DANH GIA HIEU QUA BIEU TRI BANG MEDIATOR
0 BENH NHAN DAI THAO BUONG TYP2

DAT VAN BE

Bénh dai thao dusng(BTD) ngay cang phat trién
nhanh chéng, anh hudng dén slc khoé va gay tén
kém cho bénh nhan va xa hoi. Bénh BTD tang dudng
huyét thuong di kém véi réi loan chuyén hoa lipid.
Piéu tri ha glucose mau déng thdi phai khéng ché
dudc céac chi s6 lipid thi méi cai thién dugc siic khoé
cho ngudi bénh. D& cing mét luc diéu tri dudc ca
DTD va r6i loan chuyén hoa lipid 1& mo uéc cla cac
thay thudc Iam sang.

Hién nay, hang dudc phdm Servier da dua ra san
pham Mediator dap (ing dudc van dé dé. DBa cé nhiéu
nghién cu vé diéu tri DTD, nhung chua c6 nghién
cliu nao dé cap dén hiéu qua diéu tri clla Mediator &
bénh nhan BTD typ2.

Chung t6i ti€n hanh dé tai nay v6i muc dich: Banh
gia hiéu qua diéu tri ha glucose mau va lipid mau
bang Mediator & bénh nhan BTD typ2.

DOI TUONG VA PHUONG PHAP NGHIEN c(U

1. P&i tugng nghién ciru.

G6m 78 bénh nhan BDTD typ2 c6 réi loan it nhat 1
trong cac thanh phan lipid mau diéu tri tai khoa Noi
tiét — H6 hap tir thang 9/2007 — 6/2008.

Chén doan theo tiéu chudn DTD cla ADA
(American Diabetes Association) nam 1997 va WHO
1999.

“P6i tuong nghién ciiu c6 1 trong 3 tiéu chuan:

Glucose mau lac déi > 7 mmol/

Glucose mau sau 2 gio lam nghiém phap tang
glucose mau > 11,1 mmol/ |

Glucose mau bat ky > 11,1 mmol/ .

*Cé r6i loan mét trong cac thanh phan lipid:

Thong s6 G6i han bénh ly
Cholesterol TP ( Chole.TP) mmol/l > 5,2 mmol/l
Triglycerid (mmol/l > 2,3 mmol/l
HDL- C (mmol/l <0,9 mmol/l
LDL- C (mmol/l > 3,4 mmol/l
Choles.TP/HDL-C >5

*Loai khdi nghién clu nhiing dsi tuong cd suy
gam chiic nang gan, than, cac bénh ndi tiét khac kém
theo.

*Péi tugng nghién ctu dudc theo ddi diéu tri ndi
tri 20 ngay tai khoa noi tié€t, bénh vién da khoa trung
uong Thai Nguyén, diéu tri DTD theo kinh dién va dua
ngau nhién vao 2 nhém: nhém udng Mediator ( nhém
nghién ctu) va nhém khoéng uéng Mediator (nhém
chiing).

2. Phuong phap nghién ctru.

- Nghién ciu can thiép, theo déi truGc sau cd doi
chiing

- Chi tiéu nghién c(u:

NGUYEN KIM LUGNG

+ Lam sang: tudi, chi s6 khéi co thé, cac bién
ching.

+ Can lam sang: glucose, cholesterol, triglycerid,
HDL-C, LDL-C.

St ly s6 liéu bang chuong trinh EPINFO 6.04

KET QUA

Bang 1. Phan bd déi tugng nghién ciiu theo nhdm
tudi

hom Nghién cltu Chuing
Do tud n % n % "
40-49 3 7,7 6 15,4 > (0,05
50-59 13 33,3 20 51,3 > (0,05
60-69 16 41,0 6 15,3 > 0,05
>70 7 17,9 7 17,9 > 0,05
Téng s6 39 100 39 100 > 0,05

Nhan xét: nhém tudi thusng gip 50-59 chiém
33,3% va 51,3% & nhém nghién ciu.
Bang 2: Ty |é bién chiing thudng gap

BIEN CHUNG n Ty 18 %
Tim mach 21 53,8
Mat 17 43,6
Rang- lgi 29 744
Bién chiing khac 13 33,3

Nhan xét: Bién ching rang Ioi gap nhiéu nhat
74,4%, ti€p theo la bién chiing tim mach 53,8%.
Bang 3. Ham lugng trung binh cla cac thanh lipid

mau G 2 gidi
Giei Nam NG P
Thanh ph& n XtSD | n Xt SD | >0,05
6,28 ¢ 6,66 *
Choes.TP 12 0.85 27 129 >0,05
Triglycerid | 12 4'13851 27 | 4224239 | 50,05
126+ 130
HDL-C ] ool | o |00
LDLC 12 | 3584093 | 27 | 3.641,24 | 50,05
Choles. TPIHDL-C | 12 | 5,05%0,7 | 27 | 5,371,96 | 50,05

Nhan xét: Ham lugng trung binh cla cac thanh
phan lipid mau & nam va nit khéng ¢6 su khac biét.
Céac s6 trung binh cla cac thanh phan khéng HDL
déu & gi6i han bénh ly.

Bang 4: Ham lugng trung binh cac thanh phén
lipid méu & 2 nhém

hém Nghién cttu | Nhém ching
T.phan n=39 n =39 P
Choles.TP ( Xz SD) mmol/l | 6,55+1,18 6,20+1,35 | >0,05
Triglycerid ( X+ SD) mmol/l | 4274223 | 3,87+2,18 | >0,05
HLD -C ( X+ SD) mmol/l | 1,29+0,27 | 1,32+0,37 | >0,05
LDL-C ( x+ SD)mmoll | 3,62+1,15 | 3,49+1,25 | >0,05
Choles. TP/HDL ( x+SD) | 527+1,64 | 4,96+4,96 | >0,05
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Nhan xét: Cac thanh phan lipid mau khéng HDL
déu tang 4 gidi han bénh ly, gitta 2 nhém khéng ¢6 su
khac biét.

Bang 5: Cac thdng s6 lipid 6 gidi han bénh ly cla
2 nhém

.| Nghién ctru Chimng
Thanh phén "om| =39 (n=39) P
n % n %
Choles. TP (>52mmol/l)| 38 | 974 | 31 | 795 | >0,05
Triglycerid (>2,3mmol/l) | 33 | 846 | 29 | 744 | >0,05
HDL-C (<0,9mmol/l) | 14 | 205 | 6 | 154 | >0,05
LDL-C(>35mmol/l) | 21 | 53,8 | 22 | 56,4 | >0,05
Choles. TP/HDL-C(>5) | 18 | 462 | 16 | 41,0 | >0,05

Nhan xét: Choles. TP va Triglycerid & gidi han
bénh ly ¢4 & hau hét cac bénh nhan & ca 2 nhém.
Khong c6 su khac biét gilta 2 nhém.

Bang 6: Su kiém soat glucose clia 2 nhém

Nhom| Nghién ctu chimng p
Glucose n=39 n=39
Trudc diéu tri (mmol/l) | 13,37 £4,51 | 13,78 £4,64 | >0,05
Sau diéu tri (mmol/l) | 7,73+£195 | 8,09+225 | >0,05

Nhan xét: Sau diéu tri 20 ngay su kiém soat
glucose mau clia ca 2 nhém da giam rd rét, khong cod
su khac biét gilta 2 nhém.

Bang 7: Su kiém soat lipid mau truéc va sau diéu
tri clia 2 nhém

hém Nghién cttu (n=39) Ching (n=39)
| T | soudti | P | Truecdir| Saudti | P
Thanh phaa| d.t : o o
Choles. TP | 6,55 |5 341 041>0,05(6,201,35 |5,98+1,10{>0,05
(mmolll) | 1,18
Triglycerid | 4,25
oo | 5 [2:3821,20[<0.05| 3872217 [8.7522,080,05
HDL-C | 1.20
el | 46,07 [11332052]<0.05[1,32£0,37 |1.2520,35/>0,05
LDL-C | 3,62 1 9441 .02(>0,05| 3,49+1,253,36+1,03|>0,05
(mmolll__ | £1,15
Choles. | 5,27+
ronnec | S [434£1.050.05]4.962,147)5,02¢1,30>0.05

Nhan xét: Sau 20 ngay diéu tri ham lugng cac
thanh phan lipid khéng HDL & c& 2 nhdém déu giam |,
HDL-C tang, nhung chi c6 nhém nghién ciu c6 HDL-
C tang va triglycerid giam cé y nghia thong ké.

Bang 8: So sanh ham lugng trung binh cac thanh
phéan lipid mau sau diéu tri § 2 nhém

) Nghién ctru Ching
Nhém (n=39) (n=39)
Saudiéuti | Saudieutj | P
Thanh pha — —
(X £8D) | (X £SD)
Choles.TP (mmol/l) 534+1,04 | 598+1,10 | >0,05
Triglycerid (mmol/l) 233+1,20 | 3,75+208 | <0,05
HDL-C (mmol/l) 1,334£052 | 1,25+0,35 | <0,05
LDL-C (mmol/l) 294+102 | 3,36+1,03 | >0,05
Choles.TP/HDL-C 434+£105 | 502+1,30 | >0,05

Nhan xét: Sau diéu tri ham lugng triglycerid gidm
va HDL-C tang & nhoém nghién clu so véi nhom
ching véi P < 0,05.

BAN LUAN

1. Pac diém RLCHLP mau & bénh nhan BT
typ 2

Két qua mot s6 nghién chu trén thé gidi nhu:
Nghién clu cla Stinson JC va cdng su da chiing
minh rang tang insulin mau sau &n va tang glucose
sé lam tang téng hop cholesterol TP Ién t6i 51,4%,
néu chi tang insulin mau hodc tang glucose mau don
thuan sé& khong cé hién tugng nay. Vay véi bénh nhan
DTD typ 2 d& c6 tang insulin can kiém soat t6t dudng
huyét dé han ché téng hop cholesterol, theo mustaffa
BE 29% bénh nhan BTD typ 2 & Malaysia ¢6 tang
cholesterol > 6,5mmol/l. § Viét Nam cac céng trinh
nghién ctu cla Tran DPlc Tho va cdng su t&f nam
(1996-1999) cho thdy 100% bénh nhan DTD typ 2 c6
réi loan lipid, trong d6 tang ham lugng triglycerit >
23mmol/l gap 81,82%, ham Ilugng HDL-C <
0,90mmol/l gap 91,98%, ty 1& cholesterol TP/HDL-C >
5 gap 94,59%. Lé Huy Liéu va cong su nghién clu
trén 891 bénh nhan DTD typ 2 thdy ham lugng
cholesterol TP > 5,2mmol/l chiém 56% s6 bénh nhan.

Qua céac nghién cliu trén c6 chung nhan xét: cé
thé g&p 70- 100% bénh nhan DTD typ2 c6 bat thudng
moét hodc nhiéu thanh phan lipid, d&c diém ndi bat
clia bat thudng lipid mau & bénh nhan DTD typ2 la
tang cholesterol toan phan, tang ham luong
triglycerid, gidm ham lugng HDL - C, ting ty s6
cholesterol toan phan trén HDL - C.

Dai thao dudng typ2 la mét bénh man tinh phic
tap gay nhiéu tac hai truc tiép dén siic khoé, tinh
mang ngudi bénh nguyén nhan dan dén su nguy hai
clia bénh nay khéng chi 1a do bat thudng vé insulin va
glucose mau ma con do phlc hgp cac réi loan
chuyén hoa khac tham gia vao qua trinh tién trién cla
bénh, nhét 1a r6i loan chuyén hoa lipid mau. Réi loan
chuyén ho4 lipid 1& bénh ly thudng g&p va la nguyén
nhan chinh gay cac bién chimg tim mach & ngudgi 16n,
dac biét 14 mach vanh & bénh nhan BTD typ2.

Bat thudng vé lipid mau & ngudi BTD typ2 c6 thé
doc lap hoc thi phat do kiém soat khéng tét glucose
mau, béat thudng nay la yéu t6 nguy co clia cac bién
chiing. Kiém soat lipid mau 1& mét phan trong kiém
soat toan bo tinh trang chuyén hoa trén bénh nhan
DD typ2.

Qua nghién cliu 78 ngudi BTD typ 2 ¢ RLCH lipid
chang t6i thdy su réi loan thanh phén lipid mau:
cholesterol 88,8% , triglycerid 79,5%, HDL-C 37,2%,
LDL-C 51,1% tuong tu nhu céac tac gia Tran Dic Tho,
Lé Thi Thu Ha (1999)cholesterol tang 60,5%
triglycerid tang 67,8%, HDL-C giam 44,7%.Qua
nghién cu cla cac tac gia trén cho thay ty & bénh
nhan DTD typ 2 ¢ RLCH lipid chiém ty I& cao.

R&i loan chuyén hoa lipoprotein 1& y&u t6 quan
trong hang dau thic ddy qua trinh vita xa ddng mach
& bénh nhan BTD typ2, nhiing thap ky gan day trén
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thé& giGi da c6 nhiéu nghién ciiu vé lipoprotein & Nngudi
DTD, nghién cu cla Lehto S, Roenemaa T, Haffner
SM, Trén 1059 bénh nhan BTD trong 7 ndm thay rang
nhing nhém bénh nhan c6 ham lugng HDL — C
Tmmol/l, triglycerid > 2,3mmol/l, glucose > 13,5
mmol/l ¢b ty | t& vong va ty 1& mac bénh mach vanh
tang 2 1an so vGi cac nhém khac, néu déng thai tang
glucose > 13,5mmol/l, giam HDL — C, gidm ty I&é HDL
— C / cholesterol toan phan hoac tang triglycerid thi
nguy ¢o néi trén tang gé&p 3 1an, bénh nhan BTD ¢6 ty
l& vita xo déng mach tang 2 — 4 l1an so v6i ngudi
khéng BTD, su khong binh thudng nay cla lipoprotein
dac trung bang tang VLDL — C, gidm HDL -C, gidm
Apo A1 va gidm HDL —C/ Apo A1 thanh phan cla
nhiing hat lipoprotein khéng binh thudng nhu tang
VLDL gidu triglycerid, tang ty I& triglycerid — Apo B,
tang VLDL cholesterol este va Apo E bang phuong
phap sac ky mién dich huyét tuong cla bénh nhan
DTD typ2.

Ham lugng HDL —C gidm déng nghia véi tang
nguy ¢o bénh ly mach mau ngoai vi § bénh nhan DTD
typ2 nhiéu nghién ctu chiing minh rang HDL —C thap la
yéu t6 nguy cd doc lap véi bénh ly mach vanh ngay
c& khi LDL — C thap. Nghién clGu UKPDS da chimng
minh néu c{ tang 0,1 mmol/l thi gidm dudc 15% nguy
cd bién chiing tim mach, HDL — C binh thudng hoac
tang dudc xem 1a yéu t6 bao vé chéng vira xa dong
mach, chéng bénh tim mach, ngugdc lai gidm HDL — C
lam tadng nguy cd bénh Iy mach mau ngoai vi, cac
nghién c(u trén thé gidi cling nhu & Viét Nam déu ghi
nhan rang ham lugng HDL — C thudng gidm & bénh
nhan DTD typ2, ciing gidm khi kiém soat glucose
mau khéng tét, vi vay kiém soéat t6t glucose mau &
bénh nhan BTD typ2 l1a mdt muc tiéu quan trong
trong diéu tri nham khéng ché va ngan nguia bién
chiing clia bénh nay.

2. Hiéu qua diéu tri RLCHLP bing Mediator.

Véi phuang phap chon déi tugng nghién clu va 2
nhém tuong duong nhau ca vé Iam sang, can lam
sang trong dé c6 cac thanh phan lipid va diéu chinh
glucose méau tuong duong nhau thi sau diéu tri su
khac nhau vé ham lugng cac thanh phan lipid mau
cho ching ta thdy hiéu qua cla mediator.

So sanh trudc va sau diéu tri 6 cd& 2 nhém cho
thdy mediator cé tac dung lam gidm lipid mau, ham
lugng céac thanh phan lipid trung binh gidm nhung chi
cb triglycerid gidm, tang HDL-C cé y nghia théng ké.

Khi so sanh két qua sau diéu tri RLCHLP gilra 2
nhom thay su khac biét cd y nghia théng ké. Nhém
dung mediator c6 ham lugng triglycerid gidm hon va
ham lugng HDL-C tang hon so véi nhdm chimg. Gidm
HDL — C va tang triglycerid & hai dac diém thudng
g&p cla réi loan chuyén hoa lipid mau & bénh nhan
DTD typ2, nhing bénh nhan DTD typ2 dugc udng
mediator c6 tac dung kép viia lam gidm dudc glucose

méu, vifa 1am han ché dudc réi loan chuyén hoa nay.
Phai chang, metdiator da han ché dudc qua trinh
khang insulin 8 bénh nhan DTD, ma ban than qua
trinh khang insulin la yéu t6 lam tang RLCHLP. Bdi
thé vGi bénh nhan DTD typ2 c6 RLCHLP thi tac dung
diéu tri clla metdiator s& han ché dudc viéc dung qua
nhiéu loai thudc, cai thién va nang cao chat luong
cudc sdng cho bénh nhan.

KET LUAN

Nghién cu 78 bénh nhan DTD typ2 cb réi loan
chuyén ho4 lipid mau, trong dé 39 bénh nhan diéu tri
bang metformin, 39 bénh nhan chi don thuan ding
thuéc ha glucose mau theo phac dé kinh dién tai
Khoa ndi tiét - Bénh vién Da khoa TW Thai Nguyén
ching t6i rut ra két luan sau:

1. Mediator c6 tac dung diéu tri réi loan chuyén
ho4 lipid & bénh nhan dai thdo dudng typ 2. Sau diéu
tri, nhém déi tugng nghién clu dudc s dung
Mediator ham lugng triglycerid giam tir 4,25mmol/l
xudng 2,33mmol/l, ham lugng HDL — C tang tir 1,29
Ién 1,33 mmol/l, véi P < 0,05. Nhém chiing, truéc va
sau diéu tri khong c6 su thay ddi co y nghia théng ké
vé ham lugng cac thanh phan lipid.

2. Cac thanh phan lipid mau nhu triglycerid giam
va HDL-C tang sau diéu tri so v6i nhém chiing lan
lugt: 1a 2,33 mmol/l so véi 3,75 mmol/l va 1,33mmol/l
so véi 1,25mmol/l, c6 y nghia théng ké véi p<0,05.
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