién ctru 1a 4,58 (2,35 — 9,00) ng/mL, cao hon nhém chung (3,67 (1,38 —
6,22) ng/mL) c6 ¥ nghia théng ké. Nam 2007, tac gia Nasser M Al-Daghri
thuc hién nghién cu vé ndng do leptin trén nhitng bénh nhan tién DTD va
ghi nhan noéng d6 leptin & nhom nam c6 rdi loan glucose mau (bao gom
PTP va tién PTP) cao hon nhom glucose mau binh thudng cé y nghia
théng ké vai cac chi s tuwong ung 1a 12,4 (3,2 — 72) so véi 3,9 (0,8 — 20,0)
ng/mL véi p<0,001; két qua twong tu & nhom nit khi nong do leptin &
nhitng bénh nhéan tién DT ciing cao hon nhom glucose mau binh thudng
c6 ¥ nghia thong ké véi cac chi so twong ung 1a 14,09 (2,8 — 44,4) ng/mL
so voi 10,2 (0,25 — 34,8) ng/mL véi p = 0,046 [15]. Trong d6 vong hong co
lién quan c6 ¥ nghia thong ké véi log(leptin). Nghién ciru tai Trung Quéc
trén nhitng bénh nhan khong thira can ciing ghi nhan nong do leptin co lién
quan truc tiép véi ndng do insulin mau va leptin huyét thanh cang cao s&
lam gia ting nguy co tién PTD, nhitng bénh nhan c6 ndng do leptin cao va
trung binh s& c6 nguy co tién DTD cao hon nhom c6 leptin thap véi OR 1a
2,6 (95%KTC: 1,4-5,1) va 43 (95%KTC: 2,1-8,7) ¢ nam; va 1,1
(95%KTC: 0,6-2,1) va 3,1 (95%KTC: 1,5-6,2) ¢ nit [130]. Mot nghién cuu
khac gan day nhat cua tac gia Bogdan Mircea Mihai va cong su ghi nhan
nong do leptin ¢ nhitng bénh nhan tién DTP 1a 19,58 + 15,60 ng/mL va
leptin c6 mbi lién quan c6 ¥ nghia thong ké véi chi s6 eo/hong, HbAlc va
chi s6 HOMA-IR [91].

Nghién ctu thuc hién trén 579 bénh nhan nguoi Trung Qubc ghi
nhan nong do leptin huyét thanh ting cao 1am gia ting nguy co xuét hién

tién dai thao duong véi OR = 4,3 (KTC 95%: 2,1-8,7) & nam va OR = 3,1
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(KTC 95%: 1,5-6,2) ¢ nit [130]. Bén canh d6, ndng d6 leptin huyét thanh
ting cao ciing lién quan dén tinh trang gan nhiém m& khong do ruou trén
nhitng bénh nhan tién dai thao duong, dic biét 1a nit gidi [67]. Ngoai ra
nhitng khao sat khac thuc hién trén nhirng ddi twong tién dai thao duong
cling ghi nhan vai tro va méi lién quan giita cac aipokine nhu leptin va
adiponectin véi tinh trang xo vira dong mach nhu lam gia ting chi s6 IMT
dong mach canh.

Tac gia Arleta Malecha — Jedraszek nguoi Ba Lan ciing ghi nhan nong
d6 leptin huyét thanh cao hon hin cé ¥ nghia thong ké & nhom dai thao
duong tip 2 so v&i nhom khong bi dai thao duong (trung vi 16,59 (5,58-
33,39) ng/mL so véi 6,66 (4,52-21,40) ng/mL & nhom chung) [22], diéu
nay khong phu thudc vao tudi va gidi. Tuy nhién mdi lién quan nay khong
con sau khi hiéu chinh véi cac yéu to nhan trac hoc nhu BMI, vong hong,
vong eo... Tuy nhién tac gia cling ghi nhan mot diéu kha tha vi 1a nong do
leptin huyét thanh co lién quan c6 y nghia thong ké véi nong d6 CRP
(r=0,256, p<0,05) va IL-6 (r=0,345, p<0,01) & nhom bénh nhan dai thao
duong tip 2. V&i nhitng két qua trén, tac gia cling néu 1én gia thuyét vé vai
tro cua leptin trong co ché bénh sinh cua dai thao dudng tip 2, tuy nhién
can thém cac thir nghiém khac dé chimg minh diéu nay. Tac gia Pavani
Bandaru ciing ghi nhan nong d6 leptin huyét thanh ting cao 1am gia ting
nguy co DTD sau khi hiéu chinh tat ca cac yéu té nhu tudi, gidi, chung
toc... voi OR 1a 3,79 (95% KTC = 2,05 — 7,00, p< 0,001), tuy nhién mdi
lién quan nay s& mat di sau khi hiéu chinh véi BMI [26]. Nghién ctru gan
day nhat cua tic gia Maged Mohamed Yassin va cong sy ciing ghi nhan

nong do leptin huyét thanh & nhém DTD tip 2 cao hon cé ¥ nghia thong ké
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s0 v&i nhom khong bi DTD voi cac chi s6 tuong ung 13 8,1 + 7,6 so v6i 5,9
+ 4,0 ng/ml vai p = 0,044 [86].

Tac gia Mohammad A Kopeisy [94] khao sat méi lién quan gitra
nong do leptin huyét thanh va bién chung than trén bénh nhan dai thao
duong dang diéu tri, tac gia ghi nhan ndng do leptin huyét thanh ting cao
c6 y nghia théng ké & nhom tiéu dam vi lugng va tiéu dam dai luong so
véi nhom khong c6 tiéu dam (18,5 + 3,4 png/L va 20,6 + 4,6 pg/L so véi
11,9 + 3,6 pg/L).

Tuy nhién khong phai hau hét cac nghién ctru déu ghi nhan duoc néng
d6 leptin huyét thanh gia ting & bénh nhan dai thao dudng. Mot vai nghién
ctru tai chau A ghi nhan ndng do leptin huyét thanh giam & cac bénh nhan
dai thao duong. Nghién ciru cua tac gia Nguyén Vin Hoan nim 2018 trén
nhitng bénh nhan BTD tip 2 c6 va khong co thira can béo phi ghi nhan
nong do leptin huyét thanh & nhém DTD thap hon nhém ching ¢ ¥ nghia
théng ké véi két qua lan luot 12 1202,75 pg/ml so véi 1715,4 pg/ml & nhom
ching. Khi phan tich theo cac nhom cé thira can béo phi hay khong thura
can béo phi tac gia ciing ghi nhan ndng do leptin huyét thanh & nhém PTH
tip 2 thap hon nhom ching c6 ¥ nghia thong ké [5].

Nghién ctu tai A rap ghi nhan nong do leptin huyét thanh ¢ nhom dai
thao duong thap hon nhom khong bi dai thdo duong, tuy nhién nong do
leptin van tuong quan cé ¥ nghia théng ké véi chi s6 BMI [16]. Mét vai
nghién ctru khac ciling ghi nhan nong do leptin huyét thanh giam ¢ bénh
nhan dai thao duong. Nghién ctu cua tac gia Ahsan Kazmi [14] trén nhitng
bénh nhan dai thao dudng khong béo phi thip hon so voi nhém khong béo
phi va khong dai thao duong (21,4 ng/mL so véi 23,3 ng/mL) tuy nhién
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nong do leptin huyét thanh lién quan mat thiét véi chi s6 BMI, dic biét trén
bénh nhan bi dai thao duong. Nghién ctu khac cua Ghorban
Mohammadzadeh [95] ciing ghi nhan két qua tuong tw, nong do leptin
huyét thanh trén nhitng bénh nhan dai thao dudng khong béo phi thap hon
nhom chung (19,32 + 11,43 ng/mL so véi 32,16 = 11,02 ng/mL), tuy nhién
leptin van c6 méi lién quan mat thiét c6 y nghia thong ké véi chi sé6 BMI.
Nghién cttu mai nhat nim 2015 trén nhitng thanh thiéu nién bi béo phi ghi
nhan nong do leptin c6 lién quan mat thiét véi tinh trang dai thdo duwong,
theo do tac gia ghi nhan ndng do leptin huyét thanh thap hon & nhing
nguoi bi dai thao duong tip 2 so véi nhom ching (18 + 12 so vai 37 + 23
ng/mL, p<0,001) trong khi adiponectin lai khong khac biét gitta 2 nhom
[108]. Hay nhu trong nghién citu cua tac gia Lohokare tai An Do ciing ghi
nhan nong do6 leptin huyét thanh & nhitng bénh nhan BTD 1a 29,3 + 19,3
ng/ml, thap hon nhom khong bi DTD (34,8 + 21,4 ng/ml) ¢6 y nghia théng
ké mic du chi sé6 BMI & nhém DTD cao hon nhém khong bi DTD [84].
Nghién ctu mé&i nhat cia tac gia Thana I Mustafa va cong sy ghi nhan
khéng c6 su khac biét gitra nong do leptin & nhom PTD tip 2 va nhom
khéng bi PTP du cho ndng d6 leptin nhéom DTP tip 2 c¢6 khuynh huéng
thap hon [124].

Toém lai, hau hét cac nghién ctiru déu ghi nhan c6 mdi lién quan gitra
leptin va dai thao duong, tham chi ndng do leptin huyét thanh tang cao c6
thé co gia tri tién doan dai thdo dudng trong twong lai. Tuy nhién mot vai
nghién ctu tai chau A lai ghi nhan sau khi bi dai thao dudng thi ndng do
leptin huyét thanh c6 khuynh huéng giam thap, dic biét ¢ nhitng dbi tuong

bénh nhan dai thio dudng ma khong béo phi, mot dic trung cia dan sb dai
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thao duong & chau A, va trong cac nghién ciru d6 déu ghi nhan ndng do
leptin huyét thanh co lién c6 ¥ nghia thong ké giita leptin va chi s6 BMI,
nong do insulin mau. Cac nghién ciru nay khong han mau thuan véi nhau,
vi nhirng d6i twong bénh nhan nghién ctru khac nhau, & cac giai doan khac
nhau cua dai thdo duong, thoi gian chan doan, giai doan tién dai thao
duong.... cling nhu khac nhau vé chi s6 BMIL, va hién tuong dé khang
insulin. Piéu nay 1am cho cac nha nghién ctu lién tuéng dén dién tién cua
hién tuong dé khang insulin va néng do insulin mau trén bénh nhan dai
thao duong tip 2, liéu hién tuong dé khang leptin va dién tién nong do
leptin huyét thanh trén bénh nhan dai thio duong coé twong tu nhu vay hay
khong va can nhiéu cac nghién ctu lén hon nita ¢é ching minh diéu nay.
4.2.2. Leptin va cac yéu t6 lién quan ¢ bénh nhén tién PTD

Leptin va gigi tinh

Nong do leptin huyét thanh thuong ting cao khi khéi luong md cua
co thé gia ting, day 1a mot yéu td nguy co cua dai thao duong da duoc xac
dinh 15, tir d6 dit ra cau hoi lidu leptin c6 vai trd trong co ché bénh sinh
cua dai thdo duong tip 2 hay khong. Nam 1999, tic gia J. Mcneely da
nghién ctru trén 370 déi twong My gdc Nhat chua bi dai thao duong va ghi
nhan nong d6 leptin huyét thanh ngay thoi diém nghién ciru 1a mot yéu té
tién doan dai thao duong sau 5 nam theo doi & nam gidi, va diéu nay doc
lap véi khéi Tugng md caa co thé, ndng do insulin mau va tinh trang dé
khang insulin [87]. Tuy nhién diéu nay khong c6 ¥ nghia thong ké & bénh
nhan nit. Lan luot cac nghién ctu tiép theo cua cac tac gia khac ciing
khang dinh leptin 12 mot yéu té doc lap tién doan dai thao duong trong

twong lai, nhung chi c6 y nghia thong ké & nhom nam ma khong co y
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nghia & nhom nit. Cac tac gia cho rang co sy khac biét gitta nam va nir 1a
do & phu nit, su nhay cam cua leptin & ndo bd cao hon so véi nam giodi va
nong do estrogen cao lam ting thém sy nhay cam leptin bang cach ting sé
luong thu thé leptin. Tha hai, sy phan bé m& ¢ nam va nit khac nhau (&
nir thi m& tap trung dudi da nhiéu hon trong khi nam thi m& tang nhiéu
hon) 1am cho ndng do leptin & phu nit thuong cao hon nam gidi. Mot
nghién ctiu rat thu vi tai Irag, cac tac gia da dua ra nhan dinh rang chi sb
glucose/leptin ¢ thé 1a mot yéu td cong thém giup tién luong tinh trang
dé khang insulin va dai thdo dudng bén canh nhiing yéu té truyén théng
nhu insulin mau, HOMA-IR... [24].

Ngoai ra, trong nghién ctru cta chung toi cling ghi nhan céc yéu td c6
lién quan dén tinh trang ting leptin huyét thanh bao gém hut thudc 14, vong
eo, vong hong, chi s6 BMI va tinh trang béo bung. Piéu nay gan nhu hoan
toan duoc ghi nhan & tat ca cac nghién ctru va phu hop Véi co ché va sinh
1y bai tiét cua leptin, vi leptin 1a hormon dugc bai tiét tir mo6 md, cac chi sb
trén déu phan anh tinh trang du thtra khéi lwong mé tang.

Leptin va hut thuoc 14

Trong nghién citu ciia chiing t6i ghi nhan nhom ting leptin huyét thanh
c6 ti 18 hat thudc 14 thap hon so v6i nhom khong tang leptin, su khac biét
nay c6 y nghia thong ké voi p<0,001. Méi lién quan giira hut thudc 14 va
nong do leptin con chua dugc biét rd, theo mot vai nghién ctru trude day anh
huéng cia tinh trang hut thudce 14 ddi véi leptin rat thay d6i, nhu trong
nghién cuu cua tac gia Kenneth A. Perkins ghi nhan khong c6 sy khac biét
gitta ndng do leptin & nhoém co6 va khong co hut thube 14, tuy nhién ¢ nhom

nit sau khi ngung hut thubc 14 thi nong do leptin s& ting 1én cung véi hién
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tuwong ting can [106]. Diéu nay twong tu nhu trong két qua cua tac gia Maria
Kryfti ciing ghi nhan ndng d6 leptin huyét thanh sé& ting sau 2-3 thang ngung
hut thudc 14, tuy nhién néng do leptin c6 thé giam tro lai sau 6 thang ngung
hut thube 14 [77]. Tuy nhién nghién ctu cua tac gia Barbara J. Nicklas lai co
két qua hoan toan khac va dwa ra mot gia thuyét khac. Theo tac gia, nong do
leptin sau 6 thang ngung hat thudc 14 khong khac biét so voi trudc khi hut
du cho can ning bénh nhan ting thém 7%, tham chi nong do leptin trung
binh con giam khoang 25%, va tir d6 tac gia cho rang hut thudce 14 c6 thé anh
huong truc tiép dén nong do leptin huyét thanh va nho vay nhitng bénh nhan
hat thude 14 c¢6 khuynh huéng gay hon so voi ngudi khong hat thube 14
[101]. Tuy nhién co ché lién quan hat thudc 14 va leptin vin con chua 1
rang va can thém cac bang chtng khac dé 1y giai cho diéu nay.

Leptin va lipid

Céac yéu td khac c6 lién quan dén tinh trang ting leptin huyét thanh
trén bénh nhan tién DTD bao gém HbA1c, Cholesterol toan phﬁn, LDL-c,
non HDL-c va chi s6 LDL-c/HDL-c. HbAlc & nhom ting leptin cao hon
nhom khong ting leptin c6 ¥ nghia thong ké. Piéu nay ciing tuwong tu Vi
céc nghién ctru d3 mo ta & trén vé mbi lién quan giita leptin va DTD. Moi
twong quan giita leptin va cac chi s6 lipid mau ciing duoc ghi nhan trong
nghién cuu cua Mahmoud H. Taleb, tac gia thuc hién nghién ctru trén
nhitng dbi twong thanh thiéu nién va ghi nhan nong d6 leptin c6 mdi twong
quan c6 y nghia théng ké voi cholesterol toan phan, HDL-c va LDL-C Véi
hé sb trong quan lan luot 13 0,24; 0,27 va 0,16 trong khi do thi leptin
khong twong quan véi ndng do triglyceride [87]. Trong khi nghién ciru cua

tac gia Fethi Ben Slama thyc hién trén nhiing phu n& béo phi thi ghi nhan
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leptin c6 mbi twong quan thuan voi LDL-c va twong quan nghich véi HDL-
¢ [52]. Mic du co ché anh huong cua leptin d6i voi chuyén hoa lipid con
chua 16 rang, tuy nhién cac nghién ctru déu ghi nhan néng do leptin ting
ludn di kém véi tinh trang réi loan lipid mau va gay nhitng anh huong xau
trén tim mach. Va trong nghién ctu cia chung t6i cting ghi nhan tinh trang
réi loan lipid mau kiéu HCCH (tang triglyceride va giam HDL-c) ciing ¢
lién quan c6 ¥ nghia théng ké véi tinh trang ting leptin huyét thanh.

Leptin va hdi chirng chuyén hoa

Nghién ctu cua chiing ti cling ghi nhan ti 16 mac hoi ching chuyén hoa
& nhom tang leptin cao hon nhom khong ting leptin c6 ¥ nghia théng ké. Két
qua nay ciing dong nhat véi cac nghién ctru khac trong va ngoai nudc, nhu
nghién cltu cua tac gia Ngd Minh Dao va cong sy cting ghi nhan leptin c6 lién
quan véi hoi chiing chuyén hoéa va khi nong d6 leptin huyét thanh > 6,25
ng/mL s& lam gia ting nguy co mic hoi chiing chuyén hoa [2]. Nghién cau
cua tac gia S.W.Lee & nhiing phu nir sau méan kinh ghi nhan ndng do leptin &
nhom c¢6 hoi chung chuyén héa cao hon nhom khong c6 hoi chimng chuyén
hoa co ¥ nghia thong ké véi cc chi s6 twong Gng 13 19,9 + 9,5 so véi 12,1 +
5.9 ng/ml véi p = 0,013 sau khi hi¢u chinh véi BMI [80]. Nguoc lai nghién
ctru trén nhitng tré em chua day thi cua tac gia Isabel Madeira cling ghi nhan
khi leptin > 13,4 ng/mL s& 1am gia ting nguy co mac hoi chung chuyén hoa,
va cr 1 ng/mL leptin ting thém s& 1am ting nguy co mac hoi chiing chuyén
hoa thém 3% [85]. Nghién ctiu cia tac gia Wen-Cheng Li ciing cho thiy
nhitng c¢6 nong do leptin ¢ t& phan vi cao nhat c6 nguy co mac hoi chuang
chuyén héa cao hon cé ¥ nghia théng ké so véi nhom c6 ndng do leptin ¢ tir

phan vi thap nhat véi OR = 6,14 & nam va 2,94 & nit [82].
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4.3. LEPTIN VA KHANG INSULIN O BENH NHAN TIEN PAI
THAO DUONG

Két qua nghién ctu cua chung toi ghi nhan néng do insulin va hién
twong dé khang insulin c6 lién quan cé ¥ nghia thong ké v&i ndng do leptin
va hién tuong ting leptin huyét thanh. Nhom c6 ndng do leptin huyét thanh
cao c6 chi 6 HOMA-IR cao hon va chi s6 QUICKI thap hon so v&i nhém
c6 ndng do leptin binh thuong cé ¥ nghia théng ké va ti 1¢ bénh nhan bj dé
khang insulin theo céc tiéu chi cita HOMA-IR va QUICKI ciing cao hon c6
y nghia thong ké ¢ nhom tang leptin huyét thanh. Két qua nay gan nhu
twong dong tuyét d6i vai tat ca cac nghién ctru trong y vin trude day.

Nghién ctu caa tac gia Mohiti tir nam 2005 d3 ghi nhan c6 mdi lién hé
truc tiép gita nong d6 insulin va nong do leptin trén bénh nhan dai thao
duong tip 2 véi hé s6 tuong quan r = 0,598, va diéu nay c6 ¥ nghia thong
ké vé&i p<0,05 [96]. Mot nghién ciru khac nam 2005 trén nhitng d6i tuong
di dan nguoi Nhat cho thiy leptin c6 mdi lién hé véi BMI, khéi lugng mé,
vong eo, va dic biét nong do leptin huyét thanh van tuong quan c6 y nghia
théng ké véi chi s6 HOMA-IR, nong d¢ insulin méau sau khi hiéu chinh voi
khéi luong m& cua co thé [18]. Tuong tu két qua trén, nghién ctru cia tac
gia Alireza Esteghamati thyuc hién trén 387 bénh nhan véi do tudi tir 18-65
tudi da ghi nhan nong do leptin huyét thanh cao hon han & nhém c6 hoi
chting chuyén hoa so voi nhom khong c6 hdi chang chuyén hoa va ndng do
leptin huyét thanh c6 lién quan tryuc tiép co6 y nghia théng ké véi chi sé
HOMA-IR [48]. Cac két qua twong tu ciing duoc tim thay trong nghién ciu
cua Taniguchi [121] tai Nhat, nghién ctru nay da ghi nhan ndng do leptin

huyét thanh cao lién quan dén tinh trang dé khang inuslin trén nhiing bénh
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nhan dai thao duodng tip 2 sau nhiéu nim chan doan. Nhirng nghién ctu
trén bénh nhan dai thiao duong dang diéu tri bang ché d6 an hoic
sulfonylurea ciing ghi nhan ndng d6 leptin huyét thanh ¢ twong quan cé y
nghia théng ké voi ndng do insulin mau [98]. Ngoai ra mot nghién ctu cua
tac gia Wauter thy hién trén 100 bénh nhan dai thdo duong tip 2 khong
diéu tri véi insulin ciing ghi nhan ndng d6 leptin huyét thanh lién quan c6 ¥
nghia thong ké véi tat ca cac chi s6 lién quan dén tinh trang dé khang
insulin va sy bai tiét insulin [134].

Cac nghién cau trude day déu ghi nhan nong do leptin c6 lién quan
truc tiép dén sy nhay cam insulin va diéu nay hoan toan doc 1ap véi khoi
lugng m& cua co thé. Nong do leptin cao thuong lién quan dén tinh trang
dé khang insulin khong phu thudc vao chi s6 BMI. Nghién citu cua tac gia
Segal [115] ghi nhan & nhitng nguoi gay c6 dé khang insulin thi nong do
leptin huyét thanh s& cao hon nhom gay nhung nhay cam insulin c6 ¥ nghia
théng ké (4,35 so véi 1,90 ng/mL; p<0,05). Nam 2005, nghién cru cia tac
gia Radka Lichnovska trén nhitng nguoi nam, phu nit man kinh da cho thay
nong do leptin huyét thanh 1a mot yéu té quyét dinh quan trong dén tinh
trang dé khang insulin [83]. Nong do leptin huyét thanh c6 méi lién quan
chat ch& véi nong do insulin mau va chi s6 HOMA-IR. Nong do leptin
cang cao, insulin mau va chi s6 HOMA-IR cang cao. Hién tai ¢ Viét Nam
chua c6 nghién cau vé leptin & bénh nhan rdi loan glucose mau, tuy nhién
mot vai nghién ctru ghi nhan néng do leptin ting cao & nhém béo phi so voi
nhom thira can va nhom ching [10]. Nong d6 leptin huyét thanh lan lugt
6,75 £ 5,17 ng/ml; 8,95 £ 4,98 ng/ml va 11,59 £ 5,76 ng/ml & cac nhom

chtng, thira can va béo phi. Tac gia Thiyagarajan ciing ghi nhan néng do
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leptin ¢6 mbi twong quan co y nghia théng ké véi ndng d6 insulin mau va
chi s6 HOMA-IR & bénh nhan PTD véi r =0,35; p <0,01 var=0231;p <
0,05 tuong ung. Tac gia ciing két luan leptin ¢ thé dong vai tro quan trong
dbi véi hién twong dé khang inuslin [125]. Két qua nay ciing tuong tu trong
nghién ciru chung t6i, nong do leptin huyét thanh va insulin, chi s6
HOMA-IR c6 mdi twong quan thuin c6 ¥ nghia thong ké véi hé sb tuong
quan lan luot 1a r = 0,32 (p<0,001) va r = 0,29 (p<0,001).

Nhin chung trong hau hét cac nghién ctru, ndng do leptin co tuong
quan thuan co ¥ nghia thong ké voi ndng do insulin va chi s6 HOMA-IR. O
bénh nhan tién DTD, hau hét cac nghién ciru déu ghi nhan nong do leptin
ting song hanh cung v4i ndng do insulin va hién tuong dé khang insulin.
Trén bénh nhan DT, cac nghién ctu cho két qua khong dong nhat, hau hét
cac nghién ctru déu ghi nhan ndng do leptin ting cao, nhung ciing c6 nhiéu
nghién cru lai thay ring nong do leptin c¢6 thé giam ¢ bénh nhan BTD, diéu
nay phu thudc vao nhiéu yéu té: tudi, gigi chi sé BMI, vong eo, vong hong,
va thoi gian bi BTD.

Gan nhu trong tat ca cac nghién ctru déu cho thay leptin va insulin co
mdi lién hé tryc tiép voi nhau, khong phu thudc vao chi sé BMI, vong eo
hay cac chi s6 khac. Mot cau hoi thudng dwgc dit ra 13 lidu leptin anh
huong truc tiép dén hién tuwong dé khang insulin hay nguoc lai insulin anh
huong dén dén qua trinh tong hop leptin, hay ca hai déu 1a hau qua truc
tiép cua thira can béo phi. Hién tai van chua d nhiéu cac nghién ctru dé
chitng minh méi lién hé nhan qua d6. Tuy nhién, dé khang insulin 13 hau
qua gay ra bai tinh trang thira can béo phi thong qua mdt qua trinh phuc tap

véi nhiéu co ché khac nhau, trong d6 vai tro cua cac hormon tor mé mo
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dong mot vai tro quan trong, ma trong do leptin la mot hormon duogc bai
tiét truc tiép tr mé md. Do d6 mot sb tac gia cho rang leptin s& c6 mot vai
trd quan trong anh huong truc tiép dén qua trinh dé khang insulin. Nhu
nghién ctru cua tac gia Tsu-Nai Wang theo doi trén nhirng bénh nhan béo
phi can thiép giam can ghi nhan, nhitng bénh nhan sau khi giam trung binh
5.6+3.8 kg sau 3 thang, thi ndng do leptin va chi s6 HOMA-IR ciing giam
theo sau 3 thang vadi cac muc tuong tng 1a 23,3% va 16,7% [131]. Sau khi
phan tich da bién va hiéu chinh cac yéu td, tac gia ghi nhan chi ¢o leptin 1a
lién quan co y nghia théng ké véi mac do cai thién dé khang insulin, diéu
d6 cho thay leptin c6 thé dong vai tro quan trong trong diéu hoa, cai thién
dé khang insulin sau khi nhitng bénh nhan béo phi giam can.

Nam 1996, tac gia Kieffer va cong su da phat hién ra cac thu thé cua
leptin trén bé mat té bao B cua tiéu dao tuy, tir d6 dit ra cau hoi liéu leptin
c6 tac dong trén nhitng thu thé d6 va anh huong truc tiép dén su bai tiét
insulin. Co ché tac dung cua leptin trén té bao beta tuy theo Morioka va
cong su, khi bénh nhan c6 biéu hién du thira dinh dudng ning luong, 1am
gia tang bai tiét leptin, diéu nay lam giam sy bai tiét insulin tir té bao beta
tuy. Leptin tac dong truc tiép 1én kénh K-ATP, ting khtr cuc va giam su
nhay cam cua kénh K véi nhitng kich thich tir xuat hién cua glucose. Nhiéu
két qua tir phong thi nghiém déu ghi nhan leptin c6 tic dong truc tiép trén
té bao beta tuy va gdy ¢c ché bai tiét insulin 1am giam ndng do insulin
trong tuan hoan. Nhitng nghién ctu thuc hién trén chudt ob/ob giai doan
dau cho thay c6 hién tuong ting tiét insulin mau (do thiéu hut leptin) va
gy ha glucose mau thoang qua truéc khi béo phi, dé khang insulin va dai

thao duong xuat hién. Tac dung kiém soat glucose méau cua leptin doc 1ap
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v6i can ning. Nhiéu nghién ctu cho thiy trén nhitng bénh nhéan bi loan
dudng mdé md, teo md md, thiéu hut leptin trong mau, s& gdy nén hién
twong ting insulin mau, ¢ khang insulin va dai thao dudng. Va nhing rdi
loan trén s& duoc phuc hdi khi truyén leptin tai t6 hop cho bénh nhan.
Nhiing nghién ctru trong phong thi nghiém cho thay leptin cé thé gitp 6n
dinh glucose mau trén nhitng mé hinh thuc nghiém dai thao duong tip 1 ma
khoéng anh huong dén nong d6 insulin mau. Trén nhing chudt ob/ob
(khiém khuyét tong hop leptin), khi truyén leptin tai t6 hop s& lam giam
nong do insulin mau va ting glucose mau thoang qua, tuy nhién ddi Voi
chudt db/db (khiém khuyét thy thé leptin) thi khong xuét hién tac dung nay.
Ngoai ra leptin con ¢ ché qua trinh tdng hop insulin tir té bao beta, nhitng
nghién ciu trong thuc nghiém cho thay khi tiém leptin s& lam giam tong
hop nhitng tin hiéu MARN cuaa preproinsulin. Két qua cac nghién ctu
khéng d6ng nhat voi nhau phu thudc vao loai leptin nghién ctru (tai to hop
thuong it hoat tinh sinh hoc hon dang tu nhién), ndong do leptin thap hay
cao, thoi gian u leptin véi tiéu dao tuy va nong do glucose. Nhin chung céc
nghién cttu & nong do leptin cao va thoi gian U leptin 1au (khoang 2 gio)
déu cho thay tac dung Gc ché bai tiét insulin trong khi néng do leptin &
muc sinh 1y gan nhu khong anh hudng dén sy bai tiét insulin. Ngoai ra, tir
nhitng nim 1997, bang nhitng nghién ctru trong phong thi nghiém, tac gia
Gunter Muller ciing dua ra gia thuyét rang, leptin khong chi tic dong trén
té bao beta ma c6 thé anh huéng dén tac dong cua insulin & mé dich, theo
tac gia ¢ cung nong do sinh 1y cua ca leptin va insulin thi leptin c6 thé c6
vai tro trong co ché bénh sinh cua dé khang insulin & nhitng bénh nhéan béo

phi hoac BTD khong phu thudc insulin [97]. D6 1a nhitng nghién ctru trong
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phong thi nghiém, con trén thuc té 1am sang, liéu hién tuong dé khang
leptin trén nhitng bénh nhan thira cAn béo phi, c¢6 anh hudong dén tic dong
cua leptin trong viéc rc ché bai tiét insulin va lam tang insulin mau hay
khéng thi can nhiéu nghién ctru hon dé tra 1di cAu hoi nay. Mét trong
nhimg co ché anh huong dén dé khang leptin trén nhitng dbi twong thua
can béo phi c6 thé do khiém khuyét trong qud trinh hoat hoa
Phosphatidylinositol 3-Kinase tai gan. Mot phan tich tong hop méi nhat
Cla tac gia Anna M. D’souza da dua ra hang loat co ché phuc tap lién quan
dén vai trd diéu hoa can bang glucose mau cua leptin. Theo tac gia, leptin
tac dong trén viéc Kiém soat glucose mau thong qua nhing tic dong o
ngoai bién va trén hé than kinh trung wong. Cac thu thé cua leptin gan nhu
hién dién & hau hét cac co quan, leptin c6 thé tic dong trén hé than kinh
trung wong, hé than kinh giao cam va phé giao cam, té bao beta, té bao
alpha, hoat dong cua insulin ciing nhu Gc ché bai tiét glucagon hay co thé
c6 anh hudng 1én té bao delta. Ngoai ra leptin con co nhimng tac dong trén
moé md nau, md trang, té bao gan va té bao mé co. Tat ca nhitng anh huong
trén gitp leptin gilt Mot vai trd quan trong trong kiém soat glucose mau
[38]. Tuy nhién van cin nhiéu nghién ctru hon nira dé hiéu rd hon co ché
va tng dung leptin vao trong thyc hanh 1am sang va diéu tri.
4.4. CAC YEU TO NGUY CO TIM MACH KHAC VA MOI LIEN
QUAN VOI LEPTIN
4.4.1. Leptin va CRP

Leptin va mot trong nhitng yéu té nguy co tim mach, cing vai nhitng
yéu td nguy co khac nhu cac yéu té cua phan ung viém, cac cytokine tién

viém lam nang thém nguy co tim mach trén bénh nhan. Trong céc thanh t6
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cia phan ung viém, CRP 1a mét trong nhiing yéu tb lién quan chit ché véi
leptin, day dugc xem 1a mot trong nhitng yéu té gay nén hién tuong dé
khang leptin trén bénh nhan béo phi, bén canh d6, nhiéu nghién ciu da
chitng minh ndng dd leptin huyét thanh c6 mdi twong quan thuan véi ndng
do CRP. Nghién ctru nam 2004 cua tac gia Shamszzaman AS va cong sy da
ghi nhan mdi lién quan manh va c6 y nghia thong ké giita leptin va CRP
véi 1=0,61 (p<0,01) & nit va r=0,55 (p<0,001) & nam [116]. Mdi lién quan
nay van co y nghia théng ké sau khi hiéu chinh tudi, BMI, vong eo, vong
hong, tinh trang hut thudc 1a va ubng ruou cua cac d6i tuong tham gia
nghién ctu. Mot nghién ctu khac thyc hién trén 946 bénh nhan 16n tudi
cling ghi nhan leptin c¢6 mdi lién hé truc tiép véi CRP c6 ¥ nghia théng ké
khong phu thudc vao cac cytokine khac nhu interleukin-6, interleukin-8,
interleukin-1beta, TNF-a cling nhu cac yéu to gay nhiéu khac [30]. Nong
d6 leptin va hs-CRP ting cao lam gia ting nguy co hoi chung chuyén hoa
va ti 1& hoi chiang chuyén hoa cao nhat ¢ nhom vira c6 leptin va vira c6
nong d6 hs-CRP cao (86% ¢ nam va 71% & nit) [129]. Tac gia Singh va
cong su da giai thich mot trong nhitng nguyén nhan lam cho noéng d6 CRP
c6 méi lién quan chat ché véi leptin huyét thanh 1a do leptin giy gia ting
biéu hién CRP & té bao ndi mé mach mau, dic biét 1a té bao néi mod dong
mach vanh thong qua su gia tang ROS va qud trinh phosphoryl hoéa
ERK1/2 [118]. Interleukin-6 c6 thé 1a mot trong nhitng yéu té trung gian
giai thich cho su lién quan giira leptin va CRP. Leptin gdy ting san xuat
interleukin-6 tir d6 1am gia ting san xuat CRP tai gan. Tuy nhién diéu nay
cling khong chac chan vi cac nghién cttu van ghi nhan méi lién quan giita

leptin va CRP sau khi hiéu chinh vai interleukin-6 [132]. Nghién cutu
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Dallas Heart Study cua tac gia Shuaib M Abdullah va cdng sy ghi nhan
mdi lién quan gitta leptin va CRP c¢6 khuynh hudng manh hon & nit S0 V4i
nam. Hé s tuong quan giita leptin va CRP 1a 0,48 ¢ nit (p<0,001) va 0,27
& nam (p<0,001), tuy nhién sau khi hiéu chinh mot vai yéu té thi mdi lién
quan giira leptin va CRP ¢ nam khong con y nghia thong ké [11]. Ngoai ra,
nhitng nghién citu gan ddy ciia Romeo Corral va Stephen M Amrock déu
ghi nhan mai lién quan c6 y nghia thong ké giira leptin va CRP [20] [111].
4.4.2. Leptin va IMT

Trong nghién ctu cta ching toi ghi nhan nhom bénh nhan tién DTH
c6 ti 1¢ tang IMT cao hon so v&i nhom ching va cac yéu to lién quan dén
tang IMT bao gdm: tudi, gidi, tinh trang hat thude 14, huyét ap, HbAlc, hs-
CRP va leptin. Trong d6 chung t6i ghi nhan tudi cang cao, hut thudc 14
nhiéu va huyét ap cang cao (tién ting huyét ap) thi nguy co ting IMT cang
cao. Tuong tu v4i chi s6 HbAlc va hs-CRP cang cao thi nguy co ting IMT
cang nhiéu. Khi phan tich da bién chiing t6i ghi nhan cac yéu t lién quan
dén tang IMT bao gom tudi, hat thude 14 va tién ting huyét ap. IMT 1a mot
dau chi diém sém cua tién trinh xo vita d6ng mach, nén cac yéu té nguy co
lam gia tang IMT twong tu Véi cac yéu td nguy co cua xo vira dong mach.
Két qua nghién cuu cia tac gia Markus Juonala ciing ghi nhan tu6i 1a mot
trong nhitng yéu to nguy co cta ting IMT, tac gia nghién ctru va ghi nhan
ctr mdi nam tudi thi IMT s& tang thém 5.7 + 0.4um va tudi va IMT c6 mdi
lién quan c6 y nghia thong ké. Bén canh dé nghién ciu cua tac gia
Krunoslav Buljan cling ghi nhan tuéi ¢c6 méi twong quan rat manh véi chi
s6 IMT va diéu nay co y nghia théng ké & ca 2 gidi véi hé sé twong quan

lan Iuot 14 0,92 ¢ nam va 0,91 & nir. Va tir sau 40 tudi, chi s6 IMT s& ting
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dan theo ting do tudi nhat dinh va IMT & nhém tudi tir 70-79 tudi 1a cao
nhat. Hat thudc 14 tir 1au dd duoc xem 1a mot yéu t6 nguy co tim mach.
Nhiéu nghién ctru da khang dinh hat thudc 14 1am gia ting nguy co xo vira
dong mach, bénh mach vanh. Nghién ctru cua tac gia Amy Z Fan da ghi
nhan hat thudc 14 1am gia ting nguy co ting IMT & ca hai gigi [50]. Nghién
ctru Kristina Hansen ciing chi két qua twong tu khi ghi nhan téc d6 day lén
cta IMT phuy thudc vao mirc ¢ hut thude 14, hut thube 14 cang nhiéu thi toc
do gia tang IMT cang nhanh va lam gia tang nguy co xo vira dong mach
[65]. Ciing giéng nhu tudi, hat thudc 14, ting huyét 4p ciing 13 mot yéu td
nguy co tim mach truyén théng, 1am gia ting cac bién chung tim mach.
Tuong tu c6 nhiéu nghién ctru da ching minh méi lién quan gitta huyét ap
va IMT. Nghién cru cia tac gia U Rajala d ghi nhan huyét ap 1a mot yéu
t6 nguy co quan trong lam gia ting IMT trén bénh nhan DTD hoic tién
DTP. Theo tic gia, nhom bénh nhan DTD c6 huyét 4p & t& phan vi cao
nhat s& c6 nguy co taing IMT nang nhat véi OR = 2,9 so v&i nhom cé huyét
ap & ta phan vi thap nhat. Nghién ctu cua tac gia Claudia R.L. Cardoso
thyc hién trén bénh nhan DTPD tip 2 ciing ghi nhan céc yéu t6 lién quan dén
tang IMT trén bénh nhan DTD tip 2 sau khi phan tich da bién bao gom:
tudi, gioi, tién st hut thude 14 va huyét ap tai nha [32].

Leptin c6 vai tro tic dong 1én nhitng yéu t6 sinh xo vira, gay r6i loan
chirc nang ndi mac mach mau. Nhiéu nghién ctru d3 chimg minh IMT Ia
mot trong nhitng biéu hién sém cua xo vira dong mach va cac khuyén céo
da xem IMT 1a mot trong nhitng yéu t6 can tam soat khi danh gia cac yéu
td nguy co tim mach cua bénh nhan. Nghién ctu cua tac gia Ciccone va

cong su tir ndm 2001 d3 ghi nhan c6 méi lién hé gitta IMT va nong do
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leptin huyét thanh va méi lién quan nay van con c6 ¥ nghia théng ké trong
mo hinh phén tich da bién [35]. Nghién ctu cua tac gia Norata thuc hién
trén 110 ddi twong khoe manh cho thay ti sé leptin/adiponectin 1a mot yéu
td tién doan doc 1ap voi IMT. Ngoai ra tac gia cling ghi nhan nong do
leptin huyét thanh don thuan ciing c6 mbi lién quan c6 y nghia thong ké véi
IMT (r=0,301, p<0,01) [100]. Mot nghién ctru khac thuc hién trén nhitng
thanh thiéu nién ghi nhan IMT & nhém thira can va béo phi cao hon han
nhom chuang. Nong d6 leptin huyét thanh ciing cao hon nhém thira can béo
phi, va c6 mdi lién quan thuan véi IMT cé ¥ nghia théng ké (r=0,33,
p<0,05) [102]. Nhiing nghién cttu gan day trén bénh nhan vay nén, day la
nhitng bénh nhan c¢6 nguy co tim mach cao va tiém an xo vira dong mach
duéi 1am sang nham khao sat mdi lién quan giita IMT va cac yéu td nguy
co khac. Ca hai nghién ctiu cua tac gia Kumari Asha va Enany déu ghi
nhan néng d6 leptin huyét thanh ting cao 1a mot trong nhitng yéu té nguy
co gy gia ting IMT & nhitng bénh nhan vay nén [22], [46].
4.4.3. Leptin va phi dai that trai

Két qua nghién ctru cia ching toi khong ghi nhan sy khac biét giira
tan suat phi dai that trai ctia nhom nghién ctu o v6i nhom chimg. Va cac
yéu t6 nguy co lién quan dén phi dai that trai trén bénh nhan tién DTD
trong nghién ctu cta ching toi déu khong ro rang. C6 thé trong nghién ctu
chtng 61 chon nhitng bénh nhan ¢ giai doan sém cua cac roi loan chuyén
hoéa, tién DTD mai phat hién, khong chon nhitng bénh nhan da bi hay méi
phat hién ting huyét ap, chi c6 nhitng bénh nhan méi phat hién tién tiang
huyét ap, diéu nay 1am cho két qua nghién ctru cua chung toi chua thiy rd

su khac biét vé tan suat phi dai that tréi ciing nhu thay rd cac yéu té nguy
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co lién quan dén phi dai that trai trén bénh nhan tién DTD. Trong nghién
clru ctia chung t6i chi ghi nhan tudi cao va gigi nir 1a 2 yéu td nguy co quan
trong lam gia ting khdi co that trai c6 ¥ nghia théng ké. Theo y vin, mot
yéu td nguy co quan trong kinh dién cua phi dai that trai chinh 13 ting
huyét ap, khéi co that trai c6 mdi twong quan manh véi mac huyét ap,
trong nghién cau Framingham Heart Study, chi can mét muac ting nhe
huyét ap tam thu cling c¢6 thé lam phi dai that trai va réi loan chtc ning
thic trai [74]. Ngoai ting huyét ap, cac yéu td6 nhu angiotensin II,
aldosterone, norepinephrine, insulin va cic yéu té ting truong khac dong
vai trd quan trong gay tai cau tric va phi dai that trai. Nghién cru cua tac
gia Francesco Buono thuc hién trén 1518 bénh nhan tang huyét 4p ghi nhan
tudi, gidi, huyét ap tam thu, béo phi va DTD 1a nhitng yéu tb giup tién doan
phi dai that trai sau két qua phan tich da bién, trong d6 cac yéu té nhu tudi,
BMI va huyét 4p tdm thu la nhitng yéu t6 c6 twong quan manh v&i phi dai
that trai [31]. Mot lan nita khang dinh tudi 1a mot yéu té quan trong cua phi
dai that trai. Nhiéu nghién ctru truéc day ghi nhan gigi nir dé bi anh huong
boi cac bién cb tim mach. Nhu trong nghién ctru cia tac gia Bernhard Kuch
thyuc hién trén nhitng bénh nhan tién DTD va DTD tip 2, khéi luong mé c6
lién quan cé y nghia thong ké v&i khéi co thét trai, tuy nhién diéu nay chi
dung véi nit va khong cé ¥ nghia théng ké ¢ nam [78], cling nhu trong
nghién ctru LIFE, nhém bénh nhan nir sau 12 thang duoc diéu tri boi thube
rc ché thy thé cho thay cai thién khéi co that trai c6 ¥ nghia nhiéu hon so
véi nam gigi. Cac nghién ctru trén mot 1an nira cho thay gidi nit nhay cam
hon véi su thay d6i cac yéu té nguy co ciing nhu cac bién chang tim mach

S0 v&i nam giai [29].
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Trong nghién cttu cua chung t6i, & nhom bénh nhén tién TP, chua
ghi nhan méi lién quan giita leptin va cac yéu td nguy co tim mach khong
truyén thong nhu IMT, phi dai that trai. Két qua nay khong ddng nhat voi
cac y van trén thé giéi. Nhu da dé cap ¢ trén, ciing nhu insulin, leptin tham
gia diéu hoa truong luc giao cam va huyét ap dong mach. Cac thuc nghiém
trén chudt cho thay khi tiém leptin vao ndo that hodc tiém leptin vao tinh
mach lam gia ting huyét ap, va ting kich thich giao cam. Huyét ap gia tang
ti 1& véi nong do leptin trong dich ndo tiy. Dé gay ra ting huyét ap va ting
hoat tinh giao cam, ndng dd leptin trong méau ngoai Vi gia cao gap 100 lan
trong dich ndo tiy, diéu nay cho thay anh hudéng cua leptin 1én truong luc
giao cam chu yéu thong qua hé than kinh trung uong.

Mic du mdi lién hé nhan qua gitta ndng do leptin huyét thanh va ting
huyét ap con chua duoc chimg minh rd rang ¢ ngudi, tuy nhién hau hét cac
nghién ctru trén nhitng bénh nhan ting huyét ap nguyén phat déu ghi nhan
nong do leptin huyét thanh ting cao. Mi twong quan nay hoan toan doc lap
véi khoi lwong md ciia co thé. Nghién ctru cua tac gia Agata chiang minh
moi tuong quan thuan giita ndng do leptin huyét thanh va ting huyét ap
(r=0,31; p<0,05) [13]. Tuy nhién cic nha nghién ctru ciing ghi nhan rang
ban than leptin anh hudng truc tiép 1én mach mau ngoai vi va giy dan
mach thong qua nitrite oxit (NO) va endothelin-1(ET-1). Anh huéng cua
leptin 1én chirc nang mach mau va truong luc giao cam la doc lap vaéi tinh
trang dé khang insulin. Nghién ciru cia tac gia Haynes nam 2005 da ching
minh tinh trang dé khang leptin thuong chi xay ra véi tac dung giy chan
an, giam can trong khi van bao tdn chirc ning kich thich giao cam va gy ra

tang huyét ap [107].
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Nghién ctru cua tac gia Barba va cong su nam 2003 da ghi nhan leptin
c6 mbi lién quan véi huyét ap tam thu (r=0,258) va huyét ap tdm truong
(r=0,277) véi p<0,001 [27]. Va mdi lién quan nay van duoc duy tri sau khi
hiéu chinh tudi, BMI, insulin va creatinin mau. Va ndéng do leptin huyét
thanh ting cao lam ting nguy co ting huyét ap voi OR=1,99 (95% KTC:
1,06-3,72) sau khi hiéu chinh tudi, vong eo, hoic OR=1,92 (95% KTC:
1,02-3,61) sau khi hiéu chinh véi tudi, BMI. Mot nghién ctru khac cua tac
gia Galletti va cong su di ghi nhan nhom c6 ndng do leptin huyét thanh cao
c6 huyét 4p tdm thu va tdm truong cao hon nhom cé ndng do leptin thap
(132,9 + 16,2/85,7 + 9,0 so véi 128,7 + 18,2/82,8 + 9,8 mmHg, p = 0,014
dbi vai huyét ap tam thu va p = 0,002 d6i v6i huyét ap tdm truong) va
nhom cé ndng do leptin cao cé tan suét ting huyét ap nhiéu hon (57% so
véi 43%, p = 0,027) [56]. Pac biét nhitng két qua trén chi co6 ¥ nghia &
nhitng bénh nhan béo phi. Mot nghién ctru tai ving Trung A trén 322 dbi
twong trén 30 tudi ghi nhan nhom c6 ndng do leptin huyét thanh cao (o ti
phan vi trén) c6 chi sé6 BMIL, vong eo, vong héng va huyét ap cao hon so
véi nhom co ndng do leptin huyét thanh thap va tan suat hoi chang chuyén
hoa cling cao hon [93]. Tac gia Kawaljit Kaur Khokhar thuc hién nghién
ctru trén nhitng phu nir trude va sau man kinh ciing ghi nhan mai lién quan
c6 y thong ké giira leptin va huyét ap [75]. Tuy nhién mot nghién ctru mai
day tai Ai Cap thuc hién trén khoang 80 bénh nhan lai khong ghi nhan méi
lién hé gitra huyét ap va ndng do leptin huyét thanh [123].

Téc gia Haro Moraes nghién ctru trén nhitng bénh nhan ting huyét ap
khang tri ciing ghi nhan nhém ting huyét ap khang tri khong dwoc kiém

soat tot co nong do leptin huyét thanh cao hon han nhom ting huyét ap
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khang tri duoc kiém soat tét va nhom khong ting huyét ap khang tri (Vi
cac két qua twong tng 1a 38,2 + 21,4, 19,6 + 8,7 va 20,94 + 13,9 ng/ml;
P<0,05) [40].

Nghién ctru thyc nghiém trén dong vat cho thiy khi tiém leptin trong
khoang thoi gian ngan khoang 90 phut thi khong anh huéng dén nhip tim,
tuy nhién ting leptin kéo dai c6 thé kich thich giao cam va 1am ting nhip
tim. Tac gia Narkiewicz da chimg minh c6 méi twong quan thuan giita nhip
tim va nong do leptin huyét thanh trén nhitng bénh nhan ting huyét ap,
diéu nay khong phu thudc vao chi sé BMI, huyét a4p bénh nhan, tudi va tinh
trang huat thudc 14 [100]. Tinh trang ting nhip tim c6 thé mang lai loi ich
trong khoang thoi gian ngan, tuy nhién néu tinh trang nay kéo dai co thé
gay phi dai tim, suy tim sung huyét hay nhdi mau co tim. Leptin gay ting
nhip tim thong qua kich thich than kinh giao cam, tuy nhién cac nghién ciu
trén déng vat da cat bé hé than kinh giao cam van ghi nhan dugc méi lién
quan giira nhip tim va tinh trang tang leptin huyét thanh, diéu nay cho thay
leptin c6 thé tac dong truc tiép 1én thu thé cia né trén bé mit co tim va giy
tang nhip tim khong thong qua hé than kinh giao cam.

Nghién cru cua tac gia Giuseppe Paolisso nim 1999 d3 ghi nhan nong
d6 leptin huyét thanh ltc doi ciing c6 lién quan chat ché véi su phi dai that
trai va diéu nay khong phu thudc vao chi s6 BMI, khébi luong ma cua co
thé va huyét ap cua bénh nhan (r=0,34; p<0,001) [61]. Nam 2003, tac gia
Barouch da thi nghiém trén chudt ob va ghi nhan khéi luong co that trai
ting dan theo thoi gian cung vai dién tién béo phi cua chudt ob, va sau khi
duoc tiém leptin thi sy phi dai that trai giam han [28]. T d6 tac gia

Barouch cho ring ban than leptin ¢6 tac dung chéng lai su phi dai that trai.
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Hai két qua trén khong hoan toan trai nguoc nhau, vi theo tac gia Tritos,
hau hét cac bénh nhan béo phi trén 1am sang thuong kém theo ting leptin
huyét thanh va quan trong hon 1a dé khang leptin do d6 1am giam hiéu qua
chéng phi dai thét trai cua leptin, va néu ta c6 thé lam giam ndng do leptin
huyét thanh cing voi su dé khang leptin thi c6 thé cai thién duoc Khdi
lugng co that trai [127]. Dé hiéu thém bang co ché nao leptin anh hudng
dén khéi luong co that trai, tac gia Fang-Ping Xu tién hanh thi nghiém trén
chudt va ghi nhan ring, su gia ting leptin kéo dai c6 thé 1am ting san xuat
céc chat nhu endothelin-1 (ET-1) va reactive oxygen species (ROS). ET-1
va ROS tir 1au da duogc biét dén cung véi angiotensin II va norepinephrine
1a nhitng yéu té quan trong tham gia 1am gia ting khdi luong co that trai
[51]. Nghién ctru tai Tho Nhi Ky nam 2008 trén cac dbi twong bénh nhan bi
béo phi ting huyét 4p mdi chan doan ciing ghi nhan & nhom co phi dai that
trai thi ndong do leptin cao hon hin nhom khong co phi dai that trai (51,40 +
5,1 ng/ml so vai 28,30 + 4,20 ng/ml; p<0,05). Két qua phan tich hoi qui da
bién ciing cho thay nong do leptin huyét thanh c¢6 mdi lién quan véi su phi
dai that trai (OR=1,7; p <0,05) [73]. Tac gia Lucia Perego da thuc hién mot
nghién ctru sdu hon nita vé van dé nay trén nhitng bénh nhan béo phi va
theo ddi sau 1 ndm phau thuat diéu tri béo phi [105]. Ngay trudc thoi diém
nghién ctru, tac gia ghi nhan duoc méi tuong quan gitta leptin va khoi
luong co that trai, va sau 1 nam theo doi, chi s6 BMI giam trung binh 10
kg/m2, su phi dai that trai giam tuyén tinh cung véi su giam nong do leptin
huyét thanh.

Khéng phai tat ca cac nghién ciru déu ghi nhan mot cach rd rang vé

mbi lién quan gitta leptin va phi dai that trai. Nghién cau cua tac gia
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Malmqvist thuc hién trén 115 bénh nhan ting huyét ap ghi nhan nong do
leptin va insulin, proinsulin déu tang trén nhitng bénh nhan tang huyét ap
nhung leptin, insulin va proinsulin déu khong c6 lién quan dén hién tuong
phi dai that trai, trong khi d6 2 yéu t6 quan trong gdy phi dai that trai trén
bénh nhan ting huyét ap 1a hoat tinh renin huyét twong va ndng do
aldosterone mau [88]. Va hon thé nita, cling c6 vai nghién ctu ghi nhan
moi tuong quan nghich giita leptin va khoi co that trai. Nghién ctu cua tac
gia Shishir Sharma theo di trén gan 7000 bénh nhan trong subt thoi gian
tir 6-8 nam lai ghi nhan nhom ddi tugng c6 néng do leptin cao, c6 khuynh
hudng 1a giam khéi co that trai so véi nhom cé nong do leptin thap. Theo
tac gia, ndng do leptin ting gip doi thi khéi co that trai giam trung binh
2,50 + 0,7g va chi s6 khdi co that trai giam trung binh 1,7 + 0,3 g/m?, diéu
nay c6 y nghia théng ké voi p<0,05 [117]. Hay nhu trong nghién ctu cua
tac gia David Kaunang thuc hién trén nhitng thanh thiéu nién bi béo phi ghi
nhan leptin c6 mbi twong quan nghich véi khdi co that trai voi hé sb tuong
quan r = -0,467; p = 0,006 [39]. Cac nghién ctru trén mdot lan nita khang
dinh anh huéng cua leptin 1én cac bién chting tim mach 1a mot qué trinh
phirc tap va phu thudc vao nhiéu yéu té, trong dé6 muc d6 dé khang leptin
va mire d6 chon loc cua dé khang leptin dong vai trd quan trong.

Mic du day 13 nghién ctu thyc hién trén sé luong bénh nhéin tuwong
dbi 16n va khao sat nong do leptin huyét thanh cung véi cac yéu td lién
quan & bénh nhan tién DTD, tuy nhién trong nghién ctu cua chung toi ciing
c6 mot vai han ché khi thuc hién. Tha nhat tiéu chi chon tién DTD chi chon
dua theo tiéu chi glucose mau do6i va HbAlc, khong thuc hién nghiém phap

dung nap glucose, do d6 c6 thé danh gia khong day du tat ca cac bénh nhan
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tién DTD. Thi hai, do muc tiéu chinh 12 muén danh gia méi lién quan giira
leptin va cac yéu td nguy co tim mach, dic biét 1a phi dai that trai do d6
chung t6i khong chon nhitng bénh nhan THA vao nghién ctru, chinh vi vay
nhom ddi twong nghién ctru nay duoc xem nhu ¢ giai doan rat sém cua cac
rdi loan chuyén hoa (mdi bi tién DTD lan dau va khong bi THA) nén ti 1é
phi dai that trai rat thap ¢ ca 2 nhom (7,0% & ca hai nhoém), 1am cho viéc
phén tich danh gia gap nhiéu kho khin. Mot s6 cac yéu td khac danh gia
qua bang cau hoi nhu tién st ban than, tién st gia dinh c6 cac bénh ly
chuyén hoa hay tién st hut thude 14 cua ban than chi mang tinh dinh tinh va

anh hudng dén viéc phan tich danh gia cac yéu té nguy co.
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KET LUAN

1. Cac yéu t6 nguy co tim mach ¢ nhém tién PTD va nong dé leptin

Nong do leptin huyét thanh ¢ nhom nghién ctu 13 4,58 (2,35 — 9,00)
ng/mL cao hon nhom chtng (3,67 (1,38 — 6,22) ng/mL) c6 ¥ nghia théng ké.
Ti Ié tang leptin huyét thanh & nhém tién DTD 1a 40,7%.

Trong nghién ctru chung t6i ghi nhan nhém bénh nhan tién DTD ¢6 tudi,
huyét ap, vong eo, vong hong va chi sé6 BMI cao hon nhom khong bi réi loan
duong huyét.

Bén canh d6, nhom tién TP ¢6 lipid méau, insulin, hs-CRP va leptin cao
hon nhom khéng bi rdi loan dudng huyét co ¥ nghia thdng ké.

Khéng co su khac biét c6 ¥ nghia théng ké & nhom bénh nhan tién DTD
va nhom binh thuong vé chi s6 khéi co that trai, phi dai that trai, IMT va
fibrinogen.

Nhom tién DTD ¢6 ti 1é dé khang insulin, réi loan lipid mau, hoi ching
chuyén hoa, xo vita dong mach va day IMT cao hon hom ching c6 ¥ nghia
théng ké.

2. Lién quan giira leptin véi cac yéu té nguy co tim mach

Nong do leptin huyét thanh va insulin ¢6 méi twong quan thuan cé ¥
nghia théng ké véi hé sb twong quan r = 0,32 (p<0,001). Tuong tu cac chi 6
vé khang insulin nhu HOMA-IR c¢6 tuong quan thuén va chi s6 QUICKI cé
tuong quan nghich c6 ¥ nghia thong ké véi ndng do leptin huyét thanh véi hé
s6 tuong quan 1an luot 13 0,29 (p<0,001) va -0,29 (p<0,001). Khi leptin > 4,45
ng/mL thi c6 gia tri du béo ting kha ning dé khang insulin véi dién tich dudi
duong cong 1a 65% v& dd nhay 62% va do dac hiéu la 65%.

Tang leptin lam gia tang nguy co xo vira dong mach theo ti€u chi LDL-
¢/HDL-c >2,3 voi OR = 2,29 (p < 0,01).
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Tang leptin huyét thanh lam gia ting nguy co RLLP theo kiéu HCCH
(tang triglyceride va giam HDL-c) véi OR = 1,87 (p < 0,05), lam nang thém
nguy co tim mach & bénh nhan tién DTPD.

Tang leptin huyét thanh 1am gia ting nguy co xuat hién hoi chang
chuyén hoa ¢ bénh nhan tién TP véi OR = 3,08 (p < 0,001).

Nong d6 leptin huyét thanh ting cao c6 khuynh huéng lién quan dén
giam IMT ¢ bénh nhan tién DTD.

Trong nghién ctru chung toi chua ghi nhan méi lién quan giita leptin va
cac yéu té nguy co tim mach truyén thong va khong truyén thong khac nhu
THA, phi dai that trai, hs-CRP.
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KIEN NGHI

e Tur két qua nghién cttu cho thay c6 thé sir dung leptin huyét thanh dé
danh gia tinh trang dé khang insulin va céc yéu t6 nguy co tim mach trén bénh
nhan tién DTD.

e Can nhiéu nghién ctru hon nita dé danh gia cac anh huong cua leptin

trén tim mach & cac giai doan khac nhau.
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PHU LUC



BANG THU THAP SO LIEU NGHIEN CUU LEPTIN

Hanh chanh
Ho va Tén:
Nam sinh: Nam O Nt O
bia chi : bién thoai
Nghé nghiép :
S6 hd so :
Tién sir Gia dinh:
(1) bai thao duong: Khong O Co6 O (Ghichu:.................
(2) Tang huyét ap: Khong O Co O (Ghichli:.................
(3) Réi loan chuyén hoa lipid: Khéng O Co6 O (Ghicha:.................
Tién cin ban than:
(1) Réi loan lipid mau: Khéng O Co 0O (GhichGi:.................
(2) Tién dai thao duong:  Khong O C6 O (Ghich@i:.................

(3) Bénh khac: Khong O Co6 0O (Ghichu:.................
(4)Hut thudc 14: Khong O  Pang hut hodc da ngung O
(5) Luyén tap thé duyc: Khong O Co O (Ghichii:.................

Kham lam sang
Chiéu cao (cm):
Can nang (kg):
Huyét ap (mmHg) (trung binh 2 1an do) :
Vong eo (cm):

Vong hong (cm):



Xét nghiéem Cin 1am sang
e Duong huyét
e Cholesterol
e HDL-c
e LDL-C
e Triglyceride
e Hs-CRP
e HbAlcC
e Fibrinogen
e |Insulin
e Leptin
Siéu am tim
e B& day vach lién thtc cudi tim truong (IVSd)

Puong kinh thét trai cudi tim truong (LVd)

Bé day thanh sau tht trai cudi tam truong (PWd)

Siéu am mach canh

IMT phai (max)

IMT phai (min)

IMT trai (max)

IMT trai (min)



PHIEU SIEU AM PO IMT (mién phi)
(QUAY TIEP NHAN SIEU AM LAU 1-KHU A)
+ Ho va tén bénh nhan:
+ Nam sinh: Gi6i: Nam/Ntw
+ S hod so:

+ Ngay siéu am:

KET QUA:
- IMT TRAI max...... (mm) IMT TRAI min......(mm)
- IMT PHAI max...... (mm) IMT PHAI min...... (mm)

- Mang xo vira oCo 0 Khong




DANH SACH GUI MAU NGHIEN CUU

NHOM TIEN PAI THAO PUONG

STT | Mi NC Ho va tén Giéi 1;?1’1‘1‘ S6hdso  [Ngay kham
I. | NCO01 |Nguy?n ThiD. Nit | 1956 | A06-0076034 | 14/04/2016
2. | NC002 | Nguyén Pirc M. Nam | 1985 | N16-0094618 | 14/04/2016
3. | NCO003 |Lé&CéngB. Nam | 1974 | N16-0094702 | 14/04/2016
4. | NC004 |Nguyén Van Th. Nam | 1963 | N14-0148375 | 14/04/2016
5. | NCO005 | Truong Tri H. Nam | 1993 | N16-0094852 | 14/04/2016
6. | NCO006 | Nguyn ThiX. Nit | 1968 | N16-0094655 | 14/04/2016
7. | NC007 | Nguyn Van Ph. Nam | 1970 | N16-0098957 | 18/04/2016
8. | NC008 |Nguyén ThiL. Nit | 1980 | N16-0098862 | 18/04/2016
9. | NC010 | V& ThjKim H. Nt | 1960 | N16-0098922 | 18/04/2016
10. | NCO11 | Chau Thanh D. Nam | 1976 | A07-0141118 | 21/04/20 @i VERD
[1. | NCO12 | Trin Thi AiL. Nt | 1960 | N13-0131409 21/04/201§ ¥ HO':
12. | NCO13 | Lé& Quéc D. Nam | 1978 | N16-0101834 | 21/04/2016-+——
13. | NCO14 | Trdn Ngoc Q. Nit | 1968 | A11-0154968 | 21/04/2016
14. | NCO15 | V& ThiH. Nir | 1971 | A07-0088111 | 23/04/2016
15. | NCO16 |Lé Vin BéB. Nam | 1976 | N14-0058136 | 26/04/2016
16. | NCO17 | Vo Thi H. Nit | 1970 | N16-0107368 | 26/04/2016
17. | NCO18 | Bui Thi X. Nt | 1959 | N16-0107601 | 26/04/2016
18. | NC020 |DiduT. Nam | 1973 | N16-0107587 | 26/04/2016
19. | NC021 |Tiéu ThiKim C. Nt | 1956 | A11-0158823 | 26/04/2016
20. | NC022 | Nguyn Vi L. Nam | 1984 | N16-0109917 | 28/04/2016
21. | NC023 | Hoang Van L. Nam | 1955 | B05-0037410 | 28/04/2016




22. | NC024 | Nguy&n Hdng N. Nam | 1967 | N16-0109689 | 28/04/2016
23. | NC025 | V& Thanh L. Nam | 1961 | N16-0110115 | 28/04/2016
24. | NC026 | Vii Thj N. Nit | 1968 | A13-0125702 | 28/04/2016
25. | NC027 | Nguy?n Thi N. Nit | 1966 | A08-0190748 | 05/05/2016
26. | NC028 | Nguyén Thi Thu Th. Nit | 1959 | A11-0205489 | 05/05/2016
27. | NC029 | Nguyén Thi N. Nit | 1962 | N14-0216015 | 05/05/2016
28. | NC030 | Tran Thi Ngoc B. Nt | 1973 | A07-0155477 | 05/05/2016
29. | NC032 |Doan ThiH. Nit | 1957 | N16-0114681 | 05/05/2016
30. | NC033 | Tran Thi N. Nir | 1959 | N16-0114744 | 05/05/2016
31. | NCO034 |Lam Thil. Nit | 1955 | B06-0002870 | 07/05/2016
32. | NCO35 | Trén Thj H. Nit | 1957 | N16-0094769 | 14/04/2016
33. | NC036 | Truong Thanh H. Nam | 1972 | N16-0109895 | 28/04/2016
34, | NC037 | D3 ThiT. Nt | 1946 | A12-0305225 | 07/01/2014
35. | NC038 | Nguyén Thuong D. Nam | 1956 | A06-0082249 | 10/05/2016
36. | NC041 |Luong Thanh B. Nam | 1966 | N16-0119819 | 10/05/2016
37. | NC042 | Ngé Tién D. Nam | 1967 | N16-0119924 | 10/05/2016
38. | NC043 | Nguyén ThiT. Nt | 1970 | N16-0119990 | 10/05/2016
39. | NC046 | Nguyén Vin Tr. Nam | 1974 | A11-0015374 | 12/05/2016
40. | NC047 | Nguyn Thi M. Nt | 1968 | A12-0098159 | 12/05/2016
41. | NC048 | Phan Thi Th. Nir | 1956 | N16-0122950 | 12/05/2016
42. | NC049 | V& Thj Ngh. Nt | 1949 | N16-0127893 | 17/05/2016
43. | NCO050 |Pham Van Th. Nam | 1970 | A13-0157861 | 17/05/2016
44, | NCO52 |Phan Thi H. Nt | 1962 | N16-0127798 | 17/05/2016
45. | NC053 | Cao Thi Th. Nt | 1966 | N16-0128025 | 17/05/2016




46. | NC054 | Duong Hén M. Nam | 1953 | N16-0128173 | 17/05/2016
47. | NC055 | Nguyén Thi Th. Nit | 1949 | B08-0037789 | 17/05/2016
48. | NC056 | Nguyén DucL. Nam | 1954 | N16-0128048 | 17/05/2016
49. | NC057 |LéHirub. Nam | 1957 | B08-0048338 | 17/05/2016
50. | NC058 | D3 ThiKim E. Nit | 1953 | N16-0130614 | 19/05/2016
51. | NC059 | Nguyén ThiT. Nt | 1957 | N16-0130920 | 19/05/2016
52. | NC060 | Nguyén Vin X. Nam | 1945 | N15-0361440 | 19/05/2016
53. | NCO61 | D3 Thj Ph. Nit | 1966 | N16-0130907 | 19/05/2016
54. | NC062 | Chau ThiS. Nit | 1971 | N16-0135655 | 24/05/2016
55. | NC063 | Nguyén Vin Kh. Nam | 1965 | A12-0233301 | 24/05/2016
56. | NC064 | Truong ThiT. Nit | 1956 | N15-0027204 | 31/05/2016
57. | NC065 | Nguyén Thi Ngoc L. Nit | 1959 | N16-0143539 | 31/05/2016
58. | NC066 | Trinh Thi Ng. Nt | 1959 | A10-0013899 |31/05/2016
59. | NC067 | TaA G. Nit | 1960 | N16-0143576 | 31/05/2016
60. | NC068 | Nguyén Thi My H. Nit | 1963 | N16-0143718 | 31/05/2016
61. | NC069 | Nguyén My D. Nit | 1974 | A05-0085395 | 31/05/2016
62. | NC070 | Nguyén Hiru Y. Nam | 1971 | N16-0143922 | 31/05/2016
63. | NC071 | D3 Thi Th. Nit | 1967 | N14-0142447 | 31/05/2016
64. | NC072 | Nguyén Thi A. Nt | 1964 | N16-0170510 | 21/06/2016
65. | NC073 | Nguyén VinR. Nam | 1969 | A02-0067224 |21/06/2016
66. | NC074 | Chu Thi Thu H. Nit | 1970 | A07-0162410 |21/06/2016
67. | NC075 | Nguyén Thi Bé Ch. Nit | 1969 | N16-0170262 | 21/06/2016
68. | NC076 | Nguyén Kim Th. Nir | 1930 | N16-0170494 | 21/06/2016
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69. | NC077 | Truong Thi Ng. Nt | 1967 | N16-0170553 | 21/06/2016
70. | NC078 | Nguyén Quéc H. Nam | 1966 | N15-0079332 | 23/06/2016
71. | NC079 | Nguyén Thi. Nit | 1950 | N14-0152051 |23/06/2016
72. | NC080 | Vii Trong H. Nam | 1977 | A11-0263151 | 23/06/2016
73. | NC081 | Nguyén Thi Thanh Th. | Nit | 1966 | N16-0173624 | 23/06/2016
74. | NC082 | Bui Thi B&T. Nit | 1960 | N16-0173688 | 23/06/2016
75. | NC083 | Mai Thi Thanh Ph. Nit | 1963 | N16-0173738 |23/06/2016
76. | NCO084 | Nguyén Thi Bich Th. Nit | 1963 | N16-0173752 | 23/06/2016
77. | NC085 | Nguyén Vin S. Nam | 1959 | N16-0188090 | 05/07/2016
78. | NC086 | L& Thi M. Nt | 1957 | A06-0132849 |05/07/2016
79. | NCO087 | Nguyén Thi Ch. Nit | 1953 | N16-0187990 | 05/07/2016
80. | NCO088 | Huynh Thj Yén Ph. Nit | 1973 | N16-0187901 | 05/07/2016
81. | NC090 | Ping ThiD. Nit | 1970 | N16-0188255 | 05/07/2016
82. | NC091 |Mai Phong Kh. Nam | 1969 | N16-0191283 | 07/07/2016
83. | NC092 |Lé ThiN. Nit | 1974 | N14-0293688 | 07/07/2016
84. | NC093 |Phan Thj Théi H. Nir | 1967 | A10-0184520 | 12/07/2016
85. | NC094 |Phan CaoT. Nam | 1977 | N13-0072720 | 12/07/2016
86. | NC095 | Huynh Vin Th. Nam | 1965 | A06-0076744 | 12/07/2016
87. | NC096 |Lé Thi Ng. Nt | 1960 | N16-0197740 | 12/07/2016
88. | NC097 |Huynh On L. Nit | 1970 | N16-0200464 | 14/07/2016
89. | NC098 | Nguyén Hitu V. Nam | 1975 | A08-0176812 | 14/07/2016
90. | NC099 | Dinh Thi Qué L. Nit | 1972 | N16-0200614 | 14/07/2016
91. | NC100 |Nguy&n Thanh H. Nam | 1966 | A12-0295129 | 14/07/2016
92. | NC101 | V& Van V. Nam | 1969 | N16-0200703 | 14/07/2016
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93. | NC102 | Nguyén ThiL. Nt | 1953 | N16-0200825 | 14/07/2016
94, | NC103 |Lé Lwong Phuong M. Nir | 1965 | N15-0195244 | 14/07/2016
95. | NC104 |Ha Thij Th. Nir | 1952 | N15-0134521 | 14/07/2016
96. | NC105 | Nguyén Thi V. Nir | 1958 | N15-0145755 | 14/07/2016
97. | NC106 | Trin T4n b. Nam | 1969 | N15-0088643 | 16/07/2016
98. | NC107 | Nguyén Thj Th. Nir | 1953 | N14-0119941 | 16/07/2016
99. | NC108 | Luu Huy H. Nam | 1960 | N16-0203522 | 16/07/2016
100.| NC109 | Huynh Vin T. Nam | 1968 | A05-0070829 | 16/07/2016
101.] NC110 | Ly LéKim C. Nir | 1962 | A07-0031871 | 16/07/2016
102.| NCI11 |Pinh VinD. Nam | 1968 | N16-0209965 | 16/07/2016
103.| NC112 | Huynh Thi T. Nt | 1966 | N16-0206313 | 19/07/2016
104.| NC113 | L& Xuén Tr. Nit | 1970 | N16-0206292 | 19/07/2016
105.| NC114 | Nguyén ThiL. Nir | 1966 | N16-0206381 | 19/07/2016
106.] NC115 | Vii Thi Th. Nit | 1958 | N16-0206392 | 19/07/2016
107.| NC117 | Nguyén Van Ph. Nam | 1957 | N16-0206658 | 19/07/2016
108.| NCI119 | Phan Nhan Th. Nam | 1971 | N16-0204136 | 23/07/2016
109.] NCI120 |Pau Binh L. Nam | 1964 | A13-0153859 | 23/07/2016
110.| NCI21 | Nguyén VanH. Nam | 1945 | N16-0212845 | 23/07/2016
111.] NC122 | Nguyén Kiéu V. Nit | 1971 | A11-0227651 | 23/07/2016
112.] NC123 |Kiéu VinC. Nam | 1960 | N16-0216224 | 26/07/2016
113.| NC124 | Trinh Viét Th. Nt | 1966 | N16-0216236 | 26/07/2016
114.| NC125 | Tran ThjS. Nir | 1969 | N16-0216169 | 26/07/2016
115.| NC126 |Lé Thi Thu M. Nit | 1971 | N16-0225922 | 02/08/2016
116.| NC127 |LéBaTh. Nam | 1963 | N16-0225581 | 02/08/2016
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117.| NCI128 | Huynh Thi T. Nit | 1966 | N16-0225726 | 02/08/2016
118.| NC130 | Nguyén Ngoc T. Nit | 1955 | N16-0232240 | 06/08/2016
119.| NC131 | Nguyén Quang S. Nam | 1961 | N16-0232152 | 06/08/2016
120.| NC132 |Lé Véan Th. Nam | 1974 | N16-0235570 | 09/08/2016
121.| NCI33 | Nguyén Van T. Nam | 1966 | N14-0140355 | 09/08/2016
122.| NC134 | Doan Thij H. Nit | 1968 | A06-0097983 | 09/08/2016
123.| NC135 |Ha Thi Th. Nit | 1963 | N16-0235345 |09/08/2016
124.| NCI36 | Dang Thi T. Nit | 1963 | N16-0235755 | 09/08/2016
125.| NCI137 | Vii Thi H. Nit | 1973 | N15-0018339 | 11/08/2016
126.| NCI138 | Truong Thi Kim D. Nt | 1966 | N16-0238786 | 11/08/2016
127.| NC139 | Nguyén Thj Thu H. Nit | 1972 | A13-0114083 | 11/08/2016
128.| NC140 |Diép ThiC Nit | 1968 | A12-0104962 | 11/08/2016
129.| NC141 | Nguyén ThiT. Nit | 1971 | N16-0239345 | 11/08/2016
130.| NC142 |Phing Thanh L. Nam | 1965 | N16-0239317 | 11/08/2016
131.| NC143 | Pham Thuy H. Nt | 1965 | N16-0238841 | 11/08/2016
132.| NC144 | Tran Kim Ph. Nit | 1964 | N16-0242178 | 13/08/2016
133.| NC145 | Duong Kim C. Nir | 1956 | N13-0151534 | 13/08/2016
134.| NC146 | Truong Thi Thuy T. Nit | 1959 | N16-0242659 | 13/08/2016
135.| NC147 | Nguyén Van H. Nam | 1973 | N16-0242669 | 13/08/2016
136.| NC148 | Trin Dang Kh. Nam | 1970 | N16-0242698 | 13/08/2016
137.| NC149 | Nguyén Thi N. Nit | 1961 | N16-0242390 | 13/08/2016
138.| NC150 | Tran Vin D. Nam | 1963 | A10-0263854 | 13/08/2016
139.| NC151 | Ding Thi Héng Y. Nit | 1964 | A05-0012375 | 13/08/2016
140.| NC152 | Quach Viét H. Nam | 1962 | N16-0244939 | 16/08/2016




141.| NC153 | Truong Thanh U. Nam | 1970 | N16-0244978 | 16/08/2016
142.| NC154 | Truong Thj TuyétNg. | Nit | 1963 | N16-0244949 | 16/08/2016
143.| NC155 | Huynh Thj H. Nt | 1966 | N16-0245288 | 16/08/2016
144.| NC156 | Duong Hitu Ch. Nam | 1962 | N16-0245495 | 16/08/2016
145.| NC157 | Bui Tén V. Nam | 1964 | B05-0022294 | 18/08/2016
146.| NC158 |Lé ThiD. Nt | 1969 | N16-0248416 | 18/08/2016
147.| NC159 | Nguyén Thi Th. Nt | 1960 | N16-0248772 | 18/08/2016
148. NC160 | Dinh Minh Tr. Nam | 1969 | N16-0248376 | 18/08/2016
149.| NC161 | Trin B. Nam | 1963 | N16-0248045 | 18/08/2016
150.| NC162 | Tran Thi H. Nt | 1980 | N16-0248170 | 18/08/2016
151.| NC163 |Bui Thi H. Nit | 1974 | N16-0231028 | 20/08/2016
152.| NC164 | Nguy?n Thi C. Nt | 1961 |N1630134888 | 20/08/2016
153.| NC165 | Nguyén ThiD. Nit | 1969 | N16-0251538 | 20/08/2016
154.| NC166 | Mai B4 H. Nam | 1966 | N16-0251720 | 20/08/2016
155.] NC167 |Lé Xuan Tr. Nam | 1966 | N14-0241201 | 20/08/2016
156.| NC168 | Ngd Anh Ch. Nam | 1970 | N16-0251808 | 20/08/2016
157.| NC169 | Ding Thi Ng. Nt | 1968 | N16-0254144 | 23/08/2016
158.| NC170 | Tran Thi Ph. Nt | 1961 | N16-0254322 | 23/08/2016
159.| NC171 | Trén ThiL. Nit | 1953 | N16-0257772 | 25/08/2016
160.| NC172 | Nguyén Thi H. Nir | 1966 | A12-0205784 | 25/08/2016
161.| NC174 | Nguyén Thi Phuong B. | Nit | 1972 | N16-0257830 | 25/08/2016
162.| NC175 | Trdn ThiT. Nt | 1957 | B09-0065210 | 27/08/2016
163.| NC176 |Lé Thi Ngoc D. Nit | 1967 | A11-0301346 | 27/08/2016
164.| NC177 | L& ThiD. Nt | 1969 | N16-0260088 | 27/08/2016




165.| NC178 | Ly Ngoc H. Nir | 1962 | N16-0260208 | 27/08/2016
166.] NC179 | Trdn Hoang R. Nam | 1955 | N16-0260204 | 27/08/2016
167.| NC180 | Huynh Thi Th. Nit | 1950 | N16-0260184 | 27/08/2016
168.| NC181 | Trdn Thi H. Nit | 1968 | N16-0260414 | 27/08/2016
169.| NC182 | Nguyén Thi Tr. Nit | 1964 | A12-0325653 | 26/07/2016
170.| NC183 | Mai Xuén A. Nam | 1961 | A05-0110583 | 30/08/2016
171.| NC184 | Nguyén Thj Ch. Nit | 1946 | N16-0263460 | 30/08/2016
172.| NC185 |Ha Xuéan Tr. Nam | 1970 | A08-0163427 | 30/08/2016
173.| NC186 | Pham Thi Thu Th. Nt | 1975 | N16-0263470 | 30/08/2016
174.| NC187 | Nguyén Vin A. Nam | 1963 | N16-0263353 | 30/08/2016
175.| NC188 | Nguyén Hoang V. Nam | 1971 | N16-0262936 | 30/08/2016
176. NC189 | Nguyén Vin V. Nam | 1974 | N16-0262983 | 30/08/2016
177.| NC190 | Nguyén Thij C. Nit | 1964 | N16-0269189 | 06/09/2016
178.| NC191 |Bui VanT. Nam | 1969 | N16-0269293 | 06/09/2016
179.| NC192 | Tran ThiN. Nit | 1967 | N16-0268864 | 06/09/2016
180.| NC193 | Poan Minh . Nam | 1971 | A13-0009524 | 06/09/2016
181.| NCI194 | Vi Thi T. Nit | 1969 | A11-0060341 | 06/09/2016
182.| NC195 | Nguy&n Minh T. Nam | 1970 | N16-0268727 | 06/09/2016
183.| NC196 | Hoang Thach Qu. Nam | 1974 | N16-0269088 | 06/09/2016
184.| NC197 | D3 Thj Thu Ng. Nit | 1970 | N16-0269130 | 06/09/2016
185.| NC198 |Lé& Thi Th. Nit | 1963 | A11-0148696 | 06/09/2016
186.| NC199 | Nguyén Thi G. Nit | 1957 | A07-0102756 | 08/09/2016
187.| NC200 | Ding ThiD. Nit | 1965 | N16-0272353 | 08/09/2016
188. NC201 |Nguyén Thi TuyétM. | Nir | 1960 | N14-0278282 | 08/09/2016




189.] NC202 | Trin ThjT. Nt | 1957 | A07-0030113 | 08/09/2016
190.| NC203 | Truong Vinh Ph. Nam | 1955 | N16-0273129 | 08/09/2016
191.| NC204 | Truong Thi Ngoc D. Nir | 1961 | N14-0099797 | 08/09/2016
192.] NC205 | Lé Truong C. Nam | 1960 | N14-0167360 | 08/09/2016
193.] NC206 |La Thi M. Nir | 1960 | N16-0107130 | 26/04/2016
194.| NC208 | Nguyén Vin H. Nam | 1970 | A11-0120053 | 19/05/2016
195.] NC209 |L€ Van Tr. Nam | 1974 | N15-0113514 | 28/04/2016
196.] NC210 | Ng6 VanL. Nam | 1958 | N16-0170532 | 21/06/2016
197.] NC211 | V5 Thi Thu Ng. Nit | 1976 | A05-0092378 | 23/06/2016
198.| NC212 | Pham Thi Ng. Nix | 1971 | A13-0154716 | 23/06/2016
199.| NC213 | Du Vin H. Nam | 1957 | N16-0173543 | 23/06/2016
200.| NC214 | To Thi G. Nir | 1972 | A13-0129849 | 23/06/2016
201.| NC215 | Nguyén Thj Thanh Th. Nir | 1969 | A07-0021433 | 23/06/2016
202.| NC216 |[LeéThiV. Nir | 1957 | A05-0129138 | 12/07/2016
203.| NC217 | bang Van Th. Nam | 1961 | A11-0062488 | 07/07/2016
204.| NC218 | Nguyén Vin B. Nam | 1964 | N15-0026853 | 05/07/2016
205.| NC219 | Trin Vin Ng. Nam | 1973 | N16-0200668 | 14/07/2016
206.| NC220 | Nguyén Vin V. Nam | 1962 | N16-0203626 | 16/07/2016
207.] NC221 |Phan ThiL. Nir | 1955 | N16-0232394 | 06/08/2016
208.| NC222 |HO Hoang T. Nam | 1964 | A06-0124444 | 06/08/2016
209.] NC223 | Nguyén ThiL. Nir | 1965 | N16-0232210 | 06/08/2016
210.] NC224 | Nguyén Thi M. Nir | 1960 | A11-0020952 | 13/08/2016
211.| NC225 | Tran Khanh Ng. Nam | 1972 | A10-0129401 | 25/08/2016
212.| NC226 | Duong Xuan B. Nam | 1958 | N16-0269255 | 06/09/2016




213.| NC227 | Phan Van H. Nam | 1967 | N13-0173361 | 30/12/2013
214.| NC228 | Truong Thi Ng. Nt | 1957 | N16-0197164 | 12/07/2016
215.| NC229 | Tran Thi Hong Ng. Nit | 1971 | N14-0338917 | 30/08/2016
216.] NC231 | Phung Thij B. Nit | 1972 | N16-0284158 | 17/09/2016
217.| NC232 | Huynh Vin Kh. Nam | 1968 | A12-0012489 | 17/09/2016
218.| NC233 |Lé Hitu Ph. Nam | 1961 | N13-0045335 | 17/09/2016
219.| NC234 | Lai ThiH. Nt | 1965 | N16-0286946 | 20/09/2016
220.| NC235 | Pham Van X. Nam | 1964 | N16-0287103 | 20/09/2016
221.| NC236 | Vuong Vay C. Nir | 1962 | N16-0290570 | 22/09/2016
222.| NC238 | Nguyén Thi M. Nt | 1963 | N16-0290105 | 22/09/2016
223.| NC239 | Pham Vin B. Nam | 1965 | N16-0290393 | 22/09/2016
224.| NC240 | DS Van H. Nam | 1965 | A10-0199727 | 22/09/2016
225.| NC241 | Nguyén Thi V. Nit | 1968 | N16-0293260 | 24/09/2016
226.| NC242 | Truong Thi Bich L. Nir | 1963 | N16-0293276 | 24/09/2016
227.| NC243 |LéVanH. Nam | 1972 | N14-0031003 | 24/09/2016
228.| NC244 | Tran Hitu Ph. Nam | 1971 | N13-0085327 | 24/09/2016
229.| NCA001 | Lé Van Vo Nam | 1975 | A11-0266324 | 12/11/2013
230.| NCA002 | Hoang Thij Tr. Nit | 1970 | N13-0130224 | 12/11/2013
231.| NCA003 | Nguyén Thi Ngoc Th. Nit | 1983 | N13-0130204 | 12/11/2013
232.| NCA004 | Tran Thi H. Nt | 1958 | N13-0130309 | 12/11/2013
233.| NCA005 | Nguyén Thi L. Nt | 1961 | A05-0038491 | 14/11/2013
234.| NCA006 | Nguyén Thij U. N | 1950 | N13-0118822 | 14/11/2013
235.| NCA007 | Phan Thj B. Nit | 1958 | B07-0032681 | 14/11/2013
236.| NCA008 | Cao Thj Kim D. Nit | 1962 | N13-0132556 | 14/11/2013




237.| NCA009 | Nguyén Vin N. Nam | 1974 | N13-0132400 | 14/11/2013
238.| NCA010 | Huynh Thi Ph. Nit | 1957 | N13-0135501 | 18/11/2013
239.| NCAO11 | Nguyén Vin T. Nam | 1979 | N13-0135397 | 18/11/2013
240.| NCA012 | Trin Duc H. Nam | 1966 | A12-0222951 | 18/11/2013
241.| NCAO013 | L& Thi L. Nit | 1959 | A09-0055228 | 18/11/2013
242.| NCA014 | Trn Thi D. Nit | 1973 | A12-0246846 | 18/11/2013
243.| NCAO15 | Lé Van H. Nam | 1968 | N13-0135469 | 18/11/2013
244 NCA016 | Pham Thj Kim Ng. Nit | 1969 | N13-0139367 | 21/11/2013
245.| NCA017 | Nguyén Thi M. Nit | 1948 | N13-0139389 | 21/11/2013
246.| NCA019 | Trn Thi H. Nt | 1966 | A09-0113628 |30/12/2013
247.| NCA020 | Nguyén Thi Bich L. Nit | 1979 | N13-0173166 |30/12/2013
248 NCA021 | Nguyén Thanh L. Nam | 1985 | N14-0005975 | 09/01/2014
249.| NCA022 | Phan Dinh Th. Nam | 1954 | N14-0006090 | 09/01/2014
250.| NCA023 | Trdn Vin T. Nam | 1961 | A10-0226626 | 09/01/2014
251.| NCA024 | Nguyén Vin D. Nam | 1969 | N14-0006099 | 09/01/2014
252.| NCA025 | Nguyén Thj Ch. Nit | 1950 | N14-0006245 | 09/01/2014
253.| NCA026 | Pham Thj Bich Ng. Nit | 1976 | B08-0064186 | 09/01/2014
254.| NCA027 | Nguyén Thi Th. Nt | 1963 | A10-0094702 | 09/01/2014
255.| NCA028 | Trdn Thj Kim Ch. Nt | 1969 | A02-0086558 | 18/12/2013
256.| NCA029 | Pham Hong L. Nit | 1958 | N13-0164465 | 18/12/2013
257.| NCA030 | Nguyén Thi Hong H. Nit | 1978 | N13-0164473 | 18/12/2013
258.| NCA031 | L& Thi T. Nit | 1964 | A11-0282589 |07/01/2014
259.| NCA032 | L& Puc T. Nam | 1949 | A13-0068679 | 07/01/2014
260.| NCA033 | Trin Thi U. Nit | 1969 | A08-0081892 |05/05/2014




261.| NCA034 | Boi Van T. Nam | 1970 | A13-0010808 | 05/05/2014
262.| NCA035 | Trin Minh Th. Nam | 1983 | N14-0102546 | 05/05/2014
263.| NCA036 | Than Thij Ng. Nit | 1963 | A12-0330820 | 05/05/2014
264.| NCA037 | Nguyén Lé Qu. Nit | 1961 | N14-0103209 | 05/05/2014
265.| NCA038 | Tir Thi Kim L. Nit | 1971 | N14-0132611 | 02/06/2014
266.| NCA039 | Nguyén Thi Huyén Ng. | Nit | 1975 | N14-0132207 | 02/06/2014
267.| NCA040 | Tran Thi D. Nit | 1958 | N14-0117540 | 19/05/2014
268.| NCA041 | Nguyén Thi Tric Ph. Nit | 1978 | N14-0117510 | 19/05/2014
269.| NCA042 | Nguyén Ngoc D. Nam | 1981 | A11-0230243 | 19/05/2014
270. NCA043 | Pang Thi S. Nit | 1970 | N14-0117392 | 19/05/2014
271.| NCA044 | L& Quy Th. Nam | 1965 | N14-0117455 | 19/05/2014
272.| NCA045 | L& Manh H. Nam | 1966 | A08-0049262 | 19/05/2014
273.| NCA046 | Hd Thanh Ph. Nam | 1987 | A05-0057867 | 19/05/2014
274.| NCA047 | Nguyén Thi L. Nit | 1958 | N14-0117803 | 19/05/2014
275.| NCA048 | Nguyén Thi Thanh Th. | Nit | 1962 | A06-0144506 | 05/05/2014
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DANH SACH MAU NGHIEN CUU

NHOM CHUNG
STT | Ma NC Ho va tén Gigi | NAm S6 hd so Hiond

1. | BT00l | Vii TangD. Nam | 1968 N14-0265358 | 14/04/2016

2. | BT002 | Huynh Thi Thuy H. | Nt | 1993 N16-0094525 | 14/04/2016

3. | BT003 | Nguyén Kim Th. Nit | 1976 B07-0067611 | 14/04/2016

4. | BT004 | Tran Thib. Nir | 1955 N16-0094571 | 14/04/2016

5. | BT005 | Tran Thi Kiéu Ph. Nit 1987 N16-0094610 | 14/04/2016

6. | BT006 | Cao Thanh TAnPh. |Nam | 1995 N16-0094536 | 14/04/2016

7. | BT007 |L& Thi Ph. Nit | 1971 N16-0099133 | 18/04/2016

8. | BT008 | Nguyén Thi C. Nt | 1977 N16-0098909 | 18/04/2016

9. | BT009 | Nguyén Thij N. Nt | 1969 N14-0220985 | 18/04/2016

10. | BT010 | Nguyén Thj Ph. Nir | 1981 N14-0049092 18/04/2016jm
11. | BTOI1 | Van BéN. Nir | 1963 A02-0105623 | 18/04/2016\
12. | BT012 | Trén Thi Kim L. Nt | 1969 A09-0086349 | 18/04/2016 Kt
13. | BT013 | Luu Thi Th. N | 1976 A12-0193634 | 18/04/2016

14. | BT014 | To Thi C. Nix | 1967 N16-0099293 | 18/04/2016

15. | BT015 | Nguyén Ngoc Nh. Nir | 1966 N14-0005096 | 21/04/2016

16. | BT016 | Nguyén Thj U. N | 1975 N16-0101853 | 21/04/2016

17. | BT017 | L& Thi Tuyét M. Nt | 1976 A12-0317489 | 21/04/2016

18. | BT019 | Trinh Thi T. Nt | 1975 N16-0101945 | 21/04/2016




19. | BT020 | D3 Thi Minh H. Nit | 1974 | NI14-0048914 |21/04/2016
20. | BT021 | Nguyén Chi B. Nam| 1977 | AI2-0317501 |21/04/2016
21. | BT023 | Nguyén Thi Bé T. Nit | 1971 | NI16-0101851 |21/04/2016
22. | BT024 | Nguyén Thi AnhT. | Nit | 1970 | NI16-0104577 | 23/04/2016
23. | BT025 Eg“yén Ngoc Giao |\ | 1967 B06-0022052 | 23/04/2016
24. | BT028 | Pham Thi D. Nit | 1970 | A09-0055825 |26/04/2016
25. | BT029 | Hunh Thj T. Nit | 1971 | NI16-0107218 |26/04/2016
26. | BT030 | L& Thi Q. Nit | 1976 | N16-0107193 |26/04/2016
27. | BT031 Ilffuyé“ ThiTuyet | ‘o | 1960 | NI6-0107076 | 26/04/2016
28. | BT032 | Truong VanL. Nam | 1974 | N14-0234702 |26/04/2016
29. | BT034 | Nguyén ThiNgocL. | Nit | 1953 | NI13-0172053 |26/04/2016
30. | BT035 | Tran Viét H. Nam | 1966 N16-0109911 | 28/04/2016
31. | BT036 | Pham Thi H. Nit | 1965 | N16-0109994 |28/04/2016
32. | BT037 |Lé Thi Th. Nit | 1969 | N16-0110129 |28/04/2016
33. | BT038 | Thach Ngoc Th. Nam | 1974 | N16-0114684 |05/05/2016
34. | BT039 | Nguyén Van T. Nam| 1973 | NI16-0114408 |05/05/2016
35. | BT040 | D3 Thi Bich H. Nit | 1962 | A07-0007516 |05/05/2016
36. | BT041 | Huynh Hitu T. Nam| 1975 | N16-0114677 |05/05/2016
37. | BT042 | Nguyén Hoai Ph. Nam | 1974 | A07-0134877 |05/05/2016
38. | BT043 | Ma Ta Tr. Nit | 1974 | N16-0114832 |05/05/2016
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Lé Thanh Th.

39. | BT044 Nam| 1965 | N14-0320588 |07/05/2016
40. | BTo4s | L& Thi Hong Nh. N¥ | 1973 | A12-0236433 | 07/05/2016
41. | BTo4e | Huynh Thi G. Nit | 1975 | N16-0117563 |07/05/2016
42. | BT048 | Diép Van H. Nam| 1969 | NI14-0181190 |26/04/2016
43. | BT049 | Truong Thi D. N | 1963 | N16-0098707 |19/04/2016
44. | BT050 | Truong Ngoc D. N | 1953 | A10-0025947 |10/05/2016
45. | BTO51 | Truong Kim Tr. N | 1965 | A06-0034963 |10/05/2016
46. | BT0S2 | Diép Thi L. N | 1956 | A07-0079577 |10/05/2016
47. | BT053 | Trin Thi C. N | 1976 | N16-0119843 |10/05/2016
48. | BTO54 | Huynh Thi CAm Th. | Nt | 1971 | N16-0119976 | 10/05/2016
49. | BT055 | Trin Van Nh. Nam| 1963 | A09-0133087 |10/05/2016
50. | BT056 | Nguydn Thi M. Nt | 1964 | N16-0119926 |10/05/2016
51. | BT057 | Phan Khéc Ph. Nam| 1977 | N16-0122657 |12/05/2016
52. | BT058 | Trinh Thi Th. N | 1975 | N16-0122827 | 12/05/2016
53. | BT060 | Nguyén P T. Nam| 1957 | A07-0184251 |12/05/2016
54. | BT061 |Lé Van B. Nam| 1973 | N16-012779% |17/05/2016
55. | BT063 | L& Van H. Nam| 1968 | NI16-0128133 |17/05/2016
56. | BT065 | Thiéu Ngoc L. Nam| 1974 | NI16-0131365 |19/05/2016
57. | BT066 | Pham Thi Thanh T. | Nt | 1974 | N16-0093283 | 19/05/2016
58. | BT068 | Nguydn Thi KimH. | Nit | 1963 | A07-0160016 | 19/05/2016
59. | BT069 | Trdn Thi N. N | 1960 | N16-0131085 |19/05/2016
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60. | BT071 | Luwong Thi T. Nir 1968 N13-0008070 | 24/05/2016
61. | BT073 | Mai Thi Ngoc L. Nix 1971 N16-0143803 | 31/05/2016
62. | BT074 | Phan Trung K. Nam 1975 N16-0191442 | 07/07/2016
63. | BT075 | Nguyén T. Nam 1975 N15-0335633 | 07/07/2016
64. | BT076 | Béng Thi L. Nit 1965 A12-0006902 | 12/07/2016
65. | BT077 | Cao Vién Th. Nam 1967 A12-0307588 | 14/07/2016
66. | BT078 | Truong Quang V. Nam 1952 N14-0083403 | 16/07/2016
67. | BT079 | Nguyén Thi AnhH. | Nit 1968 B07-0029246 | 16/07/2016
68. BTO080 | Pinh Thi H. N 1975 Al12-0275865 | 02/08/2016
69. BT081 | Huynh Ngoc N. Nam 1967 N16-0232071 | 06/08/2016
70. BT082 | Truong Thi H. Nit 1974 N15-0243579 | 06/08/2016
71. BT083 | Tran Thj H. Nit 1965 N16-0235230 | 09/08/2016
72. BT084 | Lam Thi Thu H. Nir 1981 N16-0235315 | 09/08/2016
73. BTO085 | Truwong Thi Th. Nir 1971 N16-0251558 | 20/08/2016
74. BT086 | Lé Van G. Nam 1958 N16-0251593 | 20/08/2016
75. BT087 |Lé Van V. Nam 1974 N16-0254421 | 23/08/2016
76. BT088 | Nguyén Hong V. Nir 1973 N16-0260631 | 27/08/2016
77. BT089 | Vii Nguyén Dung H. | Nit 1975 N16-0269259 | 06/09/2016
78. BT090 | Van Thi Thu U. Ni 1974 N16-0268935 | 06/09/2016
79. BT091 | Trdn V. Nam 1967 N16-0272599 | 08/09/2016
80. BT092 | Truong buc C. Nam 1958 N16-0143572 | 19/05/2016




81. | BT093 | Pham Thi Ph. Nit | 1969 | N16-0114793 | 19/05/2016
82. | BT09%4 |Nguyan C. Nam| 1961 | NI16-0101810 |19/05/2016
83. | BT095 | Cao Ngoc Ch. Nam| 1958 | N16-0173343 | 19/05/2016
84. | BT096 |Luw Kim Ph. Nit | 1963 | N16-0173684 | 19/05/2016
85. | BT097 | Nguyén Vian T. Nam| 1965 | NI15-0290138 | 19/05/2016
86. | BT098 | Nguyén Vin D, Nam | 1965 | N16-0226218 | 19/05/2016
87.. | BT099 | Hugnh Van U. Nam| 1970 | N16-0284173 |01/10/2016
88. | BT101 | Nguyén Van'S. Nam| 1952 | N16-0293486 |24/09/2016
89. | BT102 | Nguydn Trung T.  |Nam| 1975 | NI16-0293113 |24/09/2016
90. |BTa001 gg“yén ThiThanh 1\ | 1970 | A12-0244009 | 25/10/2016
91. |BTa002 | Trin Van D. Nam| 1956 | A09-0229081 |12/11/2013
92. | BTa004 | L& Thanh Th. Nam| 1956 | NI3-0130125 |12/11/2013
93. | BTa005 | Trin Van H. Nam| 1970 | NI3-0130157 |12/11/2013
94. | BTa006 | Nguyén Thi B. Nit | 1964 | A11-0200284 | 12/11/2013
95. | BTa008 | Bui Thi Thu Ng, Nir | 1989 | NI13-0132827 |14/11/2013
96. | BTa009 | Nguyan Thi Th, Nit | 1987 | NI3-0132475 |14/11/2013
97. | BTa010 | Huynh Tén Kh. Nam | 1954 | NI3-0132406 | 14/11/2013
98. |BTa012 | Lam Thanh L. Nam | 1982 | NI3-0135891 | 18/11/2013
99. |BTa013 |Lam ThiBichTh. | N | 1969 | NI3-0135493 | 18/11/2013
100. |BTa014 | Pham Thanh Ch.  |Nam| 1976 | NI3-0135491 | 18/11/2013
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101. | BTa015 | Lé Thanh Th. Nam 1981 N13-0135690 | 18/11/2013
102. | BTa016 | K Nh. Nam 1970 N13-0135797 | 18/11/2013
103. | BTa018 | Lé Thi H. Nit 1961 A13-0126580 | 18/11/2013
104. | BTa020 | Trin Thi L& T. Nir 1975 N13-0139449 | 21/11/2013
105. | BTa021 | Nguyén Thi N. Nix 1964 N13-0016734 | 21/11/2013
106. | BTa022 | Duong Vén H. Nam 1995 N13-0173106 | 30/12/2013
107. BTa023 | Lé Thi L. Nir 1965 N13-0173046 | 30/12/2013
108. | BTa025 | Truong Vian A. Nam 1963 N13-0164299 | 18/12/2013
109. | BTa031 Nguyén Thi H. Nir 1978 N14-0004321 | 07/01/2014
110. | BTa032 Nguyén Thi M. Nir _ 1959 N14-0004656 | 07/01/2014
111. | BTa033 | Nguyén Hai B. Nam 1986 N14-0004343 | 07/01/2014
112. | BTa034 | Pham Thi Ngoc D. Nir 1972 N14-0004426 | 07/01/2014
113. | BTa035 | Nguyén Ngoc Th. Nit | 1987 N14-0102357 | 05/05/2014
114. | BTa037 | Biang Hoang H. Nam 1984 N14-0102814 | 05/05/2014
115. | BTa038 | Ly Thi D. Nir 1950 A07-0038389 | 02/06/2014
116. | BTa039 | V& Hung N. Nam 1977 N14-0132203 | 02/06/2014 "r
)
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