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Tac dong ciia bd sung thuodc sitagliptin 1én tinh trang
khang insulin, chirc nang té bao béta ¢ bénh nhan dai
thao duwong typ 2 dang dung thuoc uong ha duwong mau

The effects of sitagliptin add-on insulin resistance, beta cell function in
patients with type 2 diabetes who were taking oral hypoglycemic agent (s)
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Muc tiéu: Danh gia tac dung ctia bd sung thudc sitagliptin 1én tinh trang khang insulin, chirc
nang té bao béta & bénh nhan dai thao dwong typ 2 dang dung thubc udng ha dworng mau. DI
twong va phuong phép: Nghién clru so sanh tinh trang khang insulin, chirc ndng té bao béta bang
HOMAZ2 truéc va sau bd sung thube sitagliptin vao cac thubc ubng ha dwdng mau khac & bénh
nhan dai thao dwdng typ 2. Tat ca bénh nhan dwoc dung sitagliptin, liéu 50mg/ ngay tir tuan 1
dén tuan 12 1a 23,8% va tuan 12 dén tuan 24 1a 26,7% va liéu 100mg/ ngay tw tuan 1 dén tuan 12
la 76,4%, tuan 12 dén tudn 24 1a 73,3%. Két qua: Tubi clia dbi twong nghién ctru 54,13 + 10,11
tudi, ty 1& ni gi¢i 52,5%, nam 47,5%. Glucose mau lic déi trung binh (GMLD) 8,62 + 1,67 mmol/1,
HbA1c trung binh 7,83 + 0,83%. Sau 24 tuan diéu tri, glucose mau luc do6i va HbA1c giam so voi
ban dau 1an lwot 1a 1,91 + 1,90mmol/l va 1,45 + 1,0%, ndng dé C-peptid huyét twong luc déi gidm
0,34 + 0,28nmol/l. Chi sé tang HOMA2-IR theo C-peptid gidm 1,04 + 0,81, chi sb gidm HOMA -
%B theo C-peptid tang 14,90 + 34,55, tat cd déu c6 y nghia thong ké. Sau 24 tuan ty 1& BN c6
tang HOMA2-IR theo C-peptid gidm la 78,2% so v&i ban dau (93,1%), c6 y nghia. Ty 1& bénh
nhan cé giam HOMAZ2 - %B tinh theo C-peptid gidm tir 69,1% xudng 50,6% cé y nghia thdng ké.
Két luén: Bb sung thubc sitagliptin vao diéu tri & bénh nhan dai thdo duwéng typ 2 dang ding cac
thubc ubng ha dwdrng mau khac cé tac dung cai thién chirc nang té bao béta va gidm tinh trang

khang insulin bén canh cai thién dwdng mau.

Tir khéa: Dai thao dudng typ 2, sitagliptin, khang insulin, chirc nang té bao béta.

Summary

Objective: To evaluate the effects of sitagliptin add-on on insulin resistance and beta cell
function in patients with type 2 diabetes who were taking other oral hypoglycemic agent(s).
Subject and method: The study compared insulin resistance and beta-cell function assessed with
HOMAZ2 before and after sitagliptin to other oral hypoglycemic agent(s) in type 2 diabetic patients.
23.8% and 26.7% of the patients received 50mg of sitagliptin for week 1 to 12, and for week 12 to
24, respectively. 76.4% and 73.3% of the patients received 100mg of sitagliptin for those 2
periods, respectively. Result: The mean age was 54.13 + 10.11 years old, the female and male
mad up 52.5% and 47.5%, respectively. The mean fasting plasma glucose (FPG) and HbA1c was
8.62 £ 1.67mmol/l and 7.93 + 0.83%, respectively. After 24 weeks, FPG, HbA1c and fasting
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plasma C-peptide level decreased by 1.91 = 1.90mmol/l, 1.45 + 1.0% and 0.34 + 0.28nmol/l,
respectively. The HOMA2-IR assessed by C-peptide (HOMA2- IR-Cp) decreased by 1.04 + 0.81
and HOMA %B assessed by C-peptide (HOMA2- %B-Cp) increased by 14.90 + 34.55%. All the
changes were statistically significant. After 24 weeks, the percentage of patients with increased
HOMAZ2-IR-Cp decreased from 93.1% (baseline) to 78.2%, and the percentage of patients with
decreased HOMA2-%B-Cp decreased from 69.1% to 50.6%. The both changes were statistically
significant. Conclusion: Sitagliptin addition to other hypoglycemic agent(s) in patients with type 2
diabetes improved beta-cell function and decreased insulin resistance along with improved blood

glucose levels.

Keywords: Type 2 diabetes, sitagliptin,insulin resistance, betacell function.

1. Pat van deé

Khang insulin va suy gidm chirc nang té bao
béta 1a nhitng co ché bénh sinh chinh cla bénh
dai thao dwdng (DTD) typ 2. Hién nay, cac bién
phap diéu tri nham tac dong vao cac co ché sinh
bénh trén. M&i loai thubc diéu tri tang dudng
mau & bénh nhan (BN) BTD typ 2 tac dong dén
cac co ché bénh sinh khac nhau. Cac thudc trc
ché enzym dipeptidyl peptidase-4 inhibitor
(DPP4) la nhém thubc ubng twong déi méi cé co
ché tac dong riéng biét trong diéu tri dai thao
duwong typ 2. Nhém thubc nay trc ché enzym
DPP4 do do6 kéo dai thoi gian tén tai trong mau
clia cac incretin ndi sinh trong mau. Théng qua
tac dung cla incretin ndi sinh cac thubc (rc ché
DPP4 kich thich té bao béta tang tiét insulin va
tc ché bai tiét glucagon phu thudc glucose [4],
cac nghién ctru trén thé gi¢i da chirng minh hiéu
qua clia cac thubc nay cai thién dwoc duwong
mau, chirc nang té bao béta va riéng sitagliptin 1a
mot nhém thudc cé cai thién tinh trang khang
insulin [5]. O’ Viét Nam, chwa cé nghién ctu nao
danh gia déng thoi chirc nang té bao béta va
khang insulin dwgc diéu tri cé st dung phdi hop
thuéc (rc ché enzym DPP4. Vi vay, ching t6i tién
hanh nghién ctru: “Tac dung cta bé sung thudc
trc ché DPP4 Ién tinh trang khang insulin, chirc
ndng té bao béta & bénh nhan DTP typ 2 dang
dung thuéc ubng ha duwong mau” véi muc tiéu:
Péanh gia sw thay dbi chirc ndng té bao béta va
khéang insulin sau khi bé sung thubc trc ché
DPP4 vao céac thubc ha duong mau khac & bénh
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nhan DTP typ 2 dang dung thuéc ubng ha duong
mau.

2. Doi tugng va phuong phap
2.1. Déi tugng
BN DTD typ 2 dwgc chan doan theo tiéu

chuén cia WHO (1998) va dang ubng cac
thudc ha dwdng mau.

2.1.1. Tiéu chuén Wra chon

BN DTDP typ 2 dwgc Iwa chon vao nghién
clru dap wng cac tiéu chi sau.

Mirc HbA1c dao déng tr 7,0% dén 10,0%.

Pang dwoc diéu tri thuéc ubng ha duwong
mé,u don tri hoac két hop (khéng thuéc,nhém trc
ché DPP-4) tai Bénh vién NG&i tiét it nhat 3 thang
trwée khi nghién cleu.

Glucose mau luc déi (GMLD) < 16mmol/l.

DPoéng y tham gia nghién clru.

2.1.2. Tiéu chuadn loai trir

BN dang trong tinh trang néng ho&c cap tinh:
Hon mé, tién hdon mé, ha duwdng mau, con tang
huyét ap kich phat, con dau thit ngwc khéong 6n
dinh, tai bién mach mau ndo, nhéi mau co tim,
ri loan déng mau, suy kiét nang.

Bénh than man giai doan 3 a tré I1én.

S dung bét ky chat (rc ché DPP4, angonist
GLP-1 hoac insulin.

Men gan tang 2>
thwong.

3 gia tri cao cua binh

Khoéng déng y tham gia nghién ctru.
2.2. Phuong phap
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Thiét ké nghién ciu: Panh gia sy thay ddi
chirc nang té bao béta va khang insulin sau khi
bd sung thudc sitagliptin vao cac thuéc ha duwdng
mau khac & BN DTD typ 2 ma khong dat HbA1c
muc tiéu dwdi 7,0%. Cac thubc ha dwdng mau
dwong ubng ban dau va liéu lwong thubc khoéng
thay dbi trong thoi gian diéu tri, sitagliptin (thudc
&c ché enzyme DPP-4), thém vao vaéi liéu lwong
bat ddu 50mg/ ngay hodc 100mg/ ngay, liéu ting
lén 100mg/ ngay hoéc liéu gidm di 50mg/ ngay &
tuan 12 néu HbA1c van trén 7,0%. Thoi gian can
thiép 1a 24 tuan.

Chon mau: Theo phwong phéap thuan tién.

Phuong phép thu thdp sé liéu: Bao gdm tudi,
gi6i tinh, BMI, GMLD, HbA1c, ndng dé C-peptid,
chi s6 HOMA2-IR va HOMA2-%B Iic ban dau va
sau 24 tuan.

Tinh chi s6 HOMA: Theo chi sb glucose mau
daéi (mmol/l), C-peptid (nmol/l).

Tinh chi sé khéng insulin: Bang phan mém
HOMA calculator phién ban 2.2.3 (2013), do Dai
hoc Oxford (Vwong qudc Anh) theo tirng cap:
HOMAZ2-%B tinh theo C-peptid (HOMA2-%B-Cp)
va HOMA2-IR tinh theo C-peptid (HOMA2-IR-
Cp).

Chén doan khang insulin: Dwa vao chi sb
HOMA - IR theo WHO 1999 [3].

Chén doén giam churc ndng té bao béta: Dya
vao chi s6 HOMA2 - %B.

2.3. Ky thuat phan tich sé liéu

SPSS 20.0. Tinh ty 1€, gia tri trung binh (t-
test).

3. Két qua
3.1. Pdc diém cuaa déi tuong nghién ciiu

Bang 1. Mot sé dic diém chung cua doi
tuwong nghién ciru

Piac diém S lugng (n) Tylé %
Nam 48 47,5
N 53 52,5
Chung (n) % 101 100,0
Tubi (TB+SD) | 54,13 + 10,11 tudi

BMI (TB £+ SD) | 23,19 + 2,09 (kg/m?)
Nhan xét: Téng s6 101 BN DTD typ 2. N
52,5% va nam 48,3%. Tubi trung binh 54,13 tudi,
BMI trung binh 23,49kg/m?. Sau 24 tuan con 87
BN.

3.2. Ddc diém sit dung thuéc ha duéng
mau trué'c nghién ciru
Bang 2. Dic diém sir dung thuéc ha dueng
mau trudéc nghién ciru

S« dung thuéc S8 lugng (n) Ty lé %
Metformin 61 60,4
Sulfonylurea + Metformin 40 39,6

Nhan xét: Trudc khi can thiép, tAt ca cac BN
déu chi dung thubc ha dworng mau dwong ubng.
Metformin don tri chiém (60,4%). BN dung thubc
phdi hop 39,6%.

3.3. Pdc diém duong mau, khang
insulin, chiic ndng té bao béta ban dau
Bang 3. Chi sé glucose mau, khang insulin,
chirc nang té bao béta

Chi sé glucose mau (n = 101) Trung binh + SD
GMLD (mmol/L) * 8,62 + 1,67
HbA1c (%) * 7,93 £ 0,83
C-peptid (nmol/1)* 1,16 £ 0,36
Ty Ié téng C-peptid [%(n)] 89,1 (90)
HOMAZ2-IR -Cp * 3,03 £ 0,97
Ty 16 tang HOMA2-IR -Cp [% 011 (92)
(Nl

HOMA2-%B -Cp * 73,51 £ 25,14
(Ty)]|é giam HOMA2-%B -Cp [% 612 (82)

n

Trung binh + SD.

3.4. Su bién déi duong mau, khang
insulin, chiic ndng té bao béta sau 24 tudn
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Bang 4. Sir dung thuéc sitagliptin trong
thai gian nghién ciru

S« dung Tuan1-12| Tuan12 - p
sitagliptin n (%) 24
Sttagliptin 24 (238) | 27(267)
50mg/ngay >0,05
Sitagliptin 77.(76,2) | 74 (73,3)
100mg/ngay >005
7B S‘D 88,1+21,4 | 86,6 £22,2
(mg/ngay) >0,05

Nhan xét: Trong subt thoi gian nghién clru.
Tét ca cac BN déu duoc dung 50mg hoéc 100mg
sitagliptin/ ngay. Liéu sitagliptin 50mg tuan 1 dén
tuan 12 chiém 23,8% va liéu 100mg chiém
76,4%. Tw tudn 12 tudn dén tuan 24, liéu
sitagliptin tir 50mg dén 100mg/ ngay (tlr 23,8%
dén 26,7%) va liéu sitagliptin t&r 100mg xudng
50mg/ ngay (tlr 76,2% xubng 73,3%), khéng c6 y
nghia.

Bang 5. Bién dai gia tri trung binh C-peptid, chi s6 HOMA2-%B-Cp, HOMA2-IR-Cp
sau 24 tuan so véi ban dau

Chi s& Ban dau (n = 87) | 2V 24;;')3" ™= "1 Bign di (%) p
GMLD (mmol/L) 8,50 + 1,61 6,59 + 0,95 1,91+1,90 | <0,001
HbA1c (%) 7,87 + 0,82 6,41 +0,74 145+1,00 | <0,001
C-peptid (nmoll) 1,18 + 0,36 0,84 £ 0,19 034+028 | <0,001
HOMA2 -%B-Cp 76,06 + 25,16 90,96 + 27,51 1490 + 3455 | <0,001
HOMA2-IR- Cp 3,07 + 0,97 2,03 + 0,49 1,04 + 0,81 <0,001

Nhén xét: Sau diéu tri 24 tudn ndng d6 C-peptid huyét twong lic doi, chi s6 HOMA2-IR-Cp gidm

di, tt ca déu cé y nghia théng ké.

Sau 24 tuan chi s6 HOMA2-%B theo C-peptid tédng déu cé y nghia.

Bang 6. Bién dai ty 18 HOMA2-IR-Cp, HOMA2-%B-Cp, sau 24 tuin so véi ban dau

Chi sé Ban dau (n = 87) 24 tuan (n = 87) p
HOMA2-IR-Cp (>
81 (93,1) 68 (78,2) 0,001
1,650)
HOMA2-%B-Cp
60 (69,0) 44 (50,6) <0,01
(88,48)

Nhén xét: Sau 24 tuan HOMA2-IR-Cp gidm, HOMA2-%B-Cp tang, c6 y nghia théng keé.

4. Ban luan

4.1. DPdc diém chung cia déi tuong
nghién ciru (BDTNC)

Gi¢i nghién ctru cltia chung t6i 47,5% nam va
52,5% nir. Ty 1é mac BTD typ 2 & hai gi6i thay
ddi tuy thudc cac nghién ciu va vung dan cw
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khac nhau. Nghién clu cua chung téi ciing
twong déng voi két qua Nguyén Thi H6 Lan
(2015) nir 64,6% cao hon nam 35,4% va Nguyén
Thi Thu Thao (2012) nir 52,0% cao hon nam
48% [1], [2].
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Tudi DTNC phan anh DTD typ 2 phd bién &
nhirng ngwdi cao tudi, nhung ciing cho thay xu
hwéng tré héa khi méc BTD typ 2, nghién ctwu
chung téi tudi trung binh 54,13 tudi. Nghién ctru
ctia Nguyé&n Thj H6 Lan va Nguyén Thj Thu Thao
cling ghi nhan xu thé nay [1], [2]. BMI la
23,49kg/m?, gan 2/3 1a thira can hodc béo phi
(61,4%), twong tw Nguyén Thi Thu Thao (2014)
[2]. Sy gia tang ty Ié thtra can hoac béo phi & BN
DTD typ 2 c6 thé phan anh xu hwéng chung cua
dan sb theo thoi gian.

4.2. Sit dung thuéc ha glucose mau
trud'c nghién ciru

T4t ca& cac BN da dwoc dung thubc ha
dwdng mau trwdc khi bat dau nghién clru.
Khoang 2/3 (60,4%) BN dung liéu phap
metformin don tri liéu va BN c6 két hop thubc ha
dwong phdi hop metformin va sulfonylurea chiém
39,6%.

4.3. Pdc diém duéong mau, khéng
insulin, chiic ndng té bao béta ban dau

GMLD va HbA1c lan lwot 1a 8,62mmol/l va
7,93%. Hau hét cac bénh nhan khoéng dat duoc
chi s6 GMLD ciia ADA nam 2015 1a 81,2% va
88,1%. T4t ca cac bénh nhan cé HbA1c > 7%,
hau hét cac BN trong nghién clru cia ching toi
la BN ngoai tri kiém soat lwong glucose trong
mau cta BN tét hon & BN nhap vién trong céc
nghién ctru & Viét Nam. Tac gia Nguyén Thj H6
Lan nghién ctru & BN BTD typ 2 nhap vién tai
Bénh vién Noi tiét Trung wong, gia tri trung
binh cia GMLD va HbA1c lan Ilwot la
12,1'mmol/L va 9,8% [1].

Charbonnel va coéng sw sau khi bd xung
sitagliptin (100mg/ ngay) & nhém BN BTD typ 2
didu tri 6n dinh metformin (> 1500mg/ ngay)
HbA1c trung binh la 8% so v&i metformin don tri
[5]. Sau 24 tudn GMLD va HbA1c nhém st dung
sitagliptin giam dang ké& 0,9mmol/l va 0,67% (ca
hai gia tri p<0,001), twong trng, so v&i cac chi sb
trong nhédm don ftri liéu metformin. GMSA2h
(glucose mau sau &n 2 gi®) giam dang ké& so voi
GMSA2h ban dau so vé&i nhédm ching (p<0,001).

Hermansen va cong sw [6] da tién hanh mot
ther nghiém ddi chirng gid dwoc, ngau nhién trén
441 BN DTD typ 2 (& d6 tudi 18 - 75) v&i HbA1c
ban dau 1a 8,34% & glimepirid (> 4mg/ ngay) don
tri hoac két hop véi metformin (> 1500mg/ ngay)
dé so sanh hiéu qua cla viéc bd sung sitagliptin
100mg x 1 lan/ ngay hodc gid dwoc trong 24
tudn. Sau 24 tuan, sitagliptin lam gidm HbA1C
xubng 0,74% (p<0,001) so véi placebo. & nhém
bénh nhan dung glimepiride va metformin,
sitagliptin lam giam HbA1c 0,89% so v&i placebo,
giam 0,57% & nhém BN dung glimepiride don
doéc.

Noéng d6 C-peptid mau trung binh 1,16 *
0,36 (nmol/1), ty I& tidng C-peptid 1a 89,1% thap
hon két qua nghién ctu cta Nguyén Thi Thu
Théo [2], ghi nhan ndng d® C-peptid 2,81 *
1,35ng/ml, ty 1é tang C-peptid Ia 54,8%.

Chi s6 HOMA2-IR-Cp trung binh 3,03 + 0,97.
Ty 1& BN cé tang HOMA2-IR-Cp 91,1% phu hop
v&i két qua Nguyén Thi Thu Thao (2012) dua ra
gia tri trung binh HOMA-IR-Cp la 3,06
2,05ng/ml va ty 1é c6 khang insulin & BN BDTD typ
2 m&i chan doan tinh theo C-peptid 1a 84,7%
twong twy nghién cru chung té6i va nghién cltru
Nguyén Thi H6 Lan HOMA2-IR-Cp 1a 3,48 +
3,50nmol/l.

Nghién clru ching t6i chi s HOMA2-%B-Cp
trung binh la 73,51 + 25,14, ty |1é giam chlrc nang
HOMA2-%B-Cp Ia 81,2%. Két qua nay cao hon
so v&i két qua Nguyén Thi Thu Thao tinh
HOMA2-%B-Cp la 51,91 + 37,41ng/ml va cao
hon két qua Nguyén Thi H6 Lan HOMA2-%B-Cp
la 47,1 + 36,6 va tac gia ngoai nwéc nghién clru
Hanefeld M va cong sy (2007) [7] sau 12 tuan
diéu tri sitagliptin don tri BN c6 giam HOMA%B
la 63,2 tang Ién 73,5 voi p<0,05. Ly do trong
nghién ctru chung t6i BN khang insulin cao hon
thi chirc nang té bao béta giam di.

4.4. Viéc bé sung cac thuéc sitagliptin
trong nghién ciu

Tt ca cac thubc ha glucose mau s dung
trwdc nghién ctru va khéng thay ddi liéu trong
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subt thei gian nghién clu. Cac BN déu duoc
dung 50mg hoac 100mg sitagliptin méi ngay cho
dén tuan thr 12. Liéu sitagliptin 50mg tuan 1 dén
tuan 12 chiém 23,8% va liéu 100mg chiém
76,2%. Tl tudn 12 dén tuan 24, liéu sitagliptin tir
50mg 1én 100mg/ ngay (tir 23,8% |én 26,7%) va
liéu sitagliptin t&r 100mg xuéng 50mg/ ngay (tlr
76,2% xudng 73,3%), khéng cé y nghia théng ke.

Diéu do lam gidm liéu dung hang ngay trung
binh tir 88,1mg xudng 86,6mg, khdng cé y nghia.
B& sung sitagliptin cho nhitng BN da dung thubc
DTD don tri liéu hodc két hop thubc kiém soat
lwgng dwdng trong mau cia BN da dugc cai
thién dang ké voi viéc gidm dang ké GMLD, va
HbA1c trung binh va ty 1&é BN dat dwgc glucose
mau muc tiéu cao.

Sau 24 tudn so v&i ban dau, GMLD va
HbA1C gidm lan lwot 1,91 £ 1,90mmol/l va 1,45
+ 1,0%. Nong do C-peptid huyét twong luc doi
gidm la 0,34 + 0,28nmol/l. BN c6 tang chi sbé
HOMAZ2-IR-Cp gidm 1,04 + 0,81. BN cé giam chi
s6 HOMA2-%B-Cp ting lén 1a 14,90 + 34,55%.
T4t ca cac thay ddi déu cé y nghia théng ké.

Sau 24 tuan ty 1& BN c6 tang HOMA2-IR-Cp
gidm di cé y nghia théng ké (93,1% so v&i 78,2%
v&i p=0,001). Ty 1& BN c6 gidm HOMA2-%B-Cp
tang 1&én, c6 y nghia théng ké (69,0% tang lén
50,6%, p<0,01).

5. Két luan

BN DTD typ 2 khong kiém soat dwoc bang
metformin don tri hodc két hop cac thubc udng
khac, sau bd sung thém thubc rc ché sitagliptin
sau 24 tuan da cai thién tinh trang khang insulin
va chirc ndng té bao béta bén canh viéc cai thién
dworng mau. Tat ca déu co y nghia théng ké.

Sau 24 tuan ty 1& BN c6 tang khang insulin
gidm di c6 y nghia théng ké. Ty 1& BN cé gidm
chirc ndng té bao béta tang lén co6 y nghia thdng
ké.

Khuyén nghj
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Nén bd sung sém thubc rc ché DPP4 vao
diédu tri & BN BTD typ 2 dang dung cac thudc
ubng ha dwdng mau khac lam cai thién chic
nang té bao béta va gidm tinh trang khang
insulin bén canh cai thién dwdng mau.
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