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TONG QUAN NHOM THUOC UC CHE DPP-4
(Dipeptidyl Peptidase IV Inhibitors)

1. Co ché tac dung:Msiel

DPP-4 (dipeptidyl peptidase-4) 1a mot loai enzyme lam bat hoat cic hormon incretin (chu yéu 1a
GLP-1 (glucagon-like peptide-1) va GIP(glucose-dependent insulinotropic polypeptide)), incretin
gitip duy tri can bang glucose bang cach ting tiét insulin, giam tiét glucagon, va lam cham quéa
trinh 1am réng da day.

GLP-1 va GIP la cic hormon incretin duoc tiét ra ngay sau bira an chu yéu tir niém mac rudt non,
gitip diéu hoa dudng huyét thong qua viée kich thich tuyén tuy tiét insulin, dic biét khi mtc dudng
huyét ting cao. Tuy nhién, cac hormon nay chi hoat dong trong thoi gian ngan do bi enzym DPP-
4 phan hay nhanh chong — GLP-1 ton tai chua dén 2 phut, trong khi GIP kéo dai khoang 7 phit ¢
nguoi binh thuong va 5 phut ¢ bénh nhan dai thdo duong tip 2.

Nhom thude trc ché DPP-4 ra doi nham kéo dai thoi gian hoat dong ciia GLP-1 va GIP bang cach
ngin enzyme DPP-4 phan hity chung. Nho vy, cac hormone incretin nay c6 thé kich thich tiét
insulin tir té bao beta tuy giup kiém soat hiéu qua ca duong huyét liic d6i va sau an. Pong thoi, vi
incretin chi phat huy tac dung khi duong huyét cao va giam khi dudng huyét thap nén thude e
ché DPP-4 ¢6 wu diém vuot troi 1a han ché nguy co ha dudng huyét qua mirc so voi cac thude
kich thich tiét insulin lién tuc nhu sulfonylurea, ciing nhu khong lam anh huéng dén can ning cia
bénh nhan. Thudc trc ché enzyme DPP-4 lam giam HbA lc tir 0,5 — 1,4%.

2. Sw phit trién ciia nhém thudc e ché DPP-4 trong diéu tri Pai thiao dwong tip 2:

Thudc tc ché DPP-4 (dipeptidyl peptidase-4) 1a mot nhom thude kiém soat dudng huyét quan
trong trong diéu tri dai thdo dudng tip 2, dd dugc cong nhan vé hiéu qua va chap thuan bai cac to
chtrc y té hang dau trén thé gigi nhu Cuc Quan 1y Thuc pham va Duogc pham Hoa Ky (FDA) va
Co quan Dugc pham Chau Au (EMA).

2006 2007 2009 2011 2013

SITAGLIPTIN VILDAGLIPTIN SAXAGLIPTIN LINAGLIPTIN ALOGLIPTIN

Hién tai ¢ Viét Nam co cac loai: sitagliptin, saxagliptin, vildagliptin, linagliptin.
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3. Mot so thong tin vé cac thudc nhém trc ché DPP-4; -4 [81-12]

Hoat chit

SAXAGLIPTIN

LINAGLIPTIN

SITAGLIPTIN

VILDAGLIPTIN

Liéu dung theo eGFR

(ml/phit/1,73m?)
45 - 30-
> 60 59 44 <30
5 5 2,5 2,5 mg
mg mg mg
* khong
khuyén céo
dung cho
bénh nhan
c6 eGFR
<15
ml/phut/
1,73m?

5 mg/lan/ngay
Khéng can chinh liéu cho bénh
nhan suy than & moi giai doan.

100 100 50  25mg
mg mg mg
100 50 50  50mg
mg mg mg

Chuyén ho4
Thai trur

Chu yéu qua
gan, than.

Chuyén hoa
it qua gan.
Thai trir chu
yéu qua mat.
Chuyén hoa
it qua gan
Thai trir chu
yéu qua
than.

Chu yéu qua
gan, than.

Khuyén cao diic biét

Can than trong trén dbi tuong:
Bénh nhan c6 nguy co cao nhap
vién vi suy tim hodc co tién sir
nhap vién vi suy tim hodc suy than
tir vira dén nang.

Bénh nhén suy gan mtc do vura.
Khong khuyén céo st dung ¢ bénh
nhan suy gan mtrc d ndng.

Can d4nh gia chtrc nang than trudc
va dinh ky.

An toan cho bénh nhéan suy gan,
suy than.

Téc dong trung tinh trén ddi tuong
bénh nhan suy tim.

Tac dong trung tinh trén ddi tuong
bénh nhan suy tim.

Can d4nh gia chtrc nang than trudc
va dinh ky.

Can than trong trén bénh nhan suy
than vira va nang.

Tac dong trung tinh trén ddi tuong
bénh nhan suy tim.

Chéng chi dinh khi AST/ALT tang
gip 2,5 lan giéi han trén binh
thuong.

Khuyén céo theo ddi chirc ning
gan mdi 3 thang trong nam dau tién
khi str dung va dinh ky sau do.
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NGHIEN CUU LAM SANG LIEN QUAN
1. Saxagliptin:!S/61710131117]

Thir nghiém lam sang SAVOR - TIMI 53:

- Muc tiéu nghién ctru: Panh gid do an toan trén tim mach va hi€u qua cua saxagliptin & bénh
nhan dai thao duong tip 2 c6 nguy co cao vé bién c0 tim mach.

- Thiét ké nghién ctru: Thir nghiém 1am sang ngau nhién, da trung tim, mu d6i, c6 d6i chimg. P6i
trgng gdm 16.492 bénh nhan dai thao duong tip 2 c6 tién sir hodc nguy co mic bién c¢d tim mach
duogc chia lam 2 nhoém: nhom dung saxagliptin va nhom dung gia dugc. Thoi gian theo doi trong
khoang 2 nam. Két cuc chinh: tir vong do tim mach, nhdi mau co tim va dot quy thiéu mau nio.

==Saxagliptin ==Placebo  HR 1.27
(1.07-1.51)

P=0.007

3.5%

4%

HR 1.46
. HR1.80  (1.15-1.88)
3% (1.29-2.55)  P=0.002

P=0.001
1.9%

0,
2% 2'8/"

1%

Ti 1€ nhap vién do suy tim (%)

0% ! | |

0 180 RN RAN 720
Ngay

Placebo 8212 8036 78:’>6 7389 4959

Saxagliptin 8280 8064 7867 7375 4978

Biéu do ti 1¢ nhap vién do suy tim theo diéu tri bang saxagliptin so véi gia dugc

- Két luan: Saxagliptin khong 1am ting/giam ti 18 bién c6 do thiéu mau cuc bo, nhung 1am ting ti
1¢ nhap vién do suy tim c6 ¥ nghia thong ké (3.5% véi 2.8%; HR = 1.27; C195% 1.07 - 1.51; P =
0.007).

FDA cinh bdo vé nguy co suy tim ciia saxagliptin:

Vao thang 4/2016, FDA dua ra canh bao saxagliptin lam tang nguy co nhép vién do suy tim, dac
biét & nhitng bénh nhan co tién sir suy tim hodc suy than. FDA da bod sung canh bdo va than trong
m&i vao to huéng dan sir dung thudc c6 chira saxagliptin dé thong bao vé kha ning giy ting nguy
CcO suy tim.
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Saxagliptin va nguy co suy tim theo Hiép hoi Ddi thdao dwong Hoa Ky (ADA):

Theo hudng dan diéu tri dai thao dudng nim 2024 cua Hiép hoi Dai thao dudng Hoa Ky, cho thiy
cac hoat chit nhém thudc tre ché DPP-4 ¢6 tac dong trung tinh trén dbi tuong bénh nhan tim mach,
riéng saxagliptin c6 nguy co tiém an trén bénh nhén suy tim.

Saxagliptin va nguy co suy tim theo Hiép héi Tim mach Chau Au (ESC):

Theo Hiép hoi Tim mach Chau Au (ESC), cac thudc trc ché DPP-4 di duoc danh gia trong cac
thir nghiém d6 an toan trén tim mach c6 d6i chimg gia duoc, chuyén biét & nhitng bénh nhan mac
dai thao dudng tip 2 c6 nguy co cao mic bénh tim mach do xo vira. Saxagliptin lam ting dang ké
nguy co nhap vién do suy tim va khong dugc khuyén céo & nhitng bénh nhan dai thao duong cé
suy tim hodc c6 nguy co cao mic suy tim. Sitagliptin va linagliptin c6 tac dong trung tinh trén
nhom dbi tuong nay.

2. Linagliptin:141118]

Nghién citu CARMELINA:

- Muc tiéu nghién ctru: BDanh gia mot cach toan di¢n tidc dong cua linagliptin 1én cac bién ¢b tim
mach va than ¢ bénh nhan dai thao duong tip 2 c6 bénh ly tim mach hodc c6 nguy co cao.

- Thiét ké nghién ctru: thr nghiém 1dm sang ngau nhién, khong kém hon da trung tim, c6 ddi
chtng. C6 6.979 bénh nhan mic dai thdo duong tip 2, HbAIC tir 6,5% dén 10,0%, c6 nguy co
tim mach cao va suy than dugc chia thanh 2 nhom: nhém 1 thém linagliptin 5 mg/ngay, nhém 2
thém gia duoc 1 1an/ngay vao ché do thudc binh thuong. Thoi gian theo ddi trong khoang 2,2
nam. Két cyc chinh: thoi gian xay ra 1an dau tir vong do tim mach, nhi mau co tim khong tir vong
hoic dot quy khong ttr vong. Két cuc phu: thoi gian xay ra lan du tir vong do suy than, suy than
giai doan cudi hodc gidm lién tuc eGFR > 40% so v41 mic ban dau.

15 1 HR 0.90 — Placebo — Linagliptin
S (95% C1 0.74, 1.08)
< p=0.26*
S 10 1
=
@
=
g
> 9
o
ol
(2-
T : . : . : : :
0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.9
No. of participants Nam
Placebo (n) 3485 3336 3222 2621 1923 1285 767 254
Linagliptin (n) 3494 3361 3243 2647 1979 1317 787 28(

Biéu do ti 1¢ nhap vién do suy tim theo diéu tri bang linagliptin so véi gia dwoc
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- Két luan: O nguoi 16n méc bénh dai thio dudng tip 2 ¢6 nguy co cao mic bénh tim mach va suy
than, khong co su khac biét vé& nguy co cia linagliptin so v6i gia dugc vé cac bién ¢d tim mach
(HR =1.02,95% CI1 0.89 —1.17, P<0.001) va than (HR = 1.04, 95% CI=0.89 — 1.22, P=0.62).
O nhém bénh nhan st dung linagliptin, c6 sy giam nguy co tién trién albumin niéu va HbA1C.

3. Sitagliptin:*’!
Thir nghi¢m TECOS

- Muc tiéu: dénh gia tic dong lau dai cua sitagliptin ddi véi cac bién c¢b tim mach khi dugc phdi
hop vao ché do cham s6c thong thuong cho bénh nhan dai thao dudng tip 2.

- Thiét ké nghién ctru: thir nghiém 14m sang ngiu nhién, mu d6i, khong kém hon da trung tim. C6
14.671 bénh nhan chia 1am 2 nhom: nhom 1 thém sitagliptin, nhom 2 thém gia duoc vao ché do
su dung thudc hién tai. Viéc st dung thém cac thudc diéu tri dai thao duong duoc khuyén khich
dé dat myc tiéu duong huyét. Két cuc chinh bao gdm tir vong do tim mach, nhdi méau co tim khong
tor vong, dot quy khong tir vong hoac nhép vién do suy tim.

100+
Q ul
< 4
= 80 e
b > Sitagliptin
> itaglipti
= 60+ 2
v
"g 14 Hazard ratio, 1.00 (95% Cl, 0.83-1.20)
= 40 7 P=0.98
Qe 0
’; T T T T T T T T )
0 4 8 12 18 24 30 36 42 48
=3
- 20+
=
=
(2- x
& - 0 I I T T T T T T T
= 0 4 8 12 18 24 30 36 42 48
Thang
No. at Risk
Sitagliptin 7332 7189 7036 6917 6780 6619 4728 3515 2175 1324
Placebo 7339 7204 7025 6903 6712 6549 4599 3443 2131 1315

Biéu do ti 1¢ nhap vién do suy tim theo diéu tri bang sitagliptin so véi gia dwoc

-Két luan: & nhirng bénh nhan méc dai thao duong tip 2 da c6 bénh tim mach, viéc thém sitagliptin
vao ché d6 cham soc théng thudng khong 1am ting ti 1& bién cb tim mach (HR = 0.98, 95% CI
0.88 — 1.09, P < 0.001), ciing nhu ti 1¢ nhap vién do suy tim (HR = 1.00, 95% CI 0.83 — 1.20, P =
0.98) hodc cac bién cb bat loi khac.

4. Vildagliptin:?

Téng hop meta analysis:

Tong hop meta analysis tir 40 thir nghiém 1am sang ngau nhién, mu déi c6 ddi ching pha III va
IV cua vildagliptin:
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- 17.446 bénh nhan, 9.599 bénh nhan st dung vildagliptin, 7.847 st dung gia dugc. Két cuc chinh
13 bién c6 tim mach (nhdi mau co tim, dot quy va tir vong do tim mach). Két cuc phu 1a danh gia
bién cb tim mach chinh va bién cb suy tim (m&i khoi phat hodc cn nhép vién) trén ting bénh

nhan.

Ti 1€ nhép vién do suy tim (%)

40
gg —+ Vildagliptin 50 mg, 1 hogc 2 lan/ngay
14 +  Gia duogc
32
30
28 >104-week Kaplan-Meier estimates
o Vidagliptin: 2.26%; 95% C, 1,69 0 3,02
22 Comparators: 2.38%; 95% CI, 1.8210 3,10 | I._.
‘ P
LI ES S S S R S R S EE B S S B B S S p— —
0 100 200 300 400 500 600 700 800 900

Ngay

1000

Biéu db ti 1¢ nhép vién do suy tim theo diéu tri bang vildagliptin so véi gia duoc

- Két luan: Vildagliptin khong lién quan dén ting nguy co bién cb tim mach so véi thude gia dugc
(RR =0.82, 95% CI = 0.61 — 1.11) va khong tim thiy su gia ting nguy co suy tim hay ti 1¢ nhap
vién do suy tim dang ké & bénh nhén diéu tri voi vildagliptin (RR = 1.08, 95% CI = 0.68 — 1.70).

KET LUAN

Hién nay, muyc tiéu diéu tri dai thao dudng khéng chi tip trung kiém soat mirc dudng huyét ma
con giam thiéu nguy co bién ching ciing nhu quan 1y nguy co tim mach. Trong bdi canh nay, so
v4i saxagliptin, trén d6i tugng bénh nhan dai thao dudng c6 mac hoic c6 nguy co mac suy tim,
thi linagliptin, sitagliptin va vildagliptin nén dugc xem nhu nhitng lya chon uu tién hon.
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€3
| THONG TIN THUOC
NHOM THUOC UC CHE DPP-4

DPP-4 (dipeptidyl peptidase-4) |a enzyme bét hoat cac hormon incretin GLP-1 va GIP,
lam gédm tiét insulin. Thubc &c ché DPP-4 (DPP-4i) kéo dai tac dung cla incretin, gidp
tang tiét insulin khi duémng huyét cao, giam tiét glucagon, ho tro kiém soét dudng huyét
lic d6i va sau an. DPP-4i giam HbALC tir 0,5-1 4%, it gay ha dudng huyét qua mirc
va khdng anh hudng can nang.
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LIEU DUNG THEO MU'C LOC CAU THAN

MU'C LOC CAU THAN eGFR
— (mliphat/1,73 m?)
* 260 45-59 | 30-44 | 15-29 <15
SAXAGLIPTIN 5mg Smg 25mg| 25mg | Khdng khuyén cao
LINAGLIPTIN 5mg
SITAGLIPTIN 100mg | 100mg| S0 mg 25mg
VILDAGLIPTIN| 100mg | S0mg | 50 mg 50 mg
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KHUYEN CAO PAC BIET THEO POI TWONG BENH NHAN

A SUY TIM SUY GAN SUY THAN
£ Panh gia chirc
I o 0 | e o sy | P00 . e
saxacLieTin | " fﬂ S T ;’"9‘ SUY 9411 A dinh ky.
::° u_':“-p e T e Chinh liéu trén
o suy than.
LINAGLIPTIN Khoéng chinh liéu Khong chinh liéu
Than trong: suy
Khéng can chinh liéu | than vira - nidng.
SITAGLIPTIN trén suy gan nhe - | Danh gia chic
vira. nang than trwéc
Trung tinh va dinh ky.
CCH: ASTIALT ting
gap 2,5 lan ULN.
Theo ddi chirc ndng | Chinh liéu trén
e ke gan mbi 3 thang | suythan.
trong nam dau tién é ;
va dinh ky sau do. \/g'}
- N
A )

C0 Picn: ULN moe g haet i Binh Bodry, COO: ehvdog ofs dphy,
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Hién nay, muc tiéu diéu tri dai thdo dwong khéng chi tip trung kiém
soat mirc dwdng huyét ma con giam thiéu nguy co bién chirng cling nhw quan
Iy nguy co tim mach. Trong béi canh nay, linagliptin, sitagliptin va vildagliptin
cain dwoc can nhdc wu tién lya chon hon saxagliptin trén nhém déi twong bénh
nhén dai thao dwong c6 mic hodc c6 nguy co méc suy tim.
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