NGHIEN CUU NGNG DO C- PEPIT § BENH NHAN DAI THAO BUGNG TYP2
PHAT HIEN LAN BAU CO GAN NHIEM M O BENH VIEN NOI TIET

TOM TAT:

Nghién ctu 271nguwoi trong dé 220 bénh nhan
DTPtyp2 phét hién ldn déu dugc chia thanh 2 nhém,
114 bénh nhén DTDbtyp2 c6 GNM va 106 Bénh nhén
DTBtyp2GKNM (quy wéc nhém bénh) 51 nguoi khée
manh (quy udc nhém ching) tai Bénh Vién Noi Tiét
ching t6i thdy: Néng dé C-peptid trung binh & nhém
bénh nhén DTbtyp2cé GNM (1,64 + 0,92nmol/l) cao hon
nhém DTBtyp2 c6 GKNM (1,23 = 0,72nmol/l)va cao hon
nhém ching nguoi khée manh(0,9 + 0,4nmol/l);Sw khac
biét ¢é y nghia théng ké véi p<0,005. BMI trung binh ctia
nhém DTbtyp2GNM  la 23,15 + 273 nhém
DTBtyp2GKNM la 20,86 + 3,02, nhém nguwoi khde manh
la 20,76 + 1,77. Néng dé Cholesterol, Triglycerid ctua
nhém DTBtyp2GNM cao hon nhém DTBtyp2GKNM,cao
hon nhiéu so véi nhém nguoi khde manh, sw khac biét
c6 y nghia théng ké p <0,01;

Ttr khéa: DTBtyp2, Néng do C-peptid

SUMMARY

The study concentration of C-petid in first diagnosis
faty liver no faty liver type 2 diabetes patients at National
Endocrinology hospital

The study of 271people, 220 type 2 diabetes patients
diagnosed in the first time, by which devided into three
groups : 114 patients diagnosed faty liver diabetes
group; 106 patients diagnosed nonfaty liver diabetes
group.51people in focus group. Plasma C-Peptid
concentration mean of faty liver diabetes is :1,64 +
0,92nml/l, those of nonfaty liver diabetes group is : 1,23
+0,72nmol/l. In focus group is : 0,9 +0,4 nmol/l with
significant defference in statistics with p <0,01. BMI
mean of faty liver diabetes group is :23,15 + 2,73, those
of nonfaty liver diabetes group is :20,86 = 3,02, in focus
group is 20,76 + 1,77 with significant defference in
statistics with p < 0,01. Cholesterol and Triglycerid
concentration mean of faty liver diabetes are higher than
those of nonfaty liver diabetes group with significant
defference in statistics.
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DAT VAN DE:

Dai thao dwong (BTD) la mét bénh rdi loan chuyén
héa cabonhydrat man tinh do thiéu hut insulin twong
ddi, hoac tuyét dbi di kém @& khang insulin & cac mic
d6 khac nhau dan dén tang glucose mau gay nhidu bién
chirng clp tinh va man tinh[45]. Bénh phat trién ngay

TRAN THI THANH HOA - Bénh Vién Néi Tiét TW,
DUONG THI MAI - Bénh Vién Hiu Nghi.

cang gia tdng & cac nwoc trén thé gioi dic biét la cac
nwéc dang phat trién trong do cé Viét Nam. Trong thuc
té van d& dinh lwgng ndng dd insulin mau d& danh gia
DTD d4 dwoc cac nha lam sang tién hanh nghién ctwu tiv
nhiéu ndm nay. Nhwng con mét s van dé bt cap trong
cac labo xét nghiém chwa tach dwoc proinsulin, vi vay
khi dinh lwong insulin con 14n véi proinsulin. Do vay trén
lam sang mét sb tac gia dé nghi diing C-peptid mau aé
dinh typ chan doan BTD. Dé khic phuc nhugc diém
nay, nhidu tac gia d& nghi tinh mot sé chi sé gian tiép dé
danh gia tinh trang khang insulin va dinh lwgng thém
ndng do C-peptid trong mau. Nam 1998, Levy J va cong
sy da dung ndng dd C-peptid mau thay thé ndng do
insulin mau trong cdng thc tinh khang insulin va chic
nang t& bao p bang may vi tinh. B&n nam 2004, Li X va
cong sy & Trung Quéc da tinh chi sb khang insulin theo
phwong phap can bing noi méi (HOMA), béng cach
thay néng d6 insulin huyét thanh bing néng dé C-peptid
huyét thanh theo céng thirc sau :

HOMA-IR = 1,5 + glucose x C - peptid /2800

Xuét phat tir thuc t& 1am sang ching téi tién hanh dé
tai nghién ctru nhdm hai muc dich sau:

1, Xac dinh ndng d6 C- peptid & Bénh nhan
DTDBtyp2 phat hién lan dau c6 va khéng c6 GNM & Bénh
Vién Noi Tiét.

2, Tim hiéu méi lién quan giira ndng d6 C- peptid
v&i mot sb yéu td nguy co BMI, VB/VM, bilan lipid mau &
Bénh nhan DTBtyp2 phat hién l1An dau c6 GNM & Bénh
Vién Noi Tiét.

POI TUONG VA PHUONG PHAP NGHIEN CUU:

1. B6i twerng nghién clru.

Déi twong: Gém 271 ngwdi trong d6 cé 220 bénh
nhan chan doan DTD typ2 dwoc phat hién lan dau cé
hodc khéng c6 GNM (qui wéc Ia nhém bénh) chia thanh
2 nhém. DTD typ2 GNM gém 114 ngudi. DTD typ2
GKNM gbm 106 nguwoi. 51 ngwdi nhém chiing  khoé
manh (qui wéc goi la nhédm chirng). Loai trlr ra khdi
nhém chirng nhitng ngudi cé hoi chirng chuyén héa, co
gan nhiém m&, nhirng ngwdi bi cac bénh ndi tiét, hodc
bi mac cac bénh man tinh khac.

1.1. Tiéu chuan chon bénh nhan.

- Bénh nhan dwgc chan doan BTBtype 2 phat hién
l&n dau c6 va khéng cé GNM duoc phat hién trén siéu
am & bung dén kham diéu tri ndi trd va ngoai trd tai Bénh
Vién Noi Tiét, tudi ttr 30 dén 79.
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- Nhém chirng nguei khoé manh gdm 51 ngudi, tudi
t&r 30 dén 60.

- Thoi gian tir thang 5/2006- 5/2008 tai Bénh Vién
Noi Tiét.

1.2. Tiéu chuan loai triv.

- Nhitng bé&nh nhan khéng da diéu kién lam xét
nghiém, khong déng y tham gia nghién ctru, DTD type1,
DTbtype 2 c6 viém gan man, viém gan siéu vi trung,
viem gan do rwou, viém gan do thuéc, viem gan do
thuéc déng, bénh nhan BTD da dwoc diéu tri bang thubc
ha Glucose méau, DTBtype 2 bi xo gan cb trwéng, DTD
¢6 hdi chirng than hw, suy than, viém than bé than, nhoi
mau co tim, ung thw, BTD thi phat.

2. Phwong phap: Tién clru, mé ta cét ngang c6 so
sanh:

Chon mau: Mau tich Ity cac bénh nhan vao diéu tri
néi trd, ngoai trd tai Bénh Vién Noi Tiét Trung wong.

Cac tiéu chudn chan doan duoc st dung trong
nghién ctru nay

Chén doan BTD typ2 theo tiéu chuan cla td chirc y
té thé gioi.

Chan doan HCCH theo IDF.

Phan loai mtrc d6 rdi loan lipid va lipoprotein mau
(theo NCEP)va De Gennes

Phan loai BMI va sb do vong bung ap dung cho
ngudi trwdng thanh chau A theoASEAN. Tinh chi s
VB/VM theo WHO(1998).

Tieu chudn chan doan GNM qua siéu am theo
Hagen — Ansert

Chia GNM thanh 3 md&c d6 : nhe, vira va nang.

Dinh lwgng insulin va C-pepid bang k§ thuat mién
dich dién héa phat quang(ECLIA=Electro chemi
Luminessance Immuno Assay)

Dinh Iwgng cholesterol huyét thanh theo phwong
phap Enzymatic colorimetric test. Binh lwgng triglyceride
béng ky thuat lipase thuy phan Triglycerid, dinh lwgng
béng phwong phap so mau.

Binh lwvgng HDL-c bang phwong phap Enzymatic
colorimetric test.

LDL-c tinh tir Cholesterol va HDL-c, Triglyceride theo
céng thirc Friedewald: LDL-c (mmol/l) = CT — (HDL-c) —
(TG/ 2.2)

Non — HDL-c =CT —HDL-c

Kham va lam cac xét nghiém sinh héa mau.

Ngw&i bénh nhin &n tir 8-12 gi¢v, chua dwoc diéu tri
bét ci¢ mot loai thubc BTD nao trudc d6. Xét nghiém
Glucose mau, C-petid, HbA1c, bilan lipid huyét twong
lic déi cung thei diém. Siéu &m gan bénh nhan nhin &n
tlr 6- 8 giov

3. Xtr ly sé ligu: S6 lieu dwoc xi ly trén phdn mém
SPSS 13.0

KET QUA NGHIEN cUrU

1. Phan b6 tuéi trung binh va giéi tinh & 3 nhém
nghién clru:

Tubi X N Gioi 0
Nhém sp | " ° ['Nam | N&
DTD typ2 | 56,27 % >0,05
GNM | 10559 | 114 | 51.8 | 44 | 70
DTD typ2 | 54,431
GKNM | 10,92 | 106 | 482 | 55 | 51
KNM_ "
Ngur:);_alnkhhoe 513',?3? | 51 26 | 25 | 7005

Nhan xét: Co su twong déng vé tudi va gidi tinh & 3
nhom nghién ctru v&i sw khac biét khéng cé y nghta
thong ké voi p > 0,05

2. Cac chi s6 vé sinh héa mau:
Bang 2.1: Nong d6 Glucose mau luc doi trung binh &
3 nhém nghién ctru

Nho Glucose(mmol/L)
em X +SD A P
DTBtyp2GNM(a) 14,13+ 4,85 114 | Pab >0,05
DTBtyp2GKNM(b) | 14,07 + 5,03 106 | Pac >0,001
Nhém ching (c) 48+0,5 51 Pbc <0,001
Pabc <0,001

Nhan xét: c6 sy twong déng vé Glucose mau &
nhom DTBtyp2 GNM va nhém BTBtyp2GKNM. Nhwng
lai co sy khac biét c6 y nghia théng ké véi p<0,05 &
nhom BDTPtyp2GNM va nhém DTBtyp2GKNM véi nhém
chirng.

Bang 2.2: Néng dd HbA1c trung binh & 3 nhém
nghién ctru:

Nhg HbA1C %
om ( X +8D) n P
DTDtyp2GNM(a) | 11,5% £ 2,34 | 114 | Pab>0,05
DTDtyp2GKNM(b)| 11,7% 2,21 | 106 | Pac<0,001
Nhom chirng (c) | 58%+0,3 | 51 | Pbc<0,001
Pabc<0,001

Nhan xét: Co sw twong déng vé HbA1c & nhom
DTBbtyp2GNM va nhém DBTPtyp2GKNM. Nhwng lai cé
s khac biét cé y nghia théng ké véi p<0,0016 nhém
DTBbtyp2GNM va nhém BDBTBbtyp2GKNM v&i nhém
chirng.

Bang 2.3: Nong dd C-peptit trung binh & 3 nhém
nghién ctu

. C-peptit(nmol/L)
Nhém N X +SD p
DTD typ2 GNM® | 114 1,64 + 0,92 PEI< 0,05
DTD typ2 GKNM ® | 106 1,23+0,72 |P®<0,001
Nhom chieng © 51 09+04 P®e) < 0,005
PEPC)< 0,005

Nhan xét: Néng do C-peptid & nhom DTDBty2 GNM
I&n hon BTBtyp2 GKNM va I&n hon nhém ching.

Bang 2.3: Chi s khang HOMA2 C-Peptid & 3 nhém
nghién ctru:

HOMA2 C-peptid
(da logarith)

Nhém X +SD p
DTD typ2GNM(a) n=114 | 1,72 + 0,78 p(ab) < 0,001
DTBtyp2GKNM((b)n=106| 1,45 + 0,85 p(ac) < 0,05
Nhém chirng (c)n=51 | 0,92 + 0,20 p(ac) < 0,001
P(abc) < 0,001

Nhan xét: Chi s6 khang HOMA2 C-peptid & nhém
BDTD typ2 GNM Ion hon nhém BTBtyp2 GKNM va nhém
chirng, sw khac biét cé y nghia thong ké v&i p<0,001.
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Bang 2.4: So sanh ndng db Lipid mau trung binh & 3
nhom nghién ctru:

Sosanhnéng d6 |DTBtyp2|bTbtyp2| Nhém P
Lipid mau GNM(a) | GKNM | ch&ng(c)
N=114 (b) N=51
N=106

Cholesterol(mmol/L) | 6,10+ 4,50+ 4,58+ Pabc
X+ SD 1,88 0,95 0,75 |<0,05
Triglixerid(mmol/L) | 4,27 + 1,78 + 1,71 + Pabc
( X £5SD) 3,43 1,24 0,79 | <0,01
HDL(mmol/L) 1,25+ 1,32 1,18 = | Pabc
X +SD 0,32 1,47 0,20 |>0,05
LDL-C(mmol/L) 352+ | 265+ 2,37+ | Pabc
X +SD 0,9 0,83 0,51 |<0,05

Nhan xét: Nong d6 Cholesterol & nhém DTD typ2
GNM 1&n hon nhom BTPtyp2 GKNM va nhém ching,
sw khac biét cé y nghia thdng ké v&i p<0,05, khéng c6
s khac biét v& nong do6 Cholesterol & nhém DTDtyp2
GKNM v&i nhém ngwdi khde manh.

Bang 2.5: Ty & VB/VM va néng do C-peptid & 3
nhom nghién ctru:

Nhém VB/VM C-peptid n p
(nmol/L)
X +SD
Nam<0,9 [ 1,23+0,72| 19
DTbtyp2GNM | Nam>0,9 | 1,56+ 0,71 | 25 | <0,001
N©<0,85 | 1,63+0,81| 19
N©#>0,85 | 1,85+ 1,06 | 51 | <0,001
Nam<0,9 | 1,17+ 0,76 | 40
DTbtyp2GKNM | Nam>0,9 | 1,53+ 0,69 | 15 | <0,001
N©<0,85 | 1,09+ 0,67 | 21
N©>0,85 | 1,27+0,70 | 30 | <0,01
Nam=0,9 | 0,84+0,3 | 26
Nhém chirng N©¥<0,85 | 0,95+ 0,46 | 25 | <0,01

Nhan xét: Nong dé C-peptid trung binh, nong d6 C-
peptid theo VB/VM & nhém DTBtyp2GNM cao hon
nhom BDTBtyp2GKNM va nhdm chirng. Sw khac biét co
y nghia théng ké v&i p < 0,001.

Bang 2.6:Yéu t6 nguy co Bilan Lipid mau clta 2
nhom BTDtyp2co va khéng c6 GNM theo ATPIII

Yéu td nguy | DTDtyp2 | BTBtyp2 | OR 95% P
co GNM | GKNM (ch
Cholesterol 80/114 17/106 | OR=12,32 | <0,001
25.2mmol/L (6,18-
Cholesterol 34/114 89/106 23,73)
<5.2mmol/L ? =65,31
Triglixerid 97/114 49/106 OR=6,64
21.7mmol/L (3,50- <0,001
Triglixerid<1.7 | 17/114 57/106 12,61)
mmol/L ¥237,73
LDL-C=2.58 96/114 60/106 OR=4,09 |<0,001
mmol/L (2,17-7,70)
LDL-C<2.58 18/114 46/106 xz= 20,29
mmol/L

Nhan xét: Nguy co & ngum bénh DTDtypZGNM co
Cholesterol >5,2mmol/L gap 12,32 lan so v&i ngudi
DTbtyp2 GKNM cé Cholesterol <5,2mmol/L.

Nguy co & nguwdi bénh BTBtyp2 GNM c6 Triglixerid
21,7mmol/L gép 6,64 lan so v&i nguwdi bénh DTDtyp2
GKNM c6 Triglixerid <1,7 mmol/L. Nguy co & nguwoi
bénh BTDtyp2 GNM c¢6 LDL-C = 2,58 mmol/L gép 4,09
1&n nguwoi bénh BDTBtyp2GKNM cé LDL-C<2,58 mmol/L,

LDL-C = 2,58 mmol/L c6 lién quan chat ché v&i nhém
DTbtyp2 GNM.

BAN LUAN:

Vé tudi cuia cac déi twong nghién civu:

Tudi trung binh ctia nhém DTD typ2 GNM la 56,3 +
10,6, nhom DTD typ2 GKNM la 54,4 + 10,9. (th4p nhat
la 30 tudi, cao nhat Ia 79 tudi). Nhém chirng co do tudi
trung binh 1a 51,2 + 8,5.( th&p nhét Ia 30 tudi, cao nhat 1a
65 tudi). Co sw twong ddng vé tudi & 3 nhom nghién
ctu. Tudi trung binh & nghién clru nay ciing phu hgp
v&i nghién civu clia Pao Thi Dwra(52,6 + 14,7). Nguyén
Ba Viét( 54,2 £ 10,1) va Tran Van Hién( 51,1 + 8,9).
Nhiéu nghién ctru vé lam sang va dich t& hoc lau nay
déu cho thay ti 16 mac bénh dai thao ducmg typ2 gia
tang theo tudi doi. Tuy nhién sy tac dong vé kinh té, xa
héi dang lam cho tudi kh&i phat ctia bénh DTBtyp2 co
xu hwéng tré hon.

vé glucose méau va néng dé6 HBA1c & 3nhém
nghién clru

Qua nghién ctru t6i thdy rang tidng Glucose mau &
hai nhdm nghién cu kéo dai trong mét thoi gian dai,
chirng 16 tuyén tuy khong san xuét da insulin dé kiém
soat lai tinh trang tang Glucose mau.

HbA1c trung binh cla nhém DTBtyp2GNM la
11,52,34%, nhém DTBtyp2 GKNM la 11,7 £ 2,21%,
nhom chirng la 5,8 + 0,3%. Khdong c6 sy khac biét vé
HbA1c & nhom DTBtyp2 GNM va nhém BTBtyp2 GKNM
voi p >0,05. Nhwng lai cé sy khac biét cé y nghia thong
ké v&i p<0,01 & nhém BDTBtyp2 GNM va nhém DTbtyp2
GKNM v&i nhém chirng. Ching 16 nhung bénh nhan
nay co thdi gian dién tién bénh kha dai v& bénh dai thao
duwdng that sy chw khong phal tang Glucose mau do
stress. Két qua nghién clru cla téi phi hop voi két qua
nghién ctru clia Hoang Trung Vinh HbA1c trung binh la
11,342,7%, Bao Thi Dtra 9,313,54%, Ta Van Binh nhém
DTD mai phat hién HbA1c trung binh la 11,1+3,5%.

Vé réi loan Lipid mau:

Trong 114 bénh nhan BTBtyp2 GNM c6 82 bénh
nhan tang Triglixerid chiém 71,9%, 80 bénh nhan tang
Cholesterol toan phan chiém 70,2%. Két qua cla tbi
twong tw nhw két qua nghién clru cla cac tac gia trong
nwéc va nwdc ngoai. Nghién ctru v& GNM clia Knober
va cong sy ti 1& ting Triglixerid mau chiém 86%. Nghién
ctu GNM cia Phan Vi&n Sy tang Triglixerid chiém
76,7%, tang Cholesterol toan phan chiém 67,7%. Nghién
clru cla Lé Thanh Ly ting Triglixerid chiém 73,1%,
Nguyén Hai Thay ting Triglixerid chiém 67%. Nguyén
Thi Nhan tang Triglixerid chiém 78,33%, So vo&i cac
nghién clru nay ty lé tang Triglixerid trong nghién ctru
cla téi cling & mirc cao méc dau BMI trong nghién clru
cla t6i thdp hon clia L& Thanh Ly va Knober, nhung ti 1&
tang Cholesterol & nghién ctru clia t6i cao hon day ciing
la dac diém hay gdp & bénh nhan DTBtyp2. Nhitng déc
diém khac nhau trén dwoc giai thich 1a do cac tac gia
chon déi twong va phwong phap nghién ciru, dan toc,
théi quen sinh hoat, ché d6 &n udng va chi sb co thé,...
khac nhau. S bénh nhan tang ddng thdi ca Triglixerid
mau va Cholesterol trong nghién cru cla téi chiém
43,86% twong ty nhw nghién cru cia Phan Van Sy
tang ddng thoi ca 2 thanh phan nay chiém 46,7% va
Angelico chiém 46%. Két qua cao hon két qua cua
Nguyén Hai Thly téng ca 2 thanh phan chiém 26,4%.
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V& ndng dd C-Peptid : Cac nghién ctvu cho thay
ndng d6 C-peptid trong mau phan anh mét cach trung
thwc vi C-peptid |a& marker bai tiét. Chinh vi vay,
trong Iam sang nguoi ta cling s dung C- peptld mau
d& 1am tiéu chudn phan loai cac thé bénh clia BTD.
Chailurkit va cdng si trong nghién ctru ctia minh thay
nong dé C-peptid mau tang cao & bénh nhan co6 rdi
loan dung nap Glucose va & nguwdi méi phat hién
DTD, twong quan nay chat ché hon so v&i khi dinh
lwong insulin va tidng C-peptid trong mau la yéu té
nguy co cao cua bénh BTBtyp2. Chen CH khi nghién
clru & 3.247 ngudi Trung Quéc khong bi DTD da dua
ra nhan xét ndng dé C-peptid mau cé méi twong
quan chat ché véi cac thanh phan ctia HCCH. Con
Bruemmer D thi trong nghién ctu cia minh cling c6
nhan xét ndng dd C-peptid mau nhw 1a yéu tb tién
lwgng cac nguy co cla bénh BTD ciing nhw cac
bénh tim mach lién quan dén HCCH .

N&m 1998, Levy J va cong sy da ding ndng do
C-peptid mau thay thé ndng d6 insulin mau trong
cong thtre tinh khang insulin va chirc nang té bao B
béng may vi tinh. Bén nam 2004, Li X va cong sy &
Trung qudc da tinh chi s6 khang insulin theo phwong
phap can bang ndi méi (HOMA), bang cach thay
néng do insulin huyét thanh bang néng do C-peptid
huyét thanh theo cong thirc sau :

HOMA-IR = 1,5 + glucose x C - peptid /2800

HOMA- 8 = 0,27 x C - peptid/ (glucose -3,5)

Céc tac gia nhan thay c6 méi tucyng quan chat so
véi cong thirc tinh khang insulin cita Mathew DR
(1985) voir = 0,689 va r = 0,778. Cong thirc nay co
thé s dung dé tinh chi sé khang insulin va chirc
néng té bao B khi ma bé&nh nhan c6 diéu tri insulin két
hop.

KET LUAN

1. Nong dd C-Peptid mau & nhém DTDtyp2
khéng c6 GNM cao hon nhém chirng nguoi khoe

manh (1,23 £ 0,72 nmol so v&i 0,9 + p,4 nmol,
p<0,001) va cang cao hon khi BTBtyp2 két hop voi

GNM (1,64 + 0,92 nmol so v&i 0,9 + 0,4 nmol,
p<0,001).
2.Triglyxerid, Cholesterol, LDL-C & nhdém

DTBbtyp2GNM 1&n hon nhém DBTBtyp2GKNM. Sy
khac biét cé y nghia thdng ké véi p<0,001.

Noéng d6 Triglycerid téng, ndng dd C-Peptid mau
tang GNM cang nang.

Triglyxerid, Cholesterol, LDL-c tdng theo mirc dd
gan mhiém mé& & nhém DTDtyp2GNM.

Nguy co & nguwdi bénh BTbtyp2 GNM c6 LDL-
C=2,58 gép 4,09 14n ngudi bénh DTBtyp2GKNM c6
LDL-C <2,58 95%CI (2,17- 7,70) OR=4,09
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