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CAP NHAT VE NHOM THUOC UC CHE KENH PONG VAN CHUYEN
SGLT -2 TRONG PIEU TRI PAI THAO PUONG

TOM TAT

Pinh Thi Thu Ngin"
Truong Pai hoc Y Duoc - DH Thai Nguyén

Thube e ché SGLT — 2 1a mdt nhom thude méi duge Co quan quan ly Thuc pham va Dugc pham
Hoa Ky FDA (U.S. Food & Drug Administration) phé duyét dé diéu tri dai thao dudng typ 2.
Trong cac thir nghiém 14m sang, nhém thudce nay to ra rat ¢6 hiéu qua trong viéc giam glucose mau
va HbAlc, ngoai ra con lam gidm cén nang, huyét 4p tAm thu va acid uric mau. Tuy nhién, c6 mot
sd tac dung khong mong mudn hay gip nhu nhim nidm sinh dyc, nhiém khuén tiét niéu, loi niéu
va giam dich ngoai bao. Gan déy, FDA va EMA (European Medicines Agency — Co quan quan ly
thuéc Chau Au) c6 dua ra mot sé canh bao lién quan dén tac (dung khéng mong muén cia nhom
thuéc nay. Nhom thude e ché SGLT —2 ¢6 mot twong lai day hira hen, khi khong chi dugc sir
dung trong diéu tri dai thio duong typ 2 ma con cho thiy tiém ning két hop véi insulin trong diéu
tri dai thao duong typ 1. Tuy nhién, can thém thoi gian dé danh gia mot cach chinh xac vé hiéu qua

va d6 an toan ciia nhém thuoc nay.

Tir khéa: Bdi thio duong, thuoc irc ché SGLT — 2, empagliflozin, dapagliflozin, canagliflozin

DAT VAN BE

Bénh dai thdo duong la mot can bénh hién
dang dugc rat nhiéu nha nghién ciru trén thé
gidi quan tdm do ty 1é méic gia ting nhanh
chong va nhiing hau qua ma no gay ra cho
cudc séng cua nguoi bénh. Trén toan cAu,
nam 2014 udce tinh c6 422 triéu nguoi mic dai
thao duong, so voi chi 108 tri¢u nguoi trong
nam 1980. Chi tinh riéng ndm 2012, dai thao
duong gay tr vong cho 1,5 triéu nguoi.
Khéng chi c6 thé, dai thio dudong con giy ra
nhiéu bién ching nguy hiém nhu bénh tim
mach, tdn thuong mat, suy than, cut chi
dudi... [13]

Mic du di c6 nhiéu nhém thudc duoc st
dung trong diéu tri dai thao duong. Nhung
trong nhiing ndm vira qua, cac nha nghién cuu
van tiép tuc nghién ctru tim ra nhirng nhém
thudc méi trong diéu tri dai thao duong sao
cho dam bao hi€u qua, an toan, chi phi thép,
dem lai nhiéu loi ich cho nguoi bénh va cong
ddng. Vao nam 2013, Co quan quan ly Dugc
phim va thyc phdm Hoa Ky FDA (the US
Food and Drug Administration) da phé duyét
mdt nhém thudc méi trong didu tri dai thao
dudng, ¢ tén goi 13 nhom thude e ché kénh
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dong van chuyén SGLT - 2. Nhém thube moi
nay ngay lap tirc da chiém dugc sy quan tim
clia giéi y hoc. Nhitng nim gan ddy, co rét
nhidu nghién ctru vé hiéu qua ciing nhu do an
toan ctia nhom thudc trc ché SGLT - 2. Chinh
vi thé, bai bao nay cung cip mot cai nhin tong
quan, ciing nhu cdp nhat nhiing van d& moi
duogc phat hién gin day vé nhom thude nay.
NOI DUNG

Ké tur su chép thuan thudc dau tién trong
nhém e ché SGLT - 2 boi FDA vao nim
2013, cac thudc e ché SGLT -2 giit mot vai
tro then chdt trong viée quan 1y bénh nhan dai
thao dudng typ 2. C6 3 chit tc ché SGLT - 2,
bao gém canagliflozin, dapagliflozin, va
empagliflozin dd dwoc FDA chép thudn va
dugc dwa vao khuyén cio cua ADA
(American Diabetes Association) dé sir dung
cung v6i ché do an udng va tap luyén dé cai
thién diéu khién duong huyét & bénh nhan dai
thao duong typ 2 [2].

Co ché tic dung

Nhém thudc e ché kénh ddng van chuyén
SGLT — 2 lam giam glucose mau ma khong
phu thudc vao tac dung cua insulin bing cac
ngan chan tai hap thu glucose ¢ éng than boi
trc ché kénh SGLT — 2. SGLT - 2 la kénh van
chuyén & ng lwon gan c6 vai tro trong tai hap
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thu glucose tir 6ng than. Khi tc ché kénh van
chuyén nay, glucose sé khong duogc tai hap
thu tir 6ng than va s& tang cudng thai trir qua
nudc tiéu, do do lam giam nong do glucose
trong mau [2].

Nhimng thudc nay dugc dung duong udng 1
lan 1 ngay. Licu khoi dau cua canagliflozin,
dapagliflozin, empagliflozin 1an luot 1a 100
mg, 5 mg, 10 mg. Liéu c6 thé ting dén 300
mg, 10 mg va 25 mg mot ngay néu khong dat
HbAlc muc tiéu. Boi co ché tic dung trén
than va sy hoat dong doc 1ap véi chuc nang
ctia té bao B, nhom thude nay co thé sir dung
& bat ki giai doan nao cua déi thao duong typ
2, ngay cé khi su bai tiét insulin dd giam dang
ké [2], [5].

Tac dung va hiéu qua

Viéc sit dung nhom thudc e ché SGLT - 2
trong diéu tri dai thao duong typ 2 duoc dua
trén kinh nghiém tir cac thir nghiém lam sang
ngau nhién, mu d6i. Khi dung don doc hoic
phéi hop véi metformin, nhém thude nay lam
giam dang ké HbAlc so véi gia duoc. Trong
cic nghién ctu diu tién so sanh voi
sulfonylurea, thudc trc ché SGLT -2 cho két
qua lam ha glucose mau tuong duong trong
52 tuan, tham chi canagliflozin liéu 300 mg
con lam giam rd rét HbAlc khi so sanh voi
glimepirid. Sy giam dang ké chi s6 HbAlc
con dugc ghi nhan voi canagliflozin khi so
sanh véi sitagliptin 100 mg két hop voi
metformin ¢ bénh nhan dai thao duong typ 2

[5]. Qua cac phdn tich meta dé so sanh tac
dung gitra cac thudc e ché SGLT — 2, ngudi
ta thiy rang canagliflozin 1a thudc trc ché
SGLT — 2 ¢6 tac dung ha HbAlc manh nhét
(mire liéu 300 mg) [12].

Khi dung nhu liéu phap don doc hodc phdi
hop v6i cac thude khac trong phac d6 2 thude
va phéc 6 3 thudc, thudc e ché SGLT - 2
lam giam HbAlc va glucose mau luc doi,
glucose mau sau an 2 gio trén nhitng bénh
nhan dai thao duong typ 2. Ngoai ra,
canagliflozin 300 mg udng sau an cho thiy sy
giam hip thu glucose & rudt va giam glucose
mau sau an. St dung thém mot thudc trc ché
SGLT -2 véi liéu phap insulin nén — thém vao
lam giam manh HbAlc. Liéu insulin yéu cau
c6 thé giam, dac biét trén nhitng bénh nhan
trude dy can st dung liéu cao insulin [5].
Nhitng loi ich khac cua thude trc ché SGLT -
2 bao gdm giam can (tir 2 — 4 kg, giam huyét
4p tam thu 2 — 5 mm Hg, va giam ndng do
acid uric huyét 13 — 15% so véi trudc diéu tri)
[2]. [5].

Tac dung khéng mong muén

Nhitng phan tich trén ca 3 thudc thudc nhom
trc ché SGLT - 2 cho thiy ching déu duoc
dung nap tdt, vai ty 1é it cac tiac dung khong
mong mudn lién quan dén diéu tri khi so voi
nhom gia duoc, viéc ngimg st dung thude do
tac dung khong mong muén véi nhoém thude
{rc ché SGLT - 2 1a thip va twong duong véi
nhom gia duoc [5].

Bang 1. Cdc tdc dung ciia thuée irc ché SGLT - 2 [5]

Chi s6

Téc dung ciia SGLT - 2 (so sanh véi gid dugrc)

HbAlc

Puong mau luc doi
Puong mau sau dn
Cén nang

Huyét ap tam thu

Giam 0,3 - 1,2%
Giam 12 — 36 mg/d|
Giam 36 — 59 mg/d|
Giam 1,9 -4 kg

Giam 2,1 — 5,2 mm Hg

HDL: Tang 13%
Lipid LDL: Tang 8%
Triglycerids: Gidm 10%

Co che¢ tac dung ha glucose mau cuia nhom thuoc nay thong qua ting bai xuat glucose qua duong
ni€u ¢o lién quan véi mot so6 tac dung khdong mong muodn dac biét, bao gdm nhiém nam sinh duc
va nhiém triung duong niéu, cling nhu loi ni€u tham thau va giam dich ngoai bao. Nguy co ha
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duong huyét khi dung thude e ché SGLT- 2
la thdp, ngoai trir khi dung thudc e ché
SGLT -2 véi insulin hoac sulfonylurea. Nhu
vay, lidu insulin va sulfonylurea nén giam di
khi phdi hop chung véi thude e ché SGLT -
21[2], [5]-

Nguy co tim mach, nguy co gay xuong

Két qua cia nghién ctu EMPA — REG
OUTCOME (nghién cuu tht nghiém lam
saing vé nhitng lgi ich tim mach cua
empagliflozin trén bénh nhan dai thao duong
typ 2, hoan thién nim 2015) chi ra ring
empagliflozin khong nhitng khong hé lam
tang ty 1& nhitng bién c¢d tim mach nghiém
trong, ma con hon han nhém gia dugc trong
viéc 1am giam mot cach c6 ¥ nghia cac yéu td
tim mach (ty 1€ nguy co 0,86; 95% khoang tin
cdy 0,74 - 0,99). Nhitng két qua nay dan dén
su chap thuan rang empagliflozin lam giam tir
vong do tai bién tim mach & bénh nhan dai
thao duong typ 2 c6 bénh tim mach. Nhiing
loi ich khac cia empaglifozin quan sat dugc
trong thu nghiém EMPA — REG OUTCOME
con bao gdm giam dang ké nguy co nhap vién
vi suy tim va bénh lién quan dén than. Két
qua cua thir nghiém nay thic day cac nghién
ctru khac vé tac dung cia cac thubc trong
nhom trén bénh nhan dai thao dudng c6 bénh
tim mach [5].

Thtr nghiém CANVAS dugc thyc hién boi
ADA trén 10.000 bénh nhan, dugc trinh bay
tai hoi nghi khoa hoc 14n thir 77 cia ADA cho
thdy: Canagliflozin lam giam 14% tir vong do
bénh tim mach, nhdi mau co tim va dot quy,
va giam 33% nguy co phai nhdp vién vi suy
tim khi so v&i nhom gia duoc. Trong nghién
citu CVD — REAL, & nhiing bénh nhan dai
thao duong typ 2 méi diéu tri bang thude trc
ché SGLT - 2, ty 1€ tir vong do tai bién tim
mach va nhap vién do dau tim déu giam khi
s0 voi cac thude ha glucose mau khac. Ngoai
ra, thudc trc ché SGLT — 2 con lam giam ty 1é
nhdp vién do suy tim & bénh nhan khéng co
bénh tim mach [4].

Thir nghiém CANVAS cho thay canagliflozin
lam tang ty 1€ gdy xuong, ty 1€ nay co lién

quan dén tudi, chirc ning than va vi tri cla
xuong. Do vay, FDA yéu cau canh bao vé vn
dé nay lén nhin cua thuéc dé khuyén khich
viec xem xét trudc khi diéu tri bang
canagliflozin. Trong khi do, dapagliflozin va
empagliflozin khong lam tang ty l& gay
xuong, trir truong hop bénh nhan cd giam
chirc nang than [2], [4].

Trén bénh nhén cao tudi

Hiéu qua va d¢ an toan cua SGLT - 2 trén
bénh nhan cao tudi di dugc danh gia trong
cac phan tich gop thtr nghi€ém lam sang pha 3.
Vi canagliflozin, ty 1€ gip tac dung khong
mong mudn cao hon binh thuong din dén
viéc ngimg diéu tri xdy ra & nhom bénh nhan
> 65 tudi khi so sanh v6i nhém bénh nhan <
65 tudi ¢ ca hai mic lidu 100 mg va 300 mg.
Nhom tac dung khong mong muén khong lién
quan dén tudi tac khi dung canagliflozin bao
gém nhiém khuin tiét niéu, nhi®m nim sinh
duc, loi niéu thdm thau va giam dich ngoai
bao. Trong khi do, ty 18 gip tai bién ha duong
huyét khi ding canagliflozin khong lién quan
dén tudi tac [5].

Qua céc phan tich gop, co thé thiy tac dung
khong mong muén cua dapagliflozin c6 lién
quan dén tudi, tudi cang cao ty 18 gip tai bién
cang ting. Cac tai bién ting theo ltra tudi la:
Nhiém khuin dudng niéu, giam dich ngoai
bao, rdi loan chic nang than. Trong khi do,
tai bién ha duong huyét khong ting theo tudi.
Véi empagliflozin, tai bién ting theo tudi la
giam dich ngoai bao vdi ca hai mirc liéu 10 va
25 mg [5].

Cinh bio lién quan dén thudc Gc ché
SGLT -2

Ngay 15/05/2015, FDA canh bao viéc st
dung thudc e ché SGLT — 2 cho bénh nhan
dai thao duong c6 thé giy nhidm toan ceton
do dai thao duong. Ngay 4/12/2015, FDA yéu
cau nhan cia thude trc ché SGLT — 2 can phai
thém canh bao vé nguy co nhiém toan ceton
do dai thao duong va nhiém tring tiét nidu
nghiém trong. Ngay 26/02/2016, Co quan
quan 1y thudc Chau Au (EMA) dé xuit bd

5



DBinh Thi Thu Ngan

Tap chi KHOA HQC & CONG NGHE

177(01):3-7

sung thém tac dung phu gy nhiém toan ceton
do dai thao duong ciia thude e ché SGLT — 2
(6], [9].

Ngay 10/09/2015, FDA yéu cau nhin cua
canagliflozin phai bd sung nguy co giy
xuong va giam mat d6 khoang cua xuong [8].
Ngay 18/05/2016, FDA canh bao nguy co ct
cut chan va ban chan (chu yéu 1a ngén chan)
vdi canagliflozin. Nam 2016, EMA ciing da
dua ra thong tin nay. Tuy nhién thang
02/2017, EMA dua ra canh bao nay cho ca 3
thudc trong nhom goém: Canagliflozin,
empagliflozin  va  dapagliflozin.  Ngay
16/05/2017, FDA xac nhdn nguy co cét cut
chan va ban chan (chil yéu 1a ngén chan) véi
canagliflozin. Dén thang 07/2017, FDA yéu
ciu dua thong tin ndy vao td nhén thudc cia
canagliflozin [3], [7], [11].

Ngay 14/06/2016, FDA tang cuong canh bao
vé nguy co ton thuong than cdp do
canagliflozin va dapagliflozin. Chua cé canh
bao vé nguy co niy véi empagliflozin. Thim
chi, nghién citu EMA — REG — OUTCOME
con khing dinh empagliflozin lam giam dang ké
tién trién bénh than & nhom déi tuong bi dai
thao duong c6 nguy co tim mach cao [5], [10].
Chi phi — Hi¢u qua

La thuéc méi, nén gia thanh cua cac thude tc
ché SGLT — 2 con twong ddi cao. Tuy nhién,
c4c phan tich cho thdy SGLT - 2 rat hiéu qua
va chi phi thip khi so sanh véi sulfonylurea
hodc DPP — 4 I khi dung ¢ li¢u phép hang thi
2 va th 3 & bénh nhan dai thao duong typ 2.
Céac nghién ctu ciing chi ra rang khi duoc
thém vao liéu phap 2 thudc udng didu tri dai
thao duong, canagliflozin thdm chi con co
hi€u qua hon insulin NPH [4].

Twong lai

Hién nay, ngoai 3 thudc trén, c6 nhiéu thube
rc ché SGLT -2 dang trong giai doan thir
nghiém 1am sang hodc chd cdp sb dang ky.
Vi hiéu qua nhu hién tai, nhém thudc nay co
mot twong lai déy htra hen. Hién nay, da co
nhiing biét dugc phdi hop thude trc ché SGLT

6

— 2 v6i metformin hodc linagliptin va cho két
qua diéu trj tot. Mic du nhom thude nay chua
dugc FDA phé duyét cho diéu tri dai thao
duong typ 1, nhung méi ddy mot nghién ctru
tong quan hé théng da chi ra rang:
Canagliflozin, empagliflozin va dapagliflozin,
khi két hop véi insulin, déu cho két déu giam
HbAlc (dén 0,49%), giam liéu insulin hang
ngdy, va lam giam can ning (dén 2,7 kg).
Diéu d6 chi ra tiém ning cua sy két hop giira
insulin va thudc trc ché SGLT2 d¢ cai thién
diéu chinh duong huyét ma khong lam ting
nguy co ha dudng huyét, dic biét trén bénh
nhan déi thao duong typ 1 [1].

KET LUAN

Nhom thude tre ché SGLT — 2 1a mot nhom
thudc méi, tuy nhién to ra co6 hidu qua va
dung nap t6t khi dung don tri va ké ca khi
dung két hop voi thude ha glucose mau khac
0 bénh nhan dai thdo duong typ 2. Nhom
thudc nay c6 mot twong lai ddy hira hen. Tuy
nhién, can thém thoi gian dé danh gia mot
cach chinh xac vé hiéu qua va do an toan.
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UDATING ABOUT SGLT -2 INHIBITORS IN TREATING DIABETES
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SGLT - 2 inhibitors are new drugs that have been recently approved by FDA ((U.S. Food & Drug
Administration) for treating type 2 diabetes. In clinical trials, these drugs have demonstrated their
effects in lowering blood glucose level as well as HbAlc. In addition, they also have reduced
weight, systolic blood pressure and blood uric acid. Nevertheless, there have been some common
adverse effects of these drugs, like genital mycotic infection, urinary tract infection, osmotic
diuresis and volume depletion. Recently, FDA and EMA (European Medicines agency) have
showed some warnings associating with common adverse effects of these drugs. SGLT — 2
inhibitors have been proven that they not only can be used in type 2 diabetes, but also have
potential in combining with insulin in type 1 diabetes. However, researchers need more time to
evaluate exactly about effects and safety of these drugs.

Key words: Diabetes, SGLT — 2 inhibitors, empagliflozin, dapagliflozin, canagliflozin
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