, DANH GIA HIEU QUA BIEU TRI SIMVASTATIN
0 BENH NHAN DAI THAO DUONG TYP2 CO KHANG INSULIN

NGUYEN KIM LUONG - Bénh vién DKTU Thai Nguyén

TOM TAT

Muc dich nghién ctu: Banh gig hidu quéa diéu tri
cla simvastatin § bénh nhan dai thao dudng typ2 cé
khang insulin.

Dai tugng va phuong phap: 185 déi tugng nghién
ctru gém: Nhom dai thao dudng gom 145 bénh nhén,
nhom chung gém 40 ngudi khéng dai thao dudng.
Péanh gia tinh trang khang insulin bédng chi s6 HOMA-
IR (HOMA-IR=I,(uu/ml)x Go(mmol/l)/22,5) Sau khi xac
dinh dugc 107 ngudi dai thao dudng cé khang insulin,
dua ngdu nhién vao 2 nhém: nhém duoc dung
Sulfonylurea don thudn va nhém dung sulfonylurea
két hop vdi simvastatin. Panh gia hiéu qua cda
simvastatin théng qua céac chi sé gluccose, HbA1c,
lipid trudce va sau 2 thang diéu tri.

Két qua: Nhom ding simvastatin ¢c6 cac thanh
phén lipid mau trung binh va ty Ié trong giéi han bénh

ly clia céc chi s6: cholesterol, triglyceride, LDL-C thap
hon, HDL-C cao hon, hiéu qua cla kiém soéat glucose
mau muc do tét hon nhom khéng dong simvastatin:
glucose, HbA1c, insulin, chi s6 khéang insulin gidm,
tang ty 1é kiém soat glucose mau tét va gidm ty 1é
kiém soét glucose mau kém, vdi p < 0,05.

Két luan: diéu tri két hop simvastatin cho bénh nhén
dai thao dudng typ2 cé khang insulin sé& lam tang hiéu
qua kiém soét lipid va glucose mau.

Tir khod: Dai thao dudng typ2, khang insulin, chi s6
HOMA — IR, simvastatin.

SUMMARY

Objective: To evaluate the efficacy of the complex
therapy by sulfonylurea and simvastatin in typ2
diabetic patients with insulin resistance (IR).

Patients and methods: 185 subjects, including:
145 typ2 diabetic patients in disease group and 40
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healthy persons in control group. Assessment the IR
situation by HOMA-IR index (HOMA-IR = I (uu)x
G,(mmol/l)/22,5). There were 107 diabetic patients
having IR state. They were taken randomized into 2
groups: one group have been treated by sulfonylurea
alon (non simvastatin group), other group have been
complex treated by sulfonylurea and simvastatin
(simvastatin group). Assessing the effectiveness of
treating after 2 months though parameters: glucose,
HbA1c, cholesterol, triglycerid, HDL-C, LDL-C.

Results: Simvastatin group have levels of
cholesterol, triglycerid, LDL-C lower and level of HDL-
C higher than non simvastatin group. The glucose
control better in simvastatin group: glucose, HbA1c,
insulin, IR index more decrease than non simvastatin
group. Increasing percentage of good control of
glucose and redue the rate of poor control in
simvastatin group.

Conclusion: ~ The combination of treating
sulfonylurea and simvastatin will increase the
effective control of lipid and glucose in typ2 diabetic
patients with having IR state.

Keywords: Typ2 diabetes,
HOMA-IR index, ‘simvastatin.

DAT VAN PE

Dai thao dudng typ 2 c6 qua trinh dién bién phic
tap su thi€u hut insulin va dé khang insulin da gay ra
nhiéu kh6é khan cho viéc theo déi, diéu tri. Khang
insulin c6 méi lién quan véi nhimng yéu t6 nguy co
nhu: béo phi, réi loan lipid mau tang huyét ap da tao ra
mét vong xodn bénh ly [3m cho su tién trién clia bénh dai
thao dudng typ 2 ngay cang phiic tap. Diéu tri dai thao
dudng typ 2, ngoai viéc diéu tri thuéc gidm dudng
mau can phai diéu tri phéi hop cac yéu té nguy co di
kém trong d6 dac biét 1a gidm triglycerid, gidm LDL —
C, tang HDL —C thi m6i mang lai hiéu qua cao, dap
(ing nhu c&u cham séc stc khoé cho ngudi bénh.

Simvastatin 1a mét thuéc diéu tri réi loan lipid
mau, thuéc dudc chi dinh dé lam gidm téng hop
LDL, gidm cholesterol, giam triglycerid tir d6 gidm
nguy ¢o bién ching bénh tim mach & bénh nhan dai
thao dudng typ 2.

Muc tiéu nghién ctu

Panh gia hiéu qua diéu tri r6i loan chuyén hoa
lipid bang simvastatin 8 bénh nhan dai thao dudng
typ2 cé khang insulin.

DOl TUGNG VA PHUONG PHAP NGHIEN CUU

1. Ddi tugng nghién ciru.

* Nhém bénh: bénh nhan dai thao dudng typ 2
I&n dau ho#c dang dugdc theo dai dinh ky diéu tri
bing thudc udng ha dudng mau, theo tiéu chudn
chadn doan va phan typ BTD clla ADA (American
Diabetes Association) nam 1997 va dudc WHO céng
nhan nam 1998.

* Nhém chung

Gém 40 ngudi khoé manh khéng bi mac bénh
DTD, tudi > 40 tinh nguyén tham gia nghién c(u.

Danh gia tinh trang khang insulin bang chi sé:

HOMA-IR =l, (uu/ml)x Gy(mmoal/l)/22,5. Theo
khuyén cao cla té chiic Thé Gi6i khang insulin dudc
xac dinh khi chi s6 HOMA-IR 16n hon ti phan vi cao
nhat trong nhém ching.

insulin resistance,

* Chon bénh nhan BTD typ 2 cb khang insulin
ngau nhién vao 2 nhém:

Nhém 1: Diéu tri Sulfonylurea (nhém khéng
simvastatin).

Nhom 2: Diéu tri Sulfonylurea két hgp Simvastatin
(nhém simvastatin).

T4t ca bénh nhan nay khéng dung thudc diéu tri
giam lipid mau truéc d6 mét thang.

Thdi gian va dia diém nghién ciiu

- Thai gian ti€n hanh nghién ciu: t 3/2010 dén
10/2010.

- Bia diém: Khoa khadm bénh bénh vién Pa khoa Trung
uong Thai Nguyén.

XU ly theo phuong phép théng s6 y sinh hoc bang
phan mém SPSS 13.0

KET QUA NGHIEN cUuU

Qua nghién ciu 185 d6i tugng: Nhém dai thao
dudng gébm 145 bénh nhan, nhém chimg gém 40
ngudi. ching t6i thu dudc két qua sau:

Bang 1. Bac diém tudi, gidi, chiéu cao, can nang
gitta hai nhém.

Dac diém Nhom chimg Nhém Bénh p
Tudi 58,8+8,1 59,2464 > 0,05
Chiéu cao 1,66+0,06 1,65+0,05 > 0,05
Can nang 62,545,3 61,8+6,5 >0,05
Gii Nam 17 (42,5,0%) 62 (41,7%)
N 23 (57,5%) 83 (57,3%) > 0,05
Tong 40 (100) 145 (100)

Nhan xét: Khéng cé su khac biét gitra 2 nhém vé
tudi, chiéu cao, can nang va gidi tinh.

Tinh trang khang insulin & bénh nhan dai thao
dudng typ 2.

Chi s6 HOMA-IR dugc tinh theo cong thic cla
Matthews nam 1985. Theo WHO goi la c6 khang
insulin néu chi s6 HOMA-IR 16n hon t& phan vi cao
nhat clia nhém chiing (HOMA-IR nhém chiing dugc
sap xé&p theo thir tu tir thdp dén cao tuong (ing véi gia
tri th&r (0,75xn+1). Theo két qud nghién clu cla
chiing téi t& phan vi cao nhat clia nhém ching 1a
1,48. Nhu vay chung téi 18y chi s6 HOMA-IR tir miic
>1,48 dudc goi la c6 khang insulin két qua nhu sau:

Bang 2. Ty 1& khang insulin, chi HOMA-IR trung
binh & hai nhém.

Nhém Nhom chimng | Nhém bénh
(n=40) (n=145) P
Chi s6 n % n %
HOMA-IR > 1,48 10 25 | 107 | 73,8
HOMA-IR <1,48 30 75 38 | 262 | <0,05
HOMA-IR ( X+SD) 1,32+1,60 2,7241,71 <0,05

Nhan xét: c6 73,8% bénh nhan BTD trong nhém
nghién cliu cé tinh trang khang insulin.

Bang 3. Nong dd glucose, insulin  nhém DTD cb
khang insulin va BDTD khong khang insulin

oK DTD khong khang | DTD c6 khang
Théng s insulin (1=38) | insulin (n=107) | "
Glucose (mmol/l)
( X4SD) 5,07+1,47 6,45+1,69 <0,05
Insulin (pU/ml)
( X4SD) 5,38+1,57 12,6742,95 | <0,05

Nhan xét: Nong do glucose, insulin mau & nhém
DTD c6 khang insulin cao hon han so v8i nhom BTD
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khong khang insulin. Su khac biét c6 y nghia théng ké

Béng 7. Ty & rdi loan lipid mau trudc va sau diéu tri

véi p<0,05. . , . Khong Simvastatin

Mot s thay d6i & bénh nhan DTD typ2 c6 khang | . Ch 0 | Simvastalin(n=54) (n=53) P
. . )Ty . . Lipid bénh ly - -
insulin sau diéu tri bing simvastatin. (mmoy) | Truoe|SauBT) o\ True |Sau BT (ab)

107 bénh nhan DTD typ2 c6 khang insulin ching o bT | (a) BT | ()
t6i chon ng&u nhién vao 2 nhém diéu tri, mot nhom | Trighcerid |n | 30 | 18 | 5401 28 | 25 |, 50c0 05
dung simvastatin 54 ngudi, mét nhém khéng diing (223) [%]555] 24,0 52,8 | 471
simvastatin 53 nguoi két qua thu dugc nhu sau: Cholesterolin | 28 | 11_ |05 17 | 19 150 05/<0,05

Bang 4. So sanh tudi ddi, thdi gian phat hién :_IEDEL% % 51158 21013 31240 31518
bénh(TGPHB), chi s6 BMI, vong bung/ vong méng, HA, - n 0,05 >0,05(>0,05
glucose mau, HbA1c gilta hai nhom. I(E?_% % 227é7 2(;'3 2$é4 21057

- - Khong L <0,05 >0,05(<0,05
Chi s8 nghién ctru S|mv_a155‘ttat|n simvastatin | P (31) [%[407] 129 30,1 | 283
(n=54) n=53 Nhan xét: Ty 16 r6i loan cac thanh phan lipid mau
(n=53)
Tudi (nam) 59,4+0,9 58,1+1,0 | >0,05 (triglyceride, cholesterol, LDL-C) & nhém c6 dlng
BMI (kg/m2) 243+14 23,9+14 | >0,05 simvastatin gidm ré rét so v6i nhém khéng dung
VBVM 0,89+0,1 0,88+0,1 >0,05 simvastatin. Sy khac biét c6 y nghia thong ké véi

HATT (mmHg) 139,44+10,80 | 138,49+9,14 | >0,05 p<0,05. )

HATTr (mmHg) 88,37+1,52 89,45+1,54 | >0,05 Bang 8. Nong d6 insulin mau, chi s& khang insulin

Glucose (mmol) 6,57+2,07 6,43+1,17 | >0,05 trudc va sau diéu tri

HbA1c 7,23+1,12 7,15¢1,12 | >0,05 . L Khéng
<nam | 2 (3,7%) 1(1,8%) Chisg |omvastaln (07 | Simvastatintn=53) | P
TGPHB | 1-5nam 47 (87%) 48(90,5%) | 05 Trudc |SaubT| | Trusc | Sau | o (a,b)
>5ndm 4(7,4%) 5 (9,4%) ' bT | (a) pT | BT(H)

Nhan xét: Khéng c6 su khac biét vé tudi ddi, thoi nsulin  |1248%| 5,22+ | o oo 11283+ 11362 o oe| 1 e
gian phat hign bénh, chi s6 BMI, VB/VM, HA trung nsuin 1677 | 382 | 00| 490 | 7,88 |7
binh, glucose, insulin mau gitta hai nhom. i HOMA-R | 3:98% | 1455 | g o5 | 3:26% | 3,072 | 5| 05

Bang 5. Nong do glucose, ty 1& HbA1c trung binh 1,36 | 1,25 1,52 | 1,99
tru6c va sau didu Ti HOMATR N | 54 | 36 | o oc| 53 | 42 | o ocleoon

. - Khong simvastatin (>148) (%] 100 | 666 | " | 100 | 792 | " :
Chis6 Simvastatin (n = 54) (n=53) P Nhan xét: Nhém dung simvastatin: insulin va chi
'S0 Truec | Sau P | Truéc | Sau P | (ab) s6 khang insulin theo HOMA-IR sau diéu tri giam so
BT | DT(a) BT | BT(b) V@i truGe diéu tri v6i p< 0,05. S6 ngudi khang insulin
Glucose | 6,57+ | 5,85+ [ -] 643 | 607 [ o] 05| S8U diéu tri 1a 36 ngudi (66,6%) so vGi truGc diéu tri
(mmoll)| 207 | 1,15 |0 147 | 128 |70 54 ngudi(100%), véi p<0,05.
HbA,C | 7,23+ | 6,70 7,15+ | 7,02+ Bang 9. Nong do glucose mau, ty 1& HbA1c trube va

) | 112 | 013 |O%] 112 | 095 |00 Geut

Nhan xét: Nném ding simvastatincé néng dé Simvastatin (n = 54 Khong simvastatin (n =
glucose mau, HbA1c sau diéu tri gidm c6 y nghia imvastatin (n = 54) 53) P
théng ké so véi truéc diéu tri. Nong do glucose mau, Chis6  [Truge [Sau 0 Trude | Sau o |(ab)
HbA1c sau diéu tri 8 nhém dung simvastatin thap hon BT PT(a) BT | BT(b) '
so v8i nhém khéng dung simvastatin, véi p< 0,05. 6t | 25 136 | 005] 26 | 30 155050<005

Bang 6. Chi s& lipid mau trung binh trudc va sau 3 (41613) (66.6) (41919) (5?1,6) ' '
diéu tri g | 'mung 10 150,05 >0,05[>0,05

Simvastatin Khong Simvastatin & [.binh (219é4) (1%6) ' (210é7) (21047) e
76 (n=54) (n=53) P Kém <0,05 >0,05<0,05
Chi'so Truéc SauBT| [ | Trude [SauDT| o (ab) (3132'3) (148) " (322'1) (212é6) : :
BT | (a) BT | () Tét 25 1<005 >0,05/<0,06
350 | 2.20¢ 265 | 2.82¢ (22.2) (463 | (415 | (30.1) T ™
Triglycerid <0,05 >0,05(<0,05 27 18 15 1 2%
0,26 | 017 0,20 0,27 = ryng >0.05 <0.051<0.05
502t | 452+ 481+ | 507+ £ binh | (33,4) (27,8)] " | (20,7) | (45,2) | ™ '
Cholesterol| ™2 : <0,05| 7 ' >0,05(<0,05 24 14 20 13
045 | 0,16 014 | 013 . < <0.05|>
Kém 0,05 0,05]>0,05
oL | M2t [ 129 | oo 100 [ 13 [0 T o (44.4) (25.9) 1(37.7) | (245)
: 0,12 | 0,05 ' 0,03 | 0,03 ' ' Nhan xét: Nhém dugc diéu tri két hop simvastatin
313+ | 2,46+ 299+ | 3,02¢ c6 ty 1& kiém soat t6t sau diéu tri cao hon cao hon so
LDL-C 0,01 | 0,10 <005 012 | 0,12 >0.05[<0.05 i ryge didu tri cd vé glucose va HbA1c va ty 1é

Nhan xét: Nhém dung simvastatin: chi s6 lipid
mau trung binh (triglycrid, cholesterol, LDL-C) sau
diéu tri gidm cé y nghia théng ké so véi trude diéu tri.
Nhém dlng simvastatin néng dd lipid mau gidm so
vGi nhém khong dung simvastatin, véi p < 0,05.

glucose va HbA1c miic do kiém soat kém sau diéu tri
nhd hon so véi trude diéu tri, véi p< 0,05.

Nhém khong dung simvastatin: khéng thdy su
khac biét vé ty 1& kiém soat t6t va kém trudc va sau
diéu tri, v6i p> 0,05.
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Bang 10. Néng do creatinin, SGOT, SGPT, tiéu

cau trung binh trudc va sau diéu fri
Chi s6 Simvastatin (n=54) Khong Simvastatin (n=53)
Truée BDT| Sau BT P |Tru6cDT| Sau BT P
[ 75508 | 7284% 7550k | 7284%
Creafinin | “1056 | 1660 |*00°| 1044 | 1226 |00
5775+ | 07 ddx 3746+ | 2860%
SGOT | "g'12 | "soa |>005| 704 | 1015 |7005
3087 | 3031z 3200k | 3305+
SGOP | 163 | 1154 |™005| 4190 | 1260 |00
| 325308 | 21 43% 317362 | 316,072
Tieucau | “o9'08 | 30,19 |005| o485 | 2375 |>0.05

Nhan xét: Khéng c6 su khac biét ve néng do trung
binh creatinin, SGOT, SGPT, tiu cau trudc va sau
diéu tri gitta hai nhém, véi p>0,05.

BAN LUAN

1. Tinh trang khang insulin & bénh nhan dai
thao duong.

Khang insulin hién nay dudc coi 1a mét cg ché
bénh sinh quan trong cta tinh trang réi loan dung nap
glucose va dai thdo dudng, khang insulin ciling lién
quan chat ché véi cac yéu t6 nguy co khac nhu béo
phi, tang HA, DTD. Nhiéu cong trinh nghién ctu déu
cho réng khang insulin 1a y&u t& nguy co clia bénh
DTD va khang insulin thudng c6 truéc BTD 5- 10
nam. Phat hién sém tinh trang khang insulin va cai
thién d6 nhay cla insulin ¢ thé lam cham ciing nhu
lam gidm nguy co BTD typ 2 va cac bién chiing.

DPé danh gla khang insulin cé rat nhiéu phuong
phap va chi s6 danh gia khang insulin. Phu’ong phap
dudc coi 1a chinh xac nhat hay “tiéu chudn vang "dé la
phu’ong phap “kep” glucose. Nhung phudng phap nay
rét phic tap phai 1dy mau nhiéu lan (301an/3gid). Rat
kho thuc hién nén it dugc ap dung trong nghién clu
thuc hanh [am sang. Hién nay phuong phap danh gia
ndi sinh (HOMA- Homeostasis Model Assessment) la
phuong phép dugc phd bién réng rai nhat dudc
Matthews dé xuat nam 1985 va WHO da ' cong nhan
nam 1995. Pay la phu’cng phap don gian, dé thu’c
hién va kha chinh xac khi so sanh véi phuong phap
“kep’glucose. Nhiéu céng trinh nghién ciiu cho rang:
tang néng dé insulin luc déi, tang chi s6 HOMA-IR
déng thai gidm pha tiét s6m cla insulin 1a yéu t6 du
bdo cho su phat trién clia bénh nhan BTD. Nghién
clu clia Heinz Drexel cho thay chi s6 HOMA-IR tang
cao rd rét 8 nhém bénh DTD typ 2 la 5,62+3,79 va
cao hon nhiéu so nhém chiing 1,74+1,12.

Két qua nghién cltu cla ching téi & nhém chiing
I& nhig ngudi khoé manh khéng mac bénh DTD,
ching t6i xac dinh gia tri cat ciia HOMA-IR (& phan vi
nhém chiing) 1a 1,48. Chi s6 khang insulin HOMA-IR
nhém bénh 2,72+1,17, cao hon nhém ching 1,32+1,60
su khac biét co6 y nghia théng ké vai p< 0,05. Ty I&
khéang insulin theo chi s6 HOMA-IR & nhém bénh DTD
1a 107 ngudi chiém 73,8%. Ty Ié khang insulin trong
nhém nghién ctiu cla chung téi cao hon nghién clu
clia Nguyén Biic Hoan, ty 1& khang insulin theo HOMA-
IR la 46,8%. Su khac biét nay do déi tugng nghién ciu
clia chung t6i 1& bénh nhan DTD con déi tugng nghién
cliu clia Nguyén Bic Hoan & nhing bénh nhan c¢b réi
loan dung nap glucose.

2. Mot sé thay ddi sau diéu tri bing
Simvastatin ¢ bénh nhan dai thao dudng typ2 cé
khang insulin.

PTD typ 2 gay nhiéu tac hai truc ti€p dén slc
khoé, tinh mang ngudi bénh. Nguyén nhan dan dén
su nguy hai nay khéng chi 1a do tang mic glucose
mau ma con do phlic hdp cac réi loan chuyén hoa
khac tham gia vao qua trinh tién trién cla bénh, dac
biét Ia r6i loan chuyén hoa I|p|d

Simvastatin 14 mét thudc giam lipid mau thudc co
tac dung hoat hoa men HGM — CoA — reductase lam
gidm téng hOp choleseterol trong te bao gan va tang
hoat hoa thu thé LDL do d6 lam gidm LDL — C t6i 60%
va giam Trlglycerld t6i 37%. Simvastatin c6 tac dung
tang thu nhan LDL lam gidm LDL huyét tuong va giam
cholesterol. D4 ¢ nhiéu céng trinh nghién clu ching
minh dugc cac simvastatin co thé lam giém ty 16 to
vong ) benh nhan bi bénh mach vanh cé tang lipid
mau, gidm ty 1é phai can thlep 0 bénh nhéan sau can
thiép dong mach vanh hoic mé cau néi chli vanh.

Nghién ciu cla chung téi gdm107 bénh DTD typ2
c6 khang insulin dudc chia ngau nhién thanh 2 nhém:
nhém dung simvastatin 54 bénh nhan, nhém khong
dung simvastatin 53 bénh nhan. Trudc diéu tri gilia
hai nhém khéng cé su khac biét vé cac chi sd nghién
clu: tudi doi, thoi gian phat hién bénh, chi s BMI,
VBNM, HA, glucose, HbA1c, ty 1& réi loan lipid chung
tuong d6i cao chiém (79,3%). K&t qua diéu tri 6 nhém
dung simvastatin cho thay: Cholesterol tang truGc
diéu tri 51,8% bénh nhan, sau diéu tri con 20,3%
bénh nhan. Triglycerid tang trudc diéu tri 55,5%, sau
diéu tri con 24,0%. LDL-C tang truSc diéu tri 40,7%,
sau diéu tri con 12,9%. HDL-C gidm trudc diéu tri
27,7%, sau diéu tri con 12,7% su khac biét c6 y nghia
théng ké véi p< 0,05. Ty I& cac thanh phan lipid trung
binh so sanh tru6c va sau diéu tri & nhom ding
simvastatin cing dugc cai thién rd rét. & nhom khéng
dung simvastatin khéng cé su thay d8i vé ty 1& roi
loan lipid mau trudc va sau diéu tri véi p> 0,05. Két
qua nghién ciiu clla chang téi cling tuong tu nhu mot
s6 nghién clu khac nhu: Nghién clu cla 4S
(Scandinavian Simvastatin survival study) trén 4444
bénh nhan dung simvastatin so véi placebo theo doi
5,4 nam thdy thudc lam gidm triglycerid 25%, LDL-C
39%, cholesterol 10%, tang HDL-C 8%. Nghién clu
Mass (Mullicenter Anti- Atheroma Study) diéu tri
simvastatin 10mg/ngay lam gidm triglycerid 23%.
LDL-C 31%, tang HDL-C 9%.

Loi ich diéu tri réi loan lipid mau cla simvastatin:
giam s6 lugng phan t& LDL-C oxy hoa, gidm lipid
trong mang vita xo, gidm kha nang n(t loét mang viia
x0, han ché& sy tang va Iam thoai trién mang vira xo,
phuc héi chiic nang ndi bao, Gc ché két tap tiéu cau,
giam nguy cd déng mau. Nghién ciu bao vé tim HPS
(Heart Protection Study) trén 20.000 bénh nhan cho
thdy: simvastatin 40mg lam gidm nguy cd bénh tim
mach trén 1/3 bénh nhan BTD cé bénh tim mach, lam
giam nguy ¢6 ca nhdi mau co tim va dét quy trén
bénh nhan BTD. Simvastatin kiém soat cai thién muc
nguy co chung 21% trén bénh nhan BT dbc lap vdi
kiém soat glucose mau. Simvastatin 1am giam nguy
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cd bénh tim mach c6 hay khéng c6 tang cholesterol.
Vi vay bén canh viéc kiém soat t6t glucose mau &
bénh nhan BTD typ 2 diéu tri réi loan lipid mau, giam
khang insulin & mét muc tiéu quan trong nham khéng
ché&, ngan nglra bién ching clia bénh nay.

Sau 2 thang diéu tri chung t6i nhan thay: nhém
khéng dung simvastatin néng dé glucose mau,
HbA1c khéng thay ddi so trudc diéu tri. Nhom dung
simvastatin glucose mau la 5,85+1,15 gidm hon so
trudc diéu tri 1a 6,57+2,07, HbA1c la 6,70+0,13 giam
rd rét so véi trudc diéu tri 1a 7,23+1,12 v6i p< 0,05. So
sanh hai nhém sau diéu tri chang t6i nhan thdy ndng
dé glucose mau, HbA1c & nhém cb ding simvastatin
gidm hon so véi nhom khéng dung simvastatin. Su
khac biét c6 y nghia théng ké vaGi p<0,05. Nném ding
simvastatin c6 su khac biét rd rét truc va sau diéu tri
vé néng d6 insulin mau trudc diéu tri 1a 12,48+6,77
sau diéu tri con 5,22+3,82 va chi s6 khang insulin
(HOMA-IR) trudc diéu tri la 3,58+1,36 sau diéu tri con
1,45+1,25, v6i p<0,05. Nhém khong dung
simvastatin, khéng thdy su khac biét vé néng do
insulin va chi s6 khang insulin trudc va sau diéu tri.

Nhu vay viéc phdi hop simvastatin trong diéu tri
DTD typ 2 c6 thé lam gidm ndng dd glucose mau,
HbA1c t6t hon so véi nhém khong dung simvastatin.
M6t diéu dang luu v 1a ty 18 HbA1c dudc coi la ¢b lién
quan t6i ndéng dd glucose mau tir thai diém 3 thang
truSc dé. Do diéu kién nghién c(u ching téi chi theo
déi ¢6 hai thang va diéu bat ngd HbA1c trong nghién
clu clia ching téi gidm rd rét sau hai thang diéu tri.
Nhiéu nghién cliu da cho thdy HbA1c Ia chi s6 danh
gia ndng dd glucose mau trudc d6 ba thang. Tuy
nhién theo Rohlfiny Curt L va cdng su, méi quan hé
gitta néng dé glucose méau va ty 1& HbA1c rat phiic
tap. Ndng dd glucose mau & thoi diém 2 thang truéc
thoi diém xac dinh HbA1c dong gop chl yéu vao mirc
HbA1c hon hén so véi glucose mau 4 thoi diém xa
hon ba thang truéc do Diéu dé giai thich tai sao ty 1&
HbA1c c6 thé tang glam nhanh phu hop véi mic thay
ddi glucose mau. Nhu vay su thay d8i HbA1c & nhém
dung simvastatin trong nghlen cu’u clia chung toi co6
thé la do néng dd glucose mau gidm manh trong hai
thang diéu tri. Vlec gidm ty Ié HbA1c rat c6 y nghia
l&am sang. Phan tlch dich té hoc clia nghién cu’u
UKPDS cho thdy gidm HbA1c 1% kém theo giam
nguy co hang loat cac bién ching BTD bao gém ti¥
vong lién quan dén DTD (21%), nhéi mau co tim
(14%), bénh vi mach (37%), bénh mach mau ngoai
bién (43%). Su két hop gilta HbA1c va nguy co cac
bién chu’ng la Ilen tuc. Do d6 méi khi glam 1% HbA1c
hy vong c6 thé cai thlen dudc cac két qua 1&m sang

Khang insulin 1a su bat thu’dng chuyén hoa cb tinh
chat quyét dinh & benh nhan BTD typ2 va dugc xem
nhu giai doan s6m trong qué trinh tién trién cla bénh,
giai doan nay thudng két hop véi nhiéu réi loan khac
nhu tang insulin mau, tang glucose mau, réi loan lipid
mau, tang HA, tang viia xd dong mach, lam téng
nguy cd bénh ly tim mach. Sy bai tiét insulin phu
thudc néng do glucose mau, su tao thanh cac dang
oxy hoat dong va réi loan chuyen hoa Ilpld c6 méi lién
quan hét sic chat ché véi nhau, cac con dudng

chuyén hoa dudc hoat hoa trong qua trinh bai tiét
insulin c6 su kich thich cla glucose (tang dudng
phan, tang ty s6 ATP/ADP, tang néng dé ca*'ndi
b&o). Su tang acid béo tu do dan dén ting triglyceride
gay réi loan chiic nang va chét t& bao beta chét theo
chuong trinh. R4t nhiéu céng trinh nghién clu thuc
nghiém cling nhu trén 1am sang cla cac tac gia nuéc
ngoai trong thdi gian gan day da cho thay tac dung
rat rd rang cla rdi loan chuyén hoa lipid 1&n su khang
insulin va bao ton chiic nang cla té bao beta. Nhu
vay viéc diéu tri simvastatin trong nghién clu cla
chung t6i co tac dung lam glam réi loan chuyen hoa
lipid trong d6 d&c biét la giam LDL-C, gidm TG gidm
tinh trang stress oxy hoé céi thién dd nhay cla insulin
lam gidm mlc insulin gidm dé khang insulin, tir dé
lam tang mic do kiém soat glucose mau.

KET LUAN

Qua diéu tri 107 bénh nhan BTD typ 2 ¢ khang
insulin chia ra hai nhém: mét nhém dung sulfonylurea
don thudn, mét nhém ding sulfonylurea phéi hop
simvastatin. Sau 2 thang theo déi, ching t6i nhan
th&y mét s6 hiéu qua:

- Nhém dung simvastatin ¢6 cac thanh phan lipid
mau trung binh va ty 1& trong gii han bénh ly clia cac
chi s6: cholesterol, triglyceride, LDL-C thap hon,
HDL-C cao hon so v6i nhém khdong dung simvastatin,
véi p<0,05.

- Nhém dung simvastatin hiéu qué cla kiém soat
glucose mau mlc dé t6t hon nhéom khong dung
simvastatin: glucose, HbA1c, insulin, chi s6 khang
insulin gidm. Mlc d6 kiém soat glucose mau tét tr
46,3 1én 66,6%, HbA1c mic do tot tor 22,2% lén
46,3%. Cai thién rd rét glucose mau & mic dd kém tr
33,3 xuéng con 14,8%. HbA1c mic do kém tu 44,4
xuéng con 25,9%, véi p< 0,05.

- Simvastatin dung 4 liéu nho (10mg/ ngay) d6 an
toan cao: khong c6 su thay ddi vé ndng do trung binh
creatinin, SGOT, SGPT, tiéu cAu truéc va sau diéu tri,
khéng c6 bénh nhan nao phai dimng thudc trong quéa
trinh diéu tri.
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