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KHAO SAT NONG PO LEPTIN HUYET THANH VA KHANG INSULIN
O BENH NHAN TIEN PAI THAO PUONG
Trén Minh Triét, Nguyén Hai Thay?

(1) Nghién ciru sinh Trdng Pai hoc Y Durge hoc — Pai hoc Hué
(2) Trwdng Pai hoc Y Dugc Hué

Tém tat

Muc tiéu: Khdo sat ndng dd leptin huyét thanh, tinh trang khang insulin va céc yéu té lién quan & bénh
nhan tién dai thao dudng. D6i twong va phuong phap: Nghién cru cat ngang md ta va phan tich thyc hién
trén 275 d6i tuong tien dai thao dwong. Cac dit liéu thu thap bao gdm cac yéu té vé nhan tric, huyét ap, tién
s gia dinh cling nhu ban than vé cic bénh Iy chuyén héa. Mau tinh mach luc déi duoc 18y dé xét nghiém
leptin, dudng huyét, HbA1c, bilan lipid, néng d6 insulin méau, hsCRP. K&t qua: Nong dé leptin mau & nhém
bénh nhan tién dai thdo duwong 1a 4,57 (0,04 — 61,57) ng/mL, cao hon nhédm chitng cé y nghia théng ké va
nhom bénh nhan tién dai thao dwdng cd ti 1é tang leptin méu 13 41%. Cac yéu td lién quan dén hién tugng
tang leptin mau & bénh nhéan tién dai thao dwdng bao gdm : gidi ni¥, thira can, béo phi, béo bung, néng d6
insusulin mdu, chi s6 HOMA-IR va hsCRP. Ti |& dé khang insulin @ nhém bénh nhan tién déi thao dudng |a
61%. Leptin 1a mdt yéu t6 nguy con ddc lap lam gia tang dé khang insulin & bénh nhan tién dai thdo dudng
khong phu thudc vao chi sé BMI. Két ludn: Nong dé leptin mdu tdng & bénh nhan tién dai thdo dwong va cé
lién quan vai dé khang insulin khdng phu thudc chi s6 BMI.

Tir khéa: leptin mdu, tién ddi thdo dwéng, ddi thdo dudng, béo phi.

Abstract

SERUM LEPTIN CONCENTRATION, INSULIN RESISTANCE IN
PRE-DIABETES POPULATION
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Aims: To determine serum leptin concentration, insulin resistance and the relationship with other factors
in pre-diabetes population. Methods: A total 275 prediabetic subjects were included in this study. Collected
data were: anthropometric characteristics, blood pressure, family history and history of metabolic diseases.
Fasting blood samples were obtained in the early morning and assayed for serum leptin, blood glucose,
HbA1c, insulin, lipid profile and hsCRP. Results: Serum leptin levels were significant higher (4.57 (0.04 - 61.57)
ng/mL) in prediabetes group. The prevalence of hyperleptinemia was 41% and significant associated with
female gender, overweight, viseral obesity, insulin, HOMA-IR and hsCRP. The prevalence of insulin resistance
was 61% and leptin was an independent risk factor of insulin resistance. Conclusion: Prediabetic patients have
higher leptin concentration than normal subjects and hyperleptinemia is associated insulin resistance.

Keywords: serum leptin, pre-diabetes, diabetes, obesity.

1. DAl CUONG

Pai thao dudng dang ngay mot gia tang va la
van nan toan ciu véi nhiéu cac bién chirng cap tinh
va man tinh. Ngay nay cac nha khoa hoc dang chu
trong nhiéu hon nita van dé chan doan va can thiép
diéu tri sém dai thao dwong, dac biét 1a phong ngira
tién phat tir giai doan tién dai thdo dudng. Tién
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dai thao dudng cling dang ngay mot gia tang cung
v&i tinh trang thira can béo phi va duwgc xem la giai
doan tang dwdng huyét trung gian gitra binh thudng
va DTD tip 2. Sy phat hién ra leptin tr nam 1994
trén nhitng chd chudt ob bj khiém khuyét téng hop
leptin bam sinh d3 m& ra mot hudng mdi trong diéu
tri béo phi bang hormon téi t6 hop. Leptin 13 mét

DOI: 10.34071/jmp.2016.6.5

- Ngdy nh@n bai: 15/12/2016; Ngay déng y déng: 26/12/2016; Ngay xudt bén: 20/1/2017

I 34 JOURNAL OF MEDICINE AND PHARMACY



Tap chi Y Dwgc Hoc - Trwdng Bai hoc Y Dwgc Hué - Tép 6, s6 6 - thdng 1/2017

hormon duwoc tiét ra tir mé m& va cé tdc dung (e ché
cam giac thém &n va tang tiéu thu ting lugng, gidp
bénh nhan gidm can. Sau hon 2 thap ky tim ra va
nghién clru vé leptin, cac nha khoa hoc d3 phét hién
ra nhiéu tac dung va co ché hoat déng cua leptin
trong diéu hoa chuyén hda glucose bén canh tic
dung chinh nhu 1a mdét hormon chéng béo phi. Tuy
nhién, van dé ng dung leptin trong thuc hanh 1am
sang gap nhiéu kho khan vi hau hét tat ca cac bénh
nhan béo phi déu cé néng dd leptin mdau ting cao
va hién tuwgng dé khang leptin. Nhiéu nghién ctru d3
chirng minh leptin c6 méi lién quan vdi insulin, hién
tuong dé khang inuslin va cé thé 1a mot yéu t6 nguy
co tién doan dai thdo duong trong twong lai.

Hién tai & Viét Nam chua cé nhiéu nghién clru
vé leptin cling nhu céc yéu t6 lién quan dén néng do
leptin mau & giai doan sém cla cdac réi loan dudng
huyét, nén chung téi thyc hién nghién ctru “Khdo
sdt néng dé leptin mdu va cdc yéu té lién quan &
bénh nhén tién ddi thdo dworng”.

2. PHUO'NG PHAP NGHIEN cU'U

2.1. Thiét k& nghién ciru

Nghién ctru mé ta cit ngang.

2.2. Bai twong nghién ciru

Nhirng d8i tvong dugc chin doan tién dai thao
dudng theo tiéu chi ADA 2010 ( dudng huyét déi:
100-125 mg/dL hodc HbAlc: 5,7 — 6,4%) [4].

Nhém chirng 1a nhédm khéng bi i loan dudng
huyét va déng y tham gia nghién ctru

2.3. Chon mau

Chon mau thuan lgi cic déi twong du tiéu chuan
va déng y tham gia nghién ctru

2.4. Thu thap s6 liéu va cac bién sd

Cdc bién sé

Céc chi s6 nhan tric dugc thu nhan bao gom :
tudi, gidi, cAn nang (kg), chiéu cao (m), vong eo (cm),
huyét &p. Chi s6 BMI (chi s6 khéi co thé kg/m?): tinh

bang can nang (kg) chia chiéu cao (m) binh phuong.
Phan d6 BMI theo khuyén cdo cla WHO cho ngudi
chau A (thira can : BMI 2 23; khdng thira can : BMI
< 23) [20]. Phan d6 béo bung theo tiéu chi cta IDF
2005 (vong eo = 90 & nam va > 80 & nit) [8]. Chan
dodn THA va tién THA theo tiéu chi ctia JNC VII [16].

Bénh nhan duoc rdt 3 ml mau tinh mach vao budi
sang s&m luc nhin déi dé& xét nghiém: dudng huyét
doi (mg%), insulin déi (microU/ml), cholesterol
toan phan, triglyceride, LDL — ¢, HDL-c va hsCRP. Chi
s6 HOMA - IR tinh theo céng thirc [Pudng huyét
(mmol/L) x Insulin (mUI/L)]/22,5. D& khéng insulin
duoc dinh nghia khi HOMA — IR I&n hon t& phan vi
trén cha nhom ching (> 1,8). Tang triglyceride khi
TG > 150 mg/dL. Gidm HDL-c khi HDL-c < 40 mg/dL
& nam, hay < 50 mg/dL & nit. Xét nghiém leptin mau
(ng/mL) duogc do bing phuong phdp mién dich lién
k&t men ELISA. Dinh nghia ting leptin mau khi ndng
dd leptin I&n hon hodc bang t& phan vij trén cla
nhém chirng (6,2 ng/mL).

Ngoai ra chiing t6i cling ghi nhan tién sk gia dinh
va ban than vé cdc bénh dai thdo duwdng, ting huyét
ap va rdi loan lipid mau.

Phén tich théng ké:

Phan tich s& liéu bang phan mém thong ké STATA
12.0.

3. KET QUA

Trong nghién ctru ching t6i c6 275 dbi twong
tién dai thdo dwdng tham gia nghién ctru vdi ndng
do leptin mau cé trung vi la 4,57(0,04 — 61,57) ng/
mL, cao hon nhdm chirng cé y nghia théng ké. Trong
nhém tién dai thdo dudng ti 18 tang leptin mau 13
41%. & nhdm bénh nhan tién dai thao duong kem
tang leptin mdu cé chi s6 BMI, huyét dp tdm thu,
vong eo, vong hong, HbAlc, cholesterol, LDL-c, hs-
CRP, insulin va chi s6 HOMA-IR cao hon nhém khéng
tang leptin cd y nghia théng ké.

Bang 2. C4c yéu t6 dnh hudng dén tinh trang tang leptin mau
Cac yéu td OR (95% ClI) p
Lém tudi ( > 40) 0,88 (0,32 — 2,46) 0,78
Gidi nam 0,16 (0,08 —0,30) <0,001
Tsgd cé nguoi DTD 1,10 (0,55 -2,14) 0,75
Tsgd c6 nguoi THA 1,37 (0,74 -2,51) 0,27
Tsgd c6 nguwoi RLLP 1,50 (0,19 — 11,45) 0,61
Tién can RLLP mau 1,70 (0,88 — 3,35) 0,08
Béo bung(theo IDF) 3,21 (1,86 —5,55) <0,001
Thira can (BMI > 23) 2,23 (1,26 —3,96) 0,01
Béo phi (BMI = 27,5) 4,87 (2,27 - 10,41) <0,001
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Tién THA 1,20 (0,64 —2,28) 0,54
Gidm HDL-c 1,50 (0,90 -2,51) 0,09
Tang Triglyceride 1,35 (0,81 - 2,26) 0,21
Khdang insulin (HOMA-IR = 1,8) 3,28 (1,85 -5,88) <0,001
Hoi chirng chuyén hoa 0,93 (0,53 —1,64) 0,79

Trong nghién ciru cta ching t6i ghi nhan
cac yéu t8 lién quan cé y nghia théng ké dén
hién twvong gia tang leptin mau trén bénh nhan
gidi nir, béo

tién dai thdo dwong bao gém:

" leptin Fitted values ‘

Trong nghién ctru cla ching t6i con ghi nhan
ti 18 khang insulin trén bénh nhan tién dai thao
dudng 1a 61,5%. Cac yéu t6 anh huwdng dén hién
tuwong khang isnulin bao gébm: dudi 40 tudi, béo
bung, thira can béo phi, tién THA, giam HDL-c,
tang triglyceride va tang leptin mau. Trong mo

bung, thira can béo phi va hién twong dé khang
insulin. HOMA-IR ¢6 y nghfa théng ké vdi hé sé
twong quan lan lugt 13 0,3268 va 0,2882 (p <
0,0001).

leptin

homair

" homair Fitted values ‘

hinh phan tich da bién ching téi ghi nhan hién
twong tang leptin mau, béo bung va tién tang
huyét 4p va tudi dwdi 40 13 yéu t6 nguy co doc lap
lam gia tdng d@ khang insulin trén bénh nhan tién
dai thdo duwong khong phu thudc vao BMI va tinh
trang r&i loan lipid mau.

Bang 3. C4c yéu t6 anh hudng dé khang insulin trén bénh nhan tién ddi thao dudng

Cac yéu té OR (95% ClI) p
L&n tudi ( = 40) 0,16 (0,02 - 0,70) 0,01
Béo bung(theo IDF) 4,29 (2,31 - 8,21) <0,001
Thira can béo phi 2,37 (1,38 - 4,01) 0,001
Tién THA 2,49 (1,33 - 4,67) 0,002
Giam HDL-c 1,77 (1,04 - 3,01) 0,02
Tang Triglyceride 2,04 (1,21 - 3,45) 0,05
Tang leptin mau 3,28 (1,85 -5,88) <0,001

4. BAN LUAN

Néng dd leptin mdu & bénh nhan tién dai thao
duong trong nghién ciru chung toi la 4,57 (0,04 —
61,57) ng/mL, cao hon cd y nghia théng ké so véi
nhém chirng. Piéu nay duogc ghi nhan trong da s6
cac nghién clru. Nong do leptin mau thuong tang
cao khi khéi lwgng mé clia co thé gia ting, tir d6 d&t
ra cu hoi liéu leptin cé vai trd trong co ché bénh
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sinh cta déi thdo duong tip 2 hay khdong. Nam 1999,
tac gid J. Mcneely d3a ghi nhan ndng dd leptin méu 13
mot yéu té tién doadn déi thdo dwdng sau 5 nam theo
ddi & nam gidi, va diéu nay doc 1ap véi khéi lvong
m& cla co thé, ndng dd insulin mau va tinh trang dé
khéng insulin [10]. Lan luot cdc nghién ctru tiép theo
cla téc gid Soderberg (ndm 2007) [14] va Paul Welsh
(ndm 2009) [19] ciing khang dinh leptin [a mét yéu



Tap chi Y Dwgc Hoc - Trwdng Bai hoc Y Dwgc Hué - Tép 6, s6 6 - thdng 1/2017

t6 doc 1ap tién doan dai thdo dudng trong twong
lai, nhung chi cé y nghia théng k& & nhdm nam ma
khong cé y nghta & nhém nit. Cac tac giad cho rang &
phu nit ndng d6 estrogen va sy nhay cdm cla leptin
& n3o bd cao hon va khéi lwvgng m& tang thap hon
v&i nam gidi. Mot nghién ctru khac cling ghi nhan
chi s6 glucose/leptin cé thé |a mot yéu t6 cong thém
gilp tién lugng tinh trang dé khang insulin va dai
thdo dudng bén canh nhitng yéu té truyén théng
nhv insulin mau, HOMA-IR... [6]. Nghién clru thuc
hién trén 579 bénh nhan ngudi Trung Qudc ghi nhan
néng do leptin mau tang cao lam gia tdng nguy co
xudt hién tién dai thdo dwdng vdi OR = 4,3 (KTC 95%
:2,1-8,7) & nam va OR = 3,1 (KTC 95% : 1,5-6,2) &
nit [17]. Tac gid Arleta Malecha — Jedraszek ngudi
Ba Lan ciing ghi nhan néng dé leptin mau cdo hon
han cé y nghia théng ké & nhdm dai thao duong tip
2 50 v&i nhom khong bi dai thao dwdng [5], diéu nay
khéng phu thudc vao tudi va gidi. Tuy nhién khéng
phai hdu hét cic nghién ciru déu ghi nhan néng dé
leptin mdau gia tdng & bénh nhan dai thao dudng.
Mot vai nghién ctru tai chdu A ghi nhan ndng do
leptin mdu gidm & cédc bénh nhan dai thdo duong,
tuy nhién ndng do leptin van twong quan cé y nghia
théng ké véi chi s6 BMI [1],[2]. Nghién ctru mdi nhat
nam 2015 trén nhirng thanh thi€u nién bj béo phi ghi
nhan néng d6 leptin mau thap hon & nhitng nguoi
bj dai thdo duong tip 2 so véi nhdm chirng (18112
so v@i 37123 ng/mL, p<0,001) trong khi adiponectin
lai khdng khac biét gitta 2 nhém [12].

Trong nghién clru cla ching t6i ghi nhan leptin
mau lién quan cd y nghia thdng ké véi insulin mau,
chi s6 HOMA-IR, lam gia tang nguy co dé khéang
insulin doc |ap véi chi s6 BMI, cling nhu tinh trang
réi loan lipid mau. Nhiéu nghién ctru ghi nhan néng
dd leptin cé lién quan tryc tiép dén sy nhay cam
insulin va diéu nay hoan toan déc 1ap vai khéi luong
m& cla co thé. Nong do leptin cao thwdng lién quan
dén tinh trang dé khang insulin khéng phu thudc
va chi s6 BMI, ngay ca khi bénh nhan cé BMI thap
[13]. T4c gia Radka Lichnovska d3 ghi nhan néng dé
leptin mau la mét yéu t6 quyét dinh quan trong dén
tinh trang dé khang insulin [9]. Néng d6 leptin mau
c6 méi lién quan chat ch& véi ndng dd insulin mau
va chi s6 HOMA-IR. Néng d6 leptin cang cao, insulin

mé&u va chi s6 HOMA-IR cang cao [11]. M6t nghién
ctru khac cling cho thay néng dé leptin mau tuong
quan cd y nghia théng ké vd&i insulin mau va chi sé
HOMA-IR sau khi hiéu chinh vé&i khéi lwgng mé cla
co thé [3]. Ngoai ra ndng dé leptin mau & nhém cé
hoi chirng chuyén hda cao hon cd y nghia théng ké
50 v&i nhdm khdng cé hdi chirng chuyén hda va lién
quan tryc ti€p cé y nghia thong ké véi chi s6 HOMA-
IR [7]. Cac két qud tuong tu cling duoc tim thay
trong nghién ctru clia Taniguchi [15] va Wauter [18].

Tom lai, hau hét cac nghién ciru déu ghi nhan
cé mdi lién quan gitta leptin va dai thdao duong,
tham chi ndng d6 leptin mau tang cao cé thé cé gia
tri tién dodn dai thao duong trong twong lai. Tuy
nhién mot vai nghién clru tai chau A lai ghi nhan
sau khi bj dai thado dudng thi néng d6 leptin mau
c6 khuynh hudng gidm thap, dic biét & nhirng déi
twong bénh nhan dai thao duwdong ma khong béo
phi. C4c nghién ctru nay khong han mau thuan véi
nhau, vi nhitng ddi twong bénh nhan nghién clru
khac nhau, & céc giai doan khac nhau cda déi thao
dudng, thoi gian chan doan, giai doan tién dai thao
duong.... cling nhu khac nhau vé chi sé BMI, va hién
tuong dé khang insulin. Tuy nhién trong hau hét tat
ca cac nghién clru déu ghi nhan leptin lién quan cé
y nghia théng ké vdi insulin, chi s6 HOMA-IR va gia
tdng nguy co khdng insulin, diéu nay khéng phu
thudc vao chi sé BMI va khéi lwgng mé& cla co thé.
Va do d6 céc nha nghién clru lién tudng dén hién
twong dé khang leptin va dién tién ndng do leptin
mau trén bénh nhan dai thdo dudng cé tuong ty
nhu hién tugng dé khang insulin hay khéng va can
nhiédu céc nghién ctru |&n hon nira dé chirng minh
diéu nay.

5. KET LUAN

Trong nghién clru cla ching tdi ghi nhan néng
do leptin mau & ngudi tién dai thao dudng cao hon
c6 y nghia théng ké so vdi nguwdi khdng bj réi loan
dudng huyét. Va trén nhém bénh nhan tién dai
thdo dudng ndng dé leptin mau lién quan cd y nghia
théng ké vdi tinh trang béo bung, thira can béo phi
va hién tugng dé khang insulin. Leptin |a mot yéu
td nguy co ddc 1ap lam gia tang nguy co dé khang
insulin & bénh nhan tién dai thao dudng.
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