Y HOC THU'C HANH

HIEU THEM VE NHONG CHE PHAM THUOC
NHOM UC CHE DPP-4 TRONG DIEU TRI DAI
THAO PUONG TYP 2 HIEN NAY

Lé Tuyét Hoa*

Ngoai can thi¢p thay d6i 16i sdng (van dong va
ché d6 an va gido duc) 1a phan co ban quan trong,
chua lic ndo nhu hién nay, thay thudc co nhiéu
thubc diéu tri bénh dai thdo duong (PTP) theo
dung co ché. Khong chi kiém soat dudng huyét,
ma con nhim dén tinh an toan cho tim mach, it
anh huong bat loi trén lipid méau, bao ton duoc
hoic it 1am suy giam chirc ning té bao P tuy va cai
thién tinh trang dé khang insulin tai mo gan, co,
m&, co tim. Tai Viét Nam danh sach cac thudc ha
duong huyét khac insulin hién nay da c6 thém
nhém e ché dipeptidyl peptidase-4 (DPP-4).

Ttr thap nién 60, cac khoa hoc gia da chi y dén
vai trd cua hé tiéu hda trong viéc bai tiét insulin.
O ngudi binh thuong khi c¢6 kich thich cua thic
an, rudt tiét ra chat trung gian giup bai tiét insulin
(hiéu tng incretin). Nhung ¢ nguoi BDTD typ 2
hiéu ung nay giam rd rét. Hai hormon thudc
nhom nay la GIP  (glucose-dependent
insulinotropic peptide) do té bao K & hdng trang
bai tiét va GLP-1 (glucagon-like peptide-1) do té
bao than kinh-rugt L cia hoéi trang tiét. GLP-1
gay ha dudng qua nhiéu co ché: kich thich bai tiét
insulin phu thudc glucose, giam tlet glucagon o
tuy, 1am cham thtc an tir da day xudng rudt va tac
dong 18n ndo wc ché su thém an, ting trudng va
biét hoa té bao B (¢ dong vat). Hau hét GLP-1 noi
sinh bi enzym DPP-4 (dipeptidyl peptidase-4)
phan cit nhanh sau khi phong thich vai phit. Men
DPP-4 1a men serin protease & mang té bao, co
nhiéu tai than, ruét, tuy xwong, gan, tuy, nhau
thai, tuyén trc, lach, té bao thuong bi, té bao noi
m6 mach mau, té bao dong lympho va dong tuy.
Thudc e ché DPP-4 vi viy gitip kéo dai T% cua
cac incretin diéu hoa bai tiét insulin va glucagon.

Bén thudc trc ché DPP-4 hién c6 trong diéu tri
DTD typ 2 1a sitagliptin, vildagliptin, saxagliptin,
va linagliptin. Sitagliptin 1a thudc dau tién duoc
FDA chiap thuan vao thang 10/2006, va
saxagliptin vao thang 7/2009. Vildagliptin dugc
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cho phép str dung trudc tién tai Lién doan Chau
Au, sau d6 moéi t6i Hoa Ky. Linagliptin duoc
FDA duyét vao thang 5/2011. Alogliptin
(Nesina®) tuy dugc phép lwu hanh tai Nhat,
nhung thang 3 vira qua, FDA van y&u cau cong ty
Takeda cung cap thém bang chimg trudc khi phé
chuan.
1. Hiéu qua lam sang trén dudng huyét

Nhirng phan tich gop cong b trén MEDLINE
(1966-2010) va c4c tom tat nghién ciru trinh bay
tai hoi nghi thuong nién cua ADA, EASD
(Diabetes Association and European Association
for the Study of Diabetes) tr 2005-2011 cho
phép hiéu 1 tinh chat duoc 1y, dugc dong hoc,
hiéu qua va tinh an toan cua cac thude trén.

Sitagliptin

Mtc HbAlc ban dau cang cao hiéu qua ha
HbAlc cang manh.*® Pang luu y 1a hiéu qua
Kiém soat duong huyet (PH) khi pho1 hop véi
metformin duy tri &én hon 52 tuan.®) Véi nhiing
truong hop khé diéu chinh duong huyét, thém
sitagliptin vao insulin dang dung t6 ra hi€u qua,
giam duoc lidu 1nsu11n @ )Thuoc khong anh huong
nhidu dén can ning,*? chi giam 0,1-0,6kg néu
dung don doc hoac kém vai metformm( ) nhun
tang thém 1,5kg khi dung kém vaéi pioglitazone.(5
Hon thé nita, thudc cai thién dugc chirc nang té
bao P khi danh gia bang ti sd proinsulin:insulin va
HOMA-B. Khao sat trén 88 BN, HOMA-B trung
binh 1a 40,8% + 33,1% (PLC) so véi 58,4% +
54,5% trude d6.” Do thude chuyén héa qua than
dén 80% va qua gan chi c6 16% nén liéu phai
giam con 50 mg/ngay & BN suy than muc d6 vira
va liéu con 25 mg/ngay néu suy than ning/giai
doan cubi.®d

Saxagliptin

Manh hon sitagliptin va vildagliptin gap 10
lan. Khi phdi hop v6i metformin lidu 2,5, 5 va
10mg, HbAlc giam duoc 0,73%, 0,83%,
0,72%.49 Trong mot nghién Clru dung saxagllptm
don thuan lidu cao trong 6 tuan roi liéu thap trong
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12 tuan, két qua cho thy ¢ liéu thip thubc giam
HbAL1C 0,7-0,9% trong khi gia dugc chi giam
0,3% (HbAlc ban dau 1a 7,9%); than trong giam
khoang -1,3 kg dén -0,5 kg khong lién quan dén
liu, ting HOMA-B dén 16,9-24,7% sau 12
tuan.“? So véi gia duoc, saxagliptin 1am té bao B
tang dap ung voi glucose ca luc doi lan sau an.
Tuy Chuyen hoa tai gan nhung khong can giam

liéu khi c6 bénh ly gan
Vildagliptin

Dir liéu tong hop tir nghién ctru 1am sang giai
doan III bao céao vildagliptin 100 mg/ngay ¢ 354
nguoi bénh DTD typ 2 chua diéu tri 1am HbA1C
giam 0,9% sau 24 tudn.“® Trén nguoi bénh chua
dugc diéu tri, HbAlc giam 1% ¢ nhom
vildagliptin 50mg hai lan/ngdy, giam 14% ¢
nhom metformin 1g hai lan/ngay.“* Vildagliptin
cling Vvéi pioglitazone 6n dinh duong huyét t6t
hon mdt minh pioglitazone. Khong it hon hai
nghién ctru khi tim hiéu co ché thudc ha dugc
duong huyét sau an d4 ghi nhan chi sé nhay cam
insulin khong thay d6i nhung gia ting dap tmg
cia t& bao B va ha thip glucagon sau an cé y
nghia théng k&.®> 19 Giam duong huyét sau an rd
nhat khi diing véi insulin ngoai sinh. (16)

Linagliptin

La mot thude e ché DPP-4 chuyén biét va
manh, giam dugc HbAlc & ngudi kiém soat duong
huyét kém tai thoi diém chan doan hodc sau khi
diéu tri nhiéu ndm. Nhin chung linagliptin c6 thé
giam duoc 1,2% HbALc (gia dugc chi giam 0,4%).
Mot nghién ciru mu do6i 2 nam so sanh linagliptin
voi glimepiride khi dung thém cho 1519 bénh
nhan dang dung 1000mg metformin, HbAlc gidm
nhu nhau & hai nhom, ha dudng huyét it hon rd rét
¢ nhom linagliptin so v61 & nhom glimepiride
(7,5% so vai 36,1%), can nang giam 1,4 kg trong
khi glimepiride lam tang 1,3 kg, nguy co tuong do6i
ciia cac bién ¢ tim mach giam 50% ¢ nhém
linagliptin.™” Chua thiy bét loi nio dang ké khi
dung linagliptin va co ché tac dong cua linagliptin
trong duong voi nhiing gliptin khac (18) Ngoal ra
do loc qua than rat it, thuéc khong can phai chinh
liéu cho nguoi suy than.

Tuy chua c6 nhitng nghién ctu truc tiép so
sanh chlng véi nhau, nhung dit lidu tién 1am
sang, ldm sang va hau mai hién co6, goi y hiéu
qua, tinh an toan va kha nang tuén tri/dung nap
gan nhu nhau.
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2. Lgi ich lam sang khac

T nam 2006, Charbonnel d& ghi nhan
sitagliptin lam giam huyét ap tam thu 0,6 mmHg
du c6 hay khong kém vé6i metformin.® Khao sat
dugc dong hoc trén nguoi khong DTD, tac gia
Mistry nhan thiy s1tag11pt1n 1am giam huyét ap
tam thu 2-3 mmHg va giam huyét ap tim truong
1,6-1,8 mmHg vao 1 ngay va 5 ngay sau khi
uong @0 Mirc d6 ha 4 ap tuy nho nhung c6 y nghia.
Sau do, vao nam 2010, tap chi Hypertension cong
bd két qua nghién ciru vé anh huong cua thudce trc
ché DPP-4 va thubc ¢ ché men chuyén trén
nguoi c6 hdi chirng chuyén hoa. Vo1 gid dugce
hay trc ché men chuyen lidu thép, ding thém
sitagliptin glup giam huyet ap, nhung néu vai liéu
cao trc ché men chuyén khéng ghi nhan hiéu qua
nay. @

Mat phan tich gop 8 nghién ciru ngau nhién va
dbi chung giai doan 3 trén 5239 bénh nhén béo
C40 ti 1¢ bién c6 tim mach ¢ nhom linagliptin chi
0,3% so Vv6i nhom thubc so sanh 13 1,2%.%
Nghién ctru tién ciu CAROLINA dang thuc hién
s& tra 101 cau hoi linagliptin c6 1am giam bién ¢
tim mach hay khdng. Nhiing lgi ich tim mach rat
quan trong cho nguoi DTD, nhit 12 & cac nudc
phét trién VI 50-70% ngum DTD c6 nguy co tim
mach va cudi cling chét vi bién ¢6 tim mach. Loi
ich tim mach dugc quan tim nhiéu nhat nhung
van cOn qua it chirng ct.

Nghién ciru ctia Matikainen cong bd nim 2006
ghi nhan vildagliptin liéu 50mg hai lin mdi ngay
trong 4 tuan cho nguodi DT typ 2 chua khdi tri
bang thubc, Gc ché dén 85% dap tng cua
triglyceride sau bita n nhiéu m&, kém theo giam
91% chylomicron apolipoprotein B-48 va
chylomicron cholesterol.®® Nh vay, vildagliptin
cai thién lipid mau va chuyén hoa phan tu
lipoprotein sau an. Chinh lipid mau sau an 1a mot
chi diém ctia bénh 1y tim mach. C6 hai Iy giai cho
anh huong ndy trén lipid mau: thudc ting van
chuyén va dxy-hoa lipid sau an bang cach kich
hoat hé giao cam hon 1a tac dong truc tiép len
chuyén hoa® va thuéc 1am ruot giam tiét
triacylglycerol, cholesterol va apolipoprotein B-
48.%°)

Mot tac dong c6 loi trén xwong cua thude tc
ché DPP-4 duoc phat hién tinh co: trong phan
tich gop moéi day, 11880 ngudi dung nhoém e ché
DPP-4 va 9175 dung nhom thubc so sanh duoc
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theo ddi it nhat 24 tudn. Nhém dau tién giam
nguy co gdy xuong (OR 0,60 (0,37-0,99), p =
0,045) dugc 1y giai do GLP-1 biét hoa tao cdt bao
va (rc ché hoat tinh cta huy cbt bao.® Tuy thoi
gian nghién ciru ngan va gay xuong khong phai 1a
muc dich chinh ctia nghién ctu, két qua ndy cho
phép nghi dén loi ich ndy cta nhom, khac han voi
nhom thizolidinedion gay giam mat d6 xuong.

3.Tinh an toan

Nhitng bao cdo hdu mai cho thiy di ung va
phan (mg qua man ning khi ding sitagliptin, nhu
phan vé, phil mach, viém da troc vay (ké ca hoi
chirng Stevens- -Johnson), tang men gan, nguy co
ha duong huyet rat thap. Ha duong huyét khong
tang hon néu dung kém véi metformin hoac
pioglitazone; tang r0 rét khi dung sitagliptin véi
glimepiride. Quan ngai nhat 1a nhidm tring tiéu
(3,2%) va viém dudong ho hap trén (6,4%) so véi
nhém so sanh, theo thu tu, chi la 2,4% va 6,1%
do nhém wc ché DPP-4 tac dung trén hé mién
dich do trinh dién ¢ bach cdu va phan cit mot sd
cytokin.?” Bénh gan nhe co thé dung nhém
incretin, nhung khong dung khi c6 bénh viém tuy.
Sitagliptin, vidagliptin, saxagliptin dugc dao thai
boi than nén khi ¢ suy than tién trién can giam
licu. Riéng linagliptin chuyen hoa va thai qua
duong gan-rudt s¢ khong can giam liéu.

4. Vi tri trong diéu tri hién tai

Cac thudc e ché DPP-4 duge FDA duyét cho
str dung don doc hodc phdi hop trong phac do hai
thuoc uong (metformin, sulfonylurea, hay
thiazolidinedione) hoic phac d6 ba thudc udng
(metformin + sulfonylurea, hay metformin +
thiazolidinedione), va phdi hop cling insulin/+
metformin. Néu phdi hgp véi sulfonylurea hay
insulin, can phai giam lidu hai thudc nay dé giam
nguy co ha duong huyét. Hién tai & nudc ta,
nhdm nay chi duoc Bo Y té cho phép st dung sau
khi d& khoi ding nhirng thuéc ha duong huyét
nhom khac ma khong dat duoc muc tiéu duong
huyét.

5. Tuong lai

Vin cOn can nhitng nghién ctu c6 chat luong
nhim so sanh hiéu qua khong chi trén glucose
méau ma con trén nhimg bién ching anh huong
dén chat lugng séng dic biét 1a tim mach, chi phi
va tinh bén viing lién quan dén hiéu qua cua
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thudc theo thoi gian. Rat can co cac dir liéu 1am
sang trén nhirng quan thé khac nhau, két qua
chung cudc va wu diém trén vai phan nhom riéng
biét (nguoi gia, hay nguoi tré béo phi...).

Vi cin nguyén cua DTD typ 2 la sut giam chire
nang té bao B, bat thuong chirc nang té bao a va
deé khéang insulin, ma cd hai réi loan nay déu do
thiéu hut incretin. Vay c6 nén bat dau dung thudc
trc ché DPP-4 ngay tir khi chan déan hay khong.
Theo céc chuyén gia, c6 thé dung vién phdi hop
metformin/tc ché DPP-4 d¢ khéi sy diéu tri cho
BN DTD typ 2 (hoan toan theo ding co ché).

Hién da cd cac ché pham tc ché DPP-4 phbi
hop v&i metformin, s€ khong con lau nira, ching
ta s& c6 vién wc ché DPP-4/pioglitazone (nhur
aglogliptin/ pioglitazone= Liovel®), hoic vién 3
trong 1: aglogliptin/pioglitazone/metformin.

Két luan

Thubc @c ché DPP-4 ndi riéng va nhom
incretin ndi chung 1a nhom thuéc méi nhung 14
mot cong cu co ban cho didu tri TP typ 2.
Thubc hiéu qua khong thua kém nhitng nhém
thudc vién ha duong huyét khac d . Chlng dé
dugc chip nhan rong réi trén 1am sang vi nguy co
ha duong huyét thap, khong c6 tac dung phu ning
né, tién ding mot lan trong ngdy duéi dang don
tri hodc két hop voi metformin (vién 2 trong 1
gon nhe) va it doi hoi diéu chinh lidu (khac voi
nhom sulfonylurea). Do khong gy ting can,
ching dugc chon dung cho ngudi bénh cé rdi
loan chuyen hoéa, béo bung. Mot loi diém khéc
ctia nhom trc ché DPP-4 1a khé an toan cho ngudi
c6 bénh than trung binh va ning (giam lidu),
trong khi nhoém dong van GLP-1, sulfonylurea,
metformin bi chdng chi dinh. Lya chon thudc nay
can dua vao dic diém nguoi bénh va diéu kién
kinh té.

Can thoi gian dé co thé khiang dinh thém
nhitng tac dong lau dai ctia nhom thube ndy, nhat
1 trén tim mach, xwong khép, va dic tinh bao ton
té bao P tuy.
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