Tap chi “Néi tiét va Pai thdo dwong”

S6 32 - Nam 2018
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TOM TAT

Kiém soat dudng huyét téi wu trén nhing
bénh nhén dai thao dudng miéc bénh than man
1a rit quan trong dé lam giam thleu nguy co
bién ching ciing nhu giam tlen trién cia
bénh. Tuy nhién, cac lua chon vé thudc lam
giam dudng huyét trén déi tuong bénh nhén
nay kha han ché boi nhidu thudc di dugc dén
nhin cin than trong, giam lidu hodc khong
nén st dung trén bénh nhan c6 bénh than
man. Nhém thudc méi SGLT2i véi co ché tac
dung phu thudc vao néng do dudng trong
méu va murc loc ciu than, nén hiéu qua giam
duong huyét cua thudcciing giam di & nhiing
bénh nhén c6 ton thwong than & muc trung
binhvéi d6 loc cau than udc tinh eGFR tir 30-
59 ml/phut/1,73m> Céc nghién ciu trude d6
cho thidy tic dung ha HbAlc cua
dapagliflozin xuét hién & bénh nhan suy théan
man giai doan 3A nhung khong xuét hién &
bénh nhan suy th&n man giai doan 3B. Do
vdy, nghién ctu DERIVE dugc tién hanh
nham danh gia hiéu qua va tinh an toan cua
dapagliflozin 10mg & bénh nhan DTD tip 2 c6
bénh than man giai doan 3A (eGFR tu 45-
59ml/phut/1,73m?) dé c6 thém nhimg hiéu
biét vé str dung dapagliflozin trén bénh nhan
DTD tip 2 c6 bénh thdn man. Muc tiéu:
Nghién ctu ndy nham danh gia hiéu qua va
tinh an toan cua dapagliflozin 10mg (la mét
thudc tc ché chon loc kénh dong van chuyén
Natri-Glucose) so voi gia dugc trén bénh
nhén miéc di thdo duong (PTD) tip 2 kém
tén thuong than muc trung binh (dd loc cau
than wéc tinh (eGFR) 45-59 ml/pht/1.73 m*:
bénh than man giai doan 3A). Phwong phdp:
bay la nghlen ctu pha 3, ngau nhién k1eu 1:1,
mu doi, gitta hai nhém bénh nhan mac DTD
tip 2 chua kiém soat dwgc duong huyét
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(HbAlc tr 7.0%-11.0%). Bénh nhan dugc
phin ngiu nhién mot nhém st dung
dapagliflozin 10mg ngay 1 1an (n = 160) va
nhom st dung gia dugc (n = 161) voi thoi
gian theo ddi 13 24 tuan. Tiéu chi chinh cia
nghién ciru 1a sy thay d6i HbAlc & tudn thir
24 so v6i thoi diém bat ddu nghién ctu. Két
qud: Tai tuan 24, dapagliflozin giup lam giam
c¢6 y nghia thong ké HbA1c0,34% [95% CI],
[-0.53, -0.15], p < 0,0001), can nang
giam1,25kg [CI 0.95], [ -1.90, -0.59], p <
0,001), duong huyét d6i giam0,9 mmol/l
[95%CI1], [-1.5 , -0.4], p = 0,001) va huyét ap
tam thu giam 3,1 mmHg [95%CTI], [ -6.3 ,
0.0], p_< 0,05). O tuan 24, so véi thoi dlem
bat dau nghlen ciu, eGFR cua nhém
dapagliflozin giam nhiéu hon nhém chimg 1a
2,49 ml/min/1, 73m [-4,96, —0,02]). Tuy
nhién, eGFR tr¢ vé gia tri ban dau tai tuan 27
(3 tuan sau diéu tri) (0,61 mL/min/1.73 m2
[-1,59, 2,81]). Khong thiy cé ting vé céc
bién co ngoai ¥ khi so sanh dapagliflozin véi
nhom chimg (41,9% so v&i 47,8%) hay bién
c¢b ngoai y nghiém trong (5,6% so véi 8,7%).
Khong c6 bién ¢ nao vé giy xuong, doan chi
hodc nhi®m toan ceton dwgc bao cdo. Két
Iudn: Két qua cua nghién ctu nay cang cb dix
liéu vé loi ich/nguy co cua dapagliflozin trong
viée diéu tri BN DTD tip 2 kém bénh than
man giai doan 3A.

Chiu trach nhiém chinh: Nguyén Thi Thu
Huong

Ngay nhan bai: 01/10/2018

Ngay phan bién khoa hoc: 10/10/2018
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1. GIOI THIEU

DTD 1a mot yéu td nguy co ciiabénh than
man'. Tinh trang dai thdo dudng ting lén toan
cau dan t6i sy gia tang ty 1é méc bénh than
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man, vdi trén 35% bénh nhan dai thdao duong
trén 20 tudi c6 kém bénh than man’. Kiém
soat dudng huyét tdi uu trén nhiing bénh nhén
dai thao duong nay la rit quan trong dé lam
glam thleu nguy co bién chung ciing nhu
giam tién trién ctia bénh than man’.

Tuy nhién, cac lya chon vé thude lam giam
duong huyét trén doi twong bénh nhan nay
khé han ché béi nhidu thude da dugc dén
nhdn can than trong, giam lidu hoic khong
nén st dung trén bénh nhan cd bénh than
man3’5

Hon nita, cdc bénh nhan méic bénh than
man thuong c6 nguy co gia tﬁng bién ¢b ha
duong huyet nghiém trong, nén cac liéu phap
diéu tri co nguy co gy bién cb ha duong
huyét cao®®, s& khong pht hop. Do do, cén
cac ¢ cac liéu phap dleu tri méi dé c6 thé
dem lai nhimng két cuc t6i uu hon cho nhimg
d6i tuong bénh nhan nay.

Dapagliflozin 1a mét thudc e ché chon
loc kénh dong van chuyén Natri-Glucose 2
(SGLT2) cé tic dung tang thai glucose ra
nude tiéu, nho vay lam giam duong huyét doc
lap vé6i insulin va chiic ning té bao beta’.
Dapagliflozin ciing gitip giam huyét 4p va
giam can®™', va it ¢6 nguy co gy ha duong
huyét. Hon nira, cc thude thudc nhém e ché
SGLT2 ciing cho thay loi ich trén tim mach
va than'*",

Co ché tic dung cua dapagliflozin phu
thudc vao ndéng d6 dudng trong mau va mirc
loc cau than (GFR)”, nén hi€u qua giam
duong huyét cia thudcciing giam di & nhiing
bénh nhéan c6 tOn thuong than & muc trung
binh'® (véi d6 loc ciu than ude tinh eGFR tir
30-59 ml/phut/1,73m? [suy thian man giai
doan 3]) 1a két qua cua viéc giam luong
duong qua cau than.

Theo Kohan va cong su cho thiy khong co
su cai thién dang ké vé kiém soat duong
huyét cua dapagliflozin trén ddi tuong bénh
nhan nay (HbAlc thay ddi so véi ban dau:
dapagliflozin 5 mg (—0.41%), dapagliflozin
10 mg (—0.44%)va nhém chimg (—0.32%))™.

Tuy nhién, lgi ich trén cén nang (thay doi
tai tudn 24 so v6i ban dau: dapagliflozin 5 mg
(—1,34kg), dapagliflozin 10 mg (—1,72kg) va

nhom chimg (0,68kg)); va huyét 4p tim thu
(SBP) (thay doi tai tudn 104 so véi ban dau:
dapagliflozin 5 mg (-0,25 mmHg)
dapagliflozin 10 mg ( 2,51 mmHg) va nhom
ching (4,14 mmHg))"®. Ciing can chi y rang
tac dung giam HbAlc cia dapagliflozin xuat
hién ¢ bénh nhan suy than man giai doan 3A
nhung khong xuat hién & bénh nhan suy than
man giai doan 3B.

Do d6, dé c6 thém nhitg hiéu biét vé sir
dung dapagliflozin trén bénh nhan BTD tip 2
c6 bénh than man, nghién ciru nay da duogc
tién hanh nham danh gid hiéu qua va tinh an
toan cua dapagliflozin 10mg & bénh nhén
DTD tip 2 ¢6 bénh than man giai doan 3A
(eGFR tir 45-59ml/phut/1,73m?).

2. PHUONG PHAP

2.1. Thiét ké nghién ctru

D4y 1a mot nghién ciru pha 3, da quic gia,
ngau nhién, mu d6i, hai nhém nghién ciu
song song, ddi chimg gia dugc dé danh gia
tinh hi€u qua va an toan cua dapagliflozin trén
bénh nhan mic DTP va suy than man d¢ 3A
(eGFR 45-59 ml/phut/1,73m? (theo cong thirc
tinh MDRD))".

Nghién ctru dugce tién hanh trén 88 trung
tam nghién ctu tai M¥, Canada, Bulgaria,
Cong hoa Séc, Ba Lan, Tay Ban Nha va Thuy
Dién.

Bénh nhan dugc phan nhém ngau nhién
(1:1) vao nhém st dung dapagliflozin 10mg
hodc gia duoc trong 24 tuan. Nghién ctru bao
gdm 2 tudn sang loc, 4 tudn sir dung gia duoc
mu don trudc nghién ciru, 24 tuan diéu tri mu
d6i va 3 tuan theo ddi sau nghién ctru.

2.2. Déi twgng tham gia nghién ciru

Bénh nhan nam va nit tudi tir 18 dén 75,
d3 dugc chuan dodn PTD tip 2 it nhat 12
thang, chua kiém soat duong huyét (HbAlc
>7.0% va <11.0% tai thoi diém sang loc) va
BMI tir 18 dén 45 kg/m? tai lan tham kham
dau tién, dang dugc diéu tri PTD chi bang
ché d6 an kiéng va tap luyén hodc két hop véi
cac thude vién ha dudong huyét (trir thude te
ché SGLT2) va/hodc cac loai insulin c6 suy
than man giai doan 3A (eGFR 40-65
ml/phut/1,73m? tai 1an tham kham dau tién dé
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dua vao giai doan chuan bi va eGFR 45-59
ml/phut/1, 73m? tai lan tham kham 1,2 hogc 3
dé dua vao phan nhém ngau nhién).

Bénh nhén s& dugc loai trir néu ¢ tién sur
tang huyét ap nang khong kiém soat, mot s6
bénh tim mach trong vong 3 thang trudc sang
loc (bao gdm nhdi mau co tim, phau thuat tim
hodc tii thong mach méu, dau thit ngyc
khong on dinh, suy tim d6 4 NYHA, con
thiéu mau thoang qua hoac bénh mach méu
ndo, loan nhip khéng 6n dinh hodc chua duoc
chuén doan), hoac mot sb bénh vé than (chtre
ning than suy giam nhanh chéng tir lan tham
kham 1 dén 3, bénh thantdi phatngoai bénh
than do DTD, ghép than, chay than hoac thAm
phéan.

2.3. Can thi¢p

Bénh nhéan DTD tip 2 duoc phan nhém
ngau nhlendapaghﬂomn 10 mg 1 lan/ngay
hoac gia duoc, uéng vao budi sang cung voi
céc diéu tri thong thudng,

Céc thudc diéu tri dai thao duong dudng
udng (ngoai nhém e ché SGLT2), insulin
(ngoai insulin téc dung nhanh/ngén) cac
thuoc diéu tri tang huyet ap, cac thude diéu tri
r01 loan m& mau va cac thuoc chong két tap
tidu cau duogc chap nhan néu lidu su dung
khong thay d6i trong sudt thoi gian diéu tri 24
tuan.

Nhitng bénh nhan khong kiém soat dugc
duong huyét trong thoi gian diéu tri 24 tuan
d6, véi dinh nghia dudng huyét doi > 13.3
mmol/L trong tudn 4-12 hodc dudng huyét
d6i > 11.1 mmol/L trong tuan 12-24, duoc
dung thém thuéc ha duong huyét trén nén
thudc dang diéu tri trong nghién ctru. Thudc
ha duong huyét do co thé 1a bat cir thude diéu
tri dai thio dudng nio ngoai trir nhém thude
tic ché SGLT2.

Céc lan tham kham bao gdm: giai doan
tuyén bénh (tuan -6), giai doan dau vao (tuan -
4, -1), phan nhém ngau nhién (tuan 0), diéu tri
mu doi (tudn 1, 4, 12, 24) va giai doan theo doi
(tudn 27). HbA1C duge ghi vao cac thoi diém
tudn -6, 0, 4, 12, 24, 27. Can nang va huyét ap
tam thu dugc ghi vao cac thoi diém tuén -6, -4,
-1, 0, 1, 4, 12, 24, 27. Puong huyét doi duoc
ghi vao céc tuan 0, 4, 12, 24, 27.
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2.4. Tiéu chi nghién ciru

Tiéu chi chinh 13 su thay ddi cia gia tri
trung binh HbA 1C ban dau va & tudn 24. Tiéu
chi phu bao gém: sy thay doi gid tri trung
binh cua cin nang, duong huyét d6i va huyét
ap tam truong khi ngoi gitra thoi diém ban
dau va tuan 24.

Tiéu chi kham pha: ty 1¢ bénh nhan dat
dugc HbA1C < 7% & tuan 24, su thay doi so
ban dau vé ty sb albumin/ creatinin  ni¢u
(UACR) ¢ tudn thir 24, sy thay doi cua acid
uric mau lac doi so véi ban dau & tuén tha 24,
s6 lugng bénh nhén phai dung thém thudc ha
duong méu sau khi khong duy tri duoc kiém
soat dudng mau day du trong 24 tuan.

Dénh gia cac bién cb bét loi (AEs), cac
bién cb bt lgi nghiém trong (SAEs) bao gdm
nhiém trung dudng tiét niéu va sinh duc, giam
thé tich, suy than, gy xuong va nhiém toan
ceton do dai thao duong (DKA); su thay doi
gia tri trung binh ciia nhip tim lic ban dau va
& tudn 24, thay d6i gia tri trung binh cia
eGFR lic ban dau va & tudn 24 va sau 3 tuan
theo doi sau diéu tri; ty 1¢ bénh nhan dimg
diéu tri thudc nghién ctru do suy giam chic
nang than ndng hon, dinh nghia dya trén xac
nhén gia tri eGFR 30 mL/phut/1.73 m* sau 24
tudn; sy thay d6i gia tri trung binh cua
hematocrit ltic ban dau va tudn & 24; va thay
dbi gia tri trung binh cia bicarbonate lic ban
dau va tuan & 24,

Ty 1¢ bénh nhan c6 hién tuong ha duong
huyét va tin suat xuit hién ha duong huyét
ciing dugc dénh gid. Ha duong huyet nang
dugc dinh nghia 13 triéu ching can sy hd trg
bén ngoai do su suy giam nghiém trong vé
nhan thtrc hodc hanh vi, vdi gid tri glucose
trong huyét twong hoic trong mao mach < 3.0
mmol/L va hoéi phuc nhanh sau khi ding
glucagon hoac glucose.

Ha duong huyét nhe duoc dinh nghia véi
gia tri glucose trong huyét twong hodc mao
mach < 3.5 mmol/L va khong cé céac tri€u
chimg mb ta trong tinh trang ha dudng huyét
nang. Cic muc do khic cua ha dudng huyét
dugc dinh nghia 1a cac hién tuong duoc bao
cao vién bdo cao nhung khong gap cac ti€u
chi danh gia ca ha dudong huyét nang va nhe.



Tap chi “Néi tiét va Pai thdo dwong”

S6 32 - Nam 2018

3. KET QUA
3.1. Bénh nhan

Nghién ciu dugc tién hanh tir ngay
15/6/2015 dén ngay 7/11/2017. Tong sb 321
bénh nhan dugc phan nhém ngiu nhién vao
nghién ctru: 160 trong nhom dapagliflozin 10
mg va 161 trong nhém gia dugc (Hinh SI).
Hau hét bénh nhan hoan thanh nghién ctu,
(156 bénh nhan [97.5%] nhom dapagliflozin
va 154 bénh nhan [95.7%] nhém gia duoc),
cling nhur hoan thanh 24 tuan diéu tri mu doi
(129 bénh nhan [93.1%] nhom dapagliflozin
va 146 bénh nhan [90.7%] nhém gia dugc).
Pic diém nhan chung hoc va cac dac diém
ban dau gitra 2 nhém bénh nhan 14 twong ddng
(Bang 1).

3.2. Tiéu chi nghién ctru chinh

Dapaglifolzin cai thién ro rétHbA1C sau
24 tuan diéu tri, trong khi d6 khong cé thay
d6i ¢6 y nghia thong ké véi gia duoc (Hinh
1A). Sy thay dbi gia tri trung binh da hidu
chinh so véi thoi diém ban dau va twan thir 24
(95%CI)é nhom dapagliflozin 1a -0.37% (-
0.56, -0.18) va 6 nhém gia dugce 1a -0.03% (-
0.22, 0.16). Khac biét gitra dapagliflozin va
gia dugc 1a -0.34% (-0.53, -0.15); P < 0.001.

3.3. Tiéu chi nghién ciru phu

Dapagliflozin c6 lién quan dén sy giam 16
rét can nang co thé sau 24 tuan diéu tri. Thay
d6i gid tri trung binh da hiéu chinh so véi thoi
diém ban dau va tuan thu 24(95%CI) 1a -3.17
kg (-3.76, -2.58) trong nhém dapagliflozin va
-1.92 kg (-2.51, -1.34) trong nhém gia duogc
(Hinh 1B).

Khac biét gilta nhom dapagliflozin va
nhom gia duogc 1a -1.25 kg (-1.90, -0.59); P <
0.001. Thay d6i phdn traim trung binh
(95%CT) cua can nang ¢ thoi diém ban dau va
tudn the 24 la -3.42% (-4.05, -2.78) trong
nhom dapagliflozin va nhém gia dugc la

TABLE1 Demographic and baseline characteristics [all randomized
patients)

Dapagliffiozin

:'?f*m m:;

Age, years, mean (medlan) 65.3 [&o.0) SE6.2 (68.00
Age categories, n (%)

<45 years &4 (40.0) 46 [28.6)

245 years 96 [80.0) 115(71.49)
Sew, m (%)

bale 91 (56.9) P1(56.5)

Famale 69 (43.1) 70 (43.5)
Race, n (%)

White 141 (881} 140 (87.0)

Black/African Arrerican 11169 1202.5

Aslan 5(3.1 ai5.0

Arrerican Indfan/Alaska nathe 2013 o

Other 1{0.8) 1(0.8)
Ethiniic group, n (3

Hispanic or Lating 33 R0s) 44 (27.3)

Mat Hispanic or Lating 127 [Fe4) 117727
Geographic reglon, n (%)

Marth America &4 [a0.0) Ta47.3

Europe 6 (80.0) E5(52.8)
Welght, kg. rean (50) 2.4 [1468) 883 (162
B, kgfm®, mean (SO 325047 316 (5.00
eGFR, mL/min/1-73 m™, 53.3(8.M 53.6 (10.8)

mean (50}
UACR mg/g. median [range] 235(27-5852.00 29.0(3.8-8474.0)
Dwration since T2D diagnosis, 14.3(8.1) 14.5 [B.3)

mean, years (SO}
HbAle, %, mean (50) 8.33 [1.08) 8.03 (1.08)
HbAlc by category. n (%)

=B 61 [38.1) 23(578)

=8 to <¥ 56 (35.0) 40 (24.8)

29 to <10 29 (181) 19(11.8)

=10 14 [8.8) 2i5.6)
FPG, mmol/L, mean (50) 10137 946300
SEP. mm Hg. mean {50 135.7 [14.5) 1350 [15.8)
Glucose-lowering treatrment,

n (%]

Insufin 80 (5000 BO(49.7)

retformin 111 {94} 103 (64.00

Sulphonylures &4 {400} &7 [41.8)
Antihypertensive treatment,

n (%]

ACE inhibitor/ ARE 137 [85.8) 132 (B2.00

Diuretics &7 [ML%) &B (422

Beta blockers 59 (365) 7478

Other antihypertensive H{131) 20(124)

Abbreviations: ACE, anglotensin-converting enzyme; ARB, anglotensin Il
receptor blocker, BMI, body mass indew; eGFR, estimated glomerular
filtration rate: FPG, fasting plasma glucoss; SBP, systolic blood pressure;
S0, standard devatiom: T2D, type 2 disbetes: UACRE  urine
albumin-to-creatinine ratio.

" SBP data are based on the full analysis st {n = 158 for dapagliflozin,
i = 141 for placebo): all other data are based on all randomized patients.
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(a) (B) TABLEZ Safety summary {safety analysis set)
w Bapagilfozin 10 mg {Na158} 57 = Dapaglfiozin 10 mg (Ne159)

] = oo 10 g - Placebo (Na1i1) Dapaglifiozin 10 Placebo
E; > = Placabo (Na161) Eg N = 160) me N = 141)
§'§ ; EE i AEs
ji 4 : } E;« Any AE £7(419) 77 [47.8)
gg K \%\4}—_/} E;a Ay redated AE 17 (10.8) 1082
<1 Difference vs placebo: 0.34% (85% G -0.53, -0.15), P<0.001 ig Difference v placeba: -1.25 kg (85% C1 -1.90, -0.59% P < 0.001 Any AE lzading to discontinuation 319 3{1%)

e 1 1 20 IR 12 2 Death a 0
Time (weeks) Time (s i)
o 57 8 @ o | Serlous As
Pacso 158 e 130 Paeba st 1 1 18 Ay serious AE 9 (5.4) 14087
Anvy related serlows AE 1{0.6) i}
L et s T O e oot 0ma pteny Any serious AE leading to 2(13) 2012

= - - Placebo (Ne161) i

L & Placebo {Nu161) EB s discentinuation
i!“ /L\l ég‘ 1] l I AEs of interest
gg . ] 1 cispremimind HE Genital infection 3(L9) 2013
B s ] - Urinary tract infection 41{2.5) &[37
H i SEa
'E e H E - Hypotension/dehydration/ 3{19) o
i’a 16 éi = hypovolaemia

i g [2Merene v placstio: 0.8 mmalL 5% C1-1.5, .41 P+ 0001 b o ierenss va plesebo: -3.1 mm Hi (35% G 5.3, 0.0); P<0.05] Bgi i o 0k Fn

3 H T = I 2 u nal impalrment/fa
Time (weeks) Time {weeks)
Dopacatan 154 15 4 135 Dasagmecn 158 158 15¢ i - Bane fractures a i}
Packo 15 1% 1ar s Paccbo 161181 15T - 145 DA o 0

FIGURE1  Adjusted mean change from baseline (95% Clf in A, HbA1c: B, body weight; C, FPG: and D, Seated SBP, over 24 weeks (full analysis

set). A, Mean baseline HbA1c (SD), 8.35% (106} with dapagiifiozin and 8.03% (1.09) with placebo; adjusted mean change from baseline in HbATe
at Week 24 (95% CI), -0:37% [-0.56, ~0.18) with dapaghifiozin and ~0.03% (~0.22, 0.14) with placebo. B, Mean baseline body weight [SD), #2.51
{16.73) kg with dapaglifiozin and 88.30 (16.23) kg with placebo; adjusted mean change from baseline at Week 24 (95% CI), -3.17 kg (-3.76,

~2.58) with dapagiifiozin and -1.92 kg i-2.51, -1.34) with placebo. C, Mean baseline FPG (SD). 10.2 (3.7) mmol/L with dapaglifiozin and 9.6 (20}

Mon-serous AEs were included up to the last day of doubde-blind treat-
ment plus 4 days Serlous AEs were included up to the last day of
double-blind treatment phus 30 days. Includes data after rescue. Abbrevia-
tions: AE, adverse event; DEA, diabetic ketoacidasis.

mmol/L with placebo; adjusted mean change from baseline at Week 24 (95% Cl), 1.2 mmol/L (-1.8, -0.6) and -0.3 mmol/L (-0.8, 0.3) with
placebo. (D) Mean baseline seated SBP (SD). 135.7 (14.6) mm Hg with dapagiflozin and 135.0 (15.6) mm Hg with placebo: adjusted mean change
from baseline at Week 24 (95% CI), 4.8 mm Hg (-7.7. - 1.8) and - 1.7 mm Hg (4.6, 1.3} with placebo. CL confidence interval: FPG, fasting

plasma glucose; SBP, systolic blood pressure; SD, standard deviation

-2.02
% (-2.66, -1.38). Khac biét gilta hai nhom
(95%CI) nay la -1.43% (-2.15, -0.69); P <
0.001.

Sau 24 tuan, dapagliflozin cai thién duong
huyét d6i mot cach c6 y nghia khi so sanh véi
gia dugc. Thay ddi gid tri trung binh hiéu
chinh (CI95%) & thoi diém ban dau va tuan
24 cia la -1.2 mmol/L (-1.8, -0.6) vdi
dapagliflozin va -0.3 mmol/L (-0.8, 0.3) voi
gid dugc (Hinh 1C). Khéic biét gitta
dapagliflozin va gia dugc l1a -0.9 mmol/L (-
1.5,-0.4); P=0.001.

Dapagliflozin giam huyét ap tim thu khi
ngdi mot cach c6 y nghia khi so sanh véi gia
dugc sau 24 tuan diéu tri. Thay doi gia tri
trung binh hiéu chinh so véi thoi diém ban
dau va tuan 24 (CI 95%) la -4.8 mmHg (-7.7,
-1.8) & nhom dapagliflozin va -1.7 mmHg (-
4.6, 1.3) 6 nhém gia dugc (Hinh 1D). Khac
biét gitra dapagliflozin va gia dugc 1a -3.1
mmHg (-6.3, 0.0); P < 0.05.

3.4. Tinh an toan

Dapagliflozin dung nap tot va cac bién cb
bét loi twong duong véi nhém gia duoc, véi
s6 lugng cac bién cb bat loi it hon nhém gia
dugc(41.9 % so vai 47.8%) va cac bién cb bat
loi nghiém trong (5.6% so vdi 8.7%) (Bang
2). Ty 1& cac bién c¢6 bét loi dan tdi ngimg
diéu tri thudc nghién ctu ciing twong duong
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gitta nhom dapagliflozin va nhéom gia dugc
(1.9% ¢ ca hai nhom).1 bénh nhan ¢ nhom
dapagliflozin c6 gid tri eGFR la 30.3
mL/phut/1.73 m* dugc nghién ctru vién bédo
c4o 1a mot bién cb bét loi, tuy nhién eGFR vé
lai gi4 tri ban dau sau khi ngimg thudc nghién
ctru. SO bénh nhén trong nhém dapagliflozin
va nhom gia dugc co ty 1€ tuong duong nhau
vé nhiém tring duong tiét niéu (2.5% so véi
3.7%) va nhiém trung duong sinh duc (1.9%
so voi 1.2%) (Bang 2).Mot sb bién cb bat loi
vé ha huyét ap/ mat nudc/ giam thé tich tuan
hoan (1.9% so vdi 0.0%) va suy than (0.6%
so voi 1.2%) tuong tmg ¢ nhdm dapaglifozin
va nhom gid dugc dugc bdo céo. Khong cod
bién cb bat loi v& gy xuong, phau thuét hoic
nhiém toan ceton do dai thido dudong (DKA)
va khong cé bénh nhan nao bi ting men gan
hodc co cac bién cb bat loi lién quan dén gan.
Khong c6 thay dbi co y nghia vé nhip tim khi
ngdi & tuan 24 (so véi thoi diém ban dau [do
léch chuan SD], —0.2 [8.9] bpm ¢ nhém
dapagliflozin [gia tri ban dau, 73.1 bpm] so
voi —0.2 [8.8] bpm & nhém gia dugc [gia tri
ban déu, 73.7 bpm)).

Ty 1& bénh nhan bi ha duong huyét tuong
tu gitta nhdm dapagliflozin va nhém gia dugc
(12.5% so véi 13.7%), da sb gip trén cac
bénh nhan dang dung insulin (8.8% so vdi
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11.8%) (Bang 3). Khéng c¢6 bénh nhan nao
dimg thudc nghién ctru do ha duong huyét

TABLE 3 Surmmary of hypoghycaemia events (safety analysis set)

Dapaglifiozin 10 meg N = 160)

ciing nhu khong ¢6 bién cb ha dudong huyét
nghiém trong nao dugc ghi nhan.

Patients, n (%)
Total 20 (125)
Major i}
Mimor 12 (7.5)
Cither &(5.00
Insulin-based total 14 (B.8)
Major i}
Pinor (5.8
Other 5031
Metformin-based (oral & 138
Major a
Binor 39
Other 317
Sulphorylurea-based Lotal a
Thiazolidinediones-hased totsl a
Ciher tatal a

Placebo [N = 161)
Ewvents, Patients, m (%] Events, n
44 22137 62
o 4] o
34 16 [3.9) 53
10 &[37 9
27 17(11.8 53
o 0 o
21 13(8.1) i
& &(3.7 9
17 il® 9
o 1] o
13 TN ] ]
4 1] a
o 1] 1]
o a 1]
o L] o

Hypoglycaemia events wene included up to the kst day of double-blind treatment phes 4 days. Inchudes data after resows,

Sy giam eGFR so véi thoi diém ban dau
Ién hon & nhom dapagliflozin, so sanh véi
nhém gid duoc sau 4 tudn (khac biét véi
nhom gia dugc [CI 95%], —4.90 mL/phut/1.73
m? [-6.73, —3.07]), sau 12 tuan (khac biét vdi
nhom gia duoc [CI 95%], —4.75 mL/phut/1.73
m? [-6.98, —2.52] va sau 24 tuan (khéc biét
voi nhom gia dugc [khoang tin cay 95%],
—2.49 mL/phut/1.73 m? [-4.96, —0.02]) (Hinh
2).

Véi dit liéu thu nhan sau 3 tuan két thic
diéu tri, eGFR quay lai gi4 tri ban dau ¢ tuan
(khac biét voi nhom gid duge [khoang tin cdy
95%], 0.61 mL/phut/1.73 m? [—1.59, 2.81])
(Hinh 2). Mot bénh nhan trong nhém
dapagliflozin c¢é suy giam chic ndng than
nang hon, dinh nghia dya trén xac nhan gia tri
eGFR < 30 mL/phut/1.73 m’ nhung eGFR
trd lai gia tri ban dau sau khi ngimg thudc
nghién ctru. Ca nay duge bao céo 1a mot bién
¢d bét 1oi.

Sy thay d6i trung binh ctia haematocrit (d6
1éch chuén) ¢ thoi diém ban dau va tuan 24 1a
2.5% (2.9) va 0.3% (3.1) twong ung v4i nhdm
dapagliflozin va nhom gia dugc, va thay doi
bicarbonat (d6 1éch chuin) ¢ tuan 24 tuong
ung 1a —0.40 (2.52) mmol/L va 0.43 (2.51)
mmol/L.

4. BAN LUAN

Trong nghién cuou nay, dapagliflozin cai
thién 13 rét (c6 y nghia thong ké) viéc kiém
soat duong huyét, can ning, va huyét ap tim
thu sau 24 tuan ¢ bénh nhan dai thio dudng
tip 2 c6 bénh thin man giai doan 3A, véi dit
liéu an toan phu hgp véi cac thong s6 dugc
thiét 1ap cho diéu tri nay.

Su giam HbAlc so véi gid dugce 1a-0.34%
duogc ghi nhan & tuan 24, mirc giam thap hon
0 nhitng bénh nhan c6 chic nang thén binh
thuong,**? gan gidng v6i mot phén tich post
hoc cia Kohan va cong su. 3 Mue d6 gidm
HbAlc trong nghién ctru hi¢n tai cling tuong
tw nhimg gi quan sat duoc ¢ cac thude e ché
SGLT2 trén bénh nhan bénh th&n man giai
doan 3. >

Loi ich lién quan dén giam trong luong co
thé va giam huyét ap tam thu doc 1ap véi chiic
nang than, phu hop véi cac bao cdo trude day
vé loi ich diéu tri cua dapagliflozin. '
Petrykiv va cong su da bao cdo su giam trong
luong co thé va huyét ap tim thu khi dung
dapagliflozin 10 mg khong lién quan dén
chttc nang than ban du, xay ra cung vdi su
tang heamatocrit va gidam UACR, eGFR,
bicarbonat va acid uric.” Pang chu y 1a su
giam huyét ap tdm thu khi ding dapagliflozin
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quan sat dugc trong nghién ctru nay khéng
lién quan vé6i sy thay doi nhip tim. Cac
nghién ctu trude day chi ra rang nhip tim khi
nghi ngoi cao hon va bién thién nhip tim thip
hon 1a 2 yéu t6 nguy co cia bénh than giai
doan cudi (ESRD) va nhap vién lién quan vdi
bénh than man tinh.”® Cac phéac dd diéu tri dai
thao duong co hi¢u qua giam trong lugng co
thé va huyét ap tdm thu ma khong anh huong
dén nhip tim cé thé dic biét co gia tri trong
quan thé nghién ciru nay.

Diéu tri SGLT2 c6 lién quan dén su giam
thoang qua gia tri eGFR va c6 thé hoi phuc
sau khi dimg diéu tri. ¥’ Céc két qua tir
nghién ctru hién tai phu hop véi cac két qua
lién quan vdi nhitng bénh nhan cé chic nang
than binh thuong hodc gan nhu binh thudng,
diéu tri dapagliflozin c6 lién quan véi viée
giam eGFR va su 6n dinh lau dai cua eGFR."
Thu vi 13, trong nghién ciu nay, c6 mot xu
hudéng hoéi phuc eGFR vé gia tri ban déu &
tuan 24, tuong tu voi nhitng gi quan sat duoc
trén nhimg bénh nhén cé chlitc nang binh
thuong. Dapagliflozin ciing c¢6 lién quan dén
viée giam UACR sau 24 tuan & nhiing bénh
nhan ¢6 UACR ban dau > 30 mg/g va khic
biét c6 y nghia so vdi nhom gia duogc tai thoi
diém cu thé nay. Sy giam UACR phu hop véi
cic quan sat trudc ddy cé lién quan dén
dapagliflozin.®®

Céc bién cd bat loi gan nhu twong tu giita
c4c nhém trong nghién ctu ndy. Tan s§ cua
ha dudng huyét, nhiém tring dudng tiét niéu
va nhiém trung duong sinh duc la twong
duong gitta cac nhom diéu tri va khong co
hién twong nhiém toan ceton do dai thao
duong (DKA), ting men gan hoac cac bién cb
bét loi lién quan dén gan dugc bao cdo. Hon
nita, khong ¢ bién cb vé giy xuong hodc
phdu thuat dugc bao céo trong sudt nghién
ciru nay, phu hop véi cac nghién cuu trude
day, 20

Céc han ché cua nghién ctru nay bao gém
thoi gian nghién ciu qua ngén, khong dénh
gia dugc cac hi€u qua lau dai cua
dapagliflozin. Ngoai ra, da sé bénh nhan 1a
ngudi da tring (> 87%) lam han ché tinh tong
quat cia két qua. Mot han ché tiém tang khac
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la bénh nhan dang mic cac bénh tim mach, ¢6
hién tuong gidm nhanh eGFR, cling nhu
nhimg bénh nhan dang ding mét s§ thudc
diéu tri dai thao duong (vd: chit ddng vén
GLP-1 va insulin tic dung nhanh/ngin) tai lan
tham kham trudc khi phan nhém ngiu nhién
bi loai trir khoi nghién ctu.

Nhu du doan, hiéu qua dudong huyét cua
dapagliflozin thap hon bao céo tir nhimg bénh
nhan c6 chuc nang than binh thuong, phu hop
v6i nhimg nghién ctru vé thude e ché SGLT2
trude day™** va phu hop véi co ché tac
dung cia nhém phu thudc vao GFR valugng
glucose duoc loc."’

Tuy nhién, cac gia tri lam sang cua
dapagliflozin dugc chi ra trong quan thé
nghién ciu nay bao gom su cai thién cd y
nghia thong ké HbAlc va duong huyét doi,
giam trong luong co thé, huyét ap tim thu,
acid uric huyét thanh va UACR.

Cac loi ich lau dai trén than cua
dapagliflozin d6i véi bénh than man tinh dang
dugc kham phé trong mot nghién ctru vé tac
dong trén than dang duoc tién hanh
(NCT03036150; DAPA-CKD). Ngoai ra, 2
nghién ctru 1am sang vé tic dong trén tim
mach ciing dang dugc tién hanh; ¢ lién quan
dén nhimg bénh nhéan déi thao duong tip 2 va
dd méic bénh tim mach hodc nhiéu yéu t6
nguy co tim mach ((NCT01730534;
DECLARE-TIMI 58)31 hodc suy tim man
tinh (NCT03036124; DAPA-HF). Hi¢u qua
va tinh an toan cia dapagliflozin trén nhiing
bénh nhan méc dai thdo dudng tip 2, albumin
ni€u va suy thdn muc d¢ trung binh cling
dang duogc danh gida trong mdt nghién ctru
dang tién hanh (NCT02547935).

Toém lai, nghién ciru nay da chung minh
nhimg cai thién rd rét khi dung dapagliflozin
trén HbA lc, trong luong co thé va huyét ap
tam thu sau 24 tudn diéu tri trén bénh nhan
dai thao duong tip 2 va suy than man giai
doan 3A, ma khong lam tang céc bién ¢ bt
loi hodc bién cb bat loi nghiém trong. Cac két
qua cia nghién ciu nay ung ho hd so vé loi
ich so vdi nguy co mot cach tich cuc cua
dapagliflozin trén nhiing bénh nhan déi thao
duong tip 2 va bénhthan man giai doan 3A.
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