Tap chi “N@i tiét va Dai thao dudng”

S6 46 - Nam 2021

CAPNHAT THUOC PIEU TRI PAI THAO PUONG:
DUOI GOC NHIN DUQC LY LAM SANG

DOI: 10.47122/vjde.2021.46.5

TOM TAT

Muc ti€u cua quan ly Dai thao duong
(DTD) tip 2 1a cung cap phuong phap diéu tri
c4 nhan hoa dé cai thién hiéu qua kiém soat
duorng huyét dé ngin ngira bién chimg va
giam tac dung phu cua thube. Piéu nay duoc
danh gia dya trén goc d6 dugc 1y 1am sang,
thong qua cac thir nghiém ngiu nhién c6 doi
ching phén tich téng hop va cic nghién ciru
quan sat thyc té dac biét la cac nghién cuu &
nhimg bénh nhan c6 nguy co cao bénh 1y tim
mach va than. Sy can bang lgi ich - nguy co
ctia cac thude diéu tri dai thao duong cb dién,
ching han nhu metformin, sulfonylureas va
glitazones da dugc xem xét lai. Viéc cdp nhét
cac thudc ha duong huyét méi da chimg minh
su an toan trén tim mach, tac dung bao vé tim
mach va than. Hi€u qud, tinh an toan cua céc
liéu phap phéi hop va tién bo trong lidu phap
insulin ciling 1a ndi dung duogc dé cap dén.

Tie khoa: dai thao dwong, duoc ly ldm
sang, diéu tri

ABSTRACT
Clinical-pharmacological treatments for
diabetes update
Le Chuyen, Nguyen Thanh Tin
Department of Pharmacy, Hue university of
Medicine and Pharmacy
Hue University Hospital

The aim of type 2 diabetes (T2DM)
management is to provide personalized
treatment to improve glucemia control
efficacy in order to prevent complications
and to reduce the side effects of glucose-
lowering agents. This efficacy is evaluated
based on a clinical-pharmacological
perspective through randomized controlled
trials, meta-analyses and observational real-
life studies, particularly in patient with high
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cardiovascular and renal risk. The benefit-
risk balance of older antidiabetic agent, such
as metformin sulfonylureas and glitazones,
has been revisited. Updates of new glucose-
lowering medications have demonstrated not
only cardiovascular safety but also
cardiovascular and renal protection. The
effectiveness and safety of new combinations
and advances in insulin therapy are also
discussed.
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clinical-

Tu 2020, Hiép hoi Pai thao duong Hoa Ky
(ADA) di dua ra cac bd sung quan trong vé
goc nhin dugc 1y 1am sang trong diéu chinh
duong huyét cho bénh déi thao duong (DTD)
tip 2 trong tai liu “Tiéu chuin chim soc
bTb”.

Dua trén cac bang ching méi, ADA di
khuyén cdo sir dung sém liéu phap phdi hop
thuéc cho DT tip 2 dé lam cham thoi gian
xudt hién khang tri.

Hién ciing c6 cac khuyén céo vé cac thude
dung cho cho bénh nhan (BN) c6 bénh tim
mach do xo virta (BTMDXYV), suy tim, hodc
bénh than man (CKD).

Trong chuyén dé nay, ching t6i xin tom
tat lai cac dic diém duoc 1y cia mdi nhom
thudc ciing nhu cap nhat cac khuyén cao dé
t6i uu viée quan ly DTD tip 2 dya trén cic
bang ching t6t nhat tir cac thu nghiém 16n
gén day dbi véi cac két cuc vé tim mach va
than, diéu kién 1am sang va nhitng wu tién
cua bénh nhan.
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1. KHAI QUAT TiNH CHAT DUQC LY
CUA CAC NHOM THUOC PIEU TRI PTD

1.1. Metformin

La thudc duy nhit trong nhom biguanide
con dugc st dung hién nay; phenformin da bi
cAm dung vi tang nguy co nhiém acid lactic.
Thudc lam giam san xuét glucose & gan, tac
dung tang hi¢u ung incretin yéu. Lam giam
HbAlc khoang 1-1,5%. Liéu thuong dung
500-2000 mg/ngay. Liéu 2500mg/ngay it khi
dung vi tac dung giam glucose huyét khong
tang nhiéu nhung tac dung phu s& nhiéu hon.
Chéng chi dinh: Suy than (eGFR <30
mL/phitt), suy tim ning, cac tinh hudng giam
lwong mau dén té chic (mo) va/hodc giam oxy
dén cac t6 chirc (mé) nhu choang, COPD.
Than trong: khi dung Metformin & BN >80
tudi, nguy co nhidm acid lactic nhu suy thén,
nghién ruou man. Néu DTP méi chan doan da
c6 eGFR <45mL/phut, nén cin nhéic cén than
viéc dung metformin, phai giam liéu khi eGFR
khoang 30-45 mL/phat. Ngung metformin 24h
truge khi chup hinh véi thudc can quang, phau
thuat. Cho BN ubng dii nudc hay truyén dich
dé phong ngira suy than do thudc can quang.
Dung don doc khong giy ha glucose huyét,
khong lam thay ddi can ning / giam cén nhe,
lam giam hap thu vitamin B12 nhung it khi
gdy thiéu mau. Tac dung phu: budn nén, dau
bung, tiéu chay, co thé han ché bing cach
ding lidu thip ting dan, udng sau in hoic
dung dang phong thich chdm. Thubc c6 thé
lam giam nguy co tim mach va nguy co K, tuy
nhién bang ching chua rd rang. Cach dung:
dung trude hodc sau an, khoi dau & liéu thr?ip
va tang lidu din mdi 5-7 ngay dé lam giam tac
dung phu trén duong tiéu hoa.

1.2. Sulfonylurea

Chira nhan sulfonic acid urea, khi thay doi
cAu tric hoa hoc sé tao ra cac ché phém khac
nhau vé hoat tinh. Kich thich té bao beta tuy
tlet insulin. Gén vao kénh kali phu thuoc ATP
nam trén mang té bao beta tuy lam dong kénh
nay, do d6 1am phan cyc mang té bao. Khi
mang té bao beta phan cuc, kénh calci phu
thudc dién thé s& mé ra, calci s€ di vao trong
té bao 1am phong thich insulin tir cac hat du
trlt. Lam giam HbAlc tr 1-1,5%. Tac dung

phu: gy tang cén, nguy co ha glucose huyet
nhat 1a & BN 16n tudi vi c6 hon do BN d& bo
an, an kém va c6 churc nang than suy gidm. Da
s6 cac thudc thai qua than nén can giam lidu
hay ngung thudc khi co suy thén. Néu thube
dugc chuyén héa & gan, can ngung khi c6 suy
té bao gan. Dung trude an 30 phat. Hiéu qua
ha glucose huyet t6i wu cua thudc dat ¢ liéu
bang ntra lidu t6i da cho phép. Can than trong
khi dung lidu cao hon vi c6 thé lam ting tac
dung phu.

1.2.1. Sulfonylurea thé h¢ 1: Tolbutamide,
Chlorpropamide, Tolazamide, hién nay it
dung. Tolbutamide c6 thoi gian ban hity ngn
6-10h, dugc oxy hoa nhanh ¢ gan thanh dang
bat hoat, khong thai qua than. Dung trudc khi
an va c6 thé trude khi di nga. Co thé dung cho
ngudi gia vi thoi gian ban huy ngin. C6 thé
gdy man ngira, va gy ha glucose huyét kéo
dai  khi dung chung véi  warfarin,
phenylbutazone, sulfamide.

Chlorpropamide hién nay it dugc dung do
thoi gian ban huy dai 20h, tic dung manh nhat
4-14h sau khi ubng. Thudc c6 thé giy ha
glucose huyét kéo dai nhét 12 & nguoi gia, do
chirc nang than suy giam. Co tic dung gidng
thudc cai rugu, bénh nhan do bimg mat, nén 61
sau khi uong thudc nay va uong ruou.

C6 thé gay ha Natri huyét vi co tac dung
tang tiét vasopressin. Tolazamide hoat tinh
tuong tu Chlorpropamide nhung khong co tac
dung gidng thudc cai rugu va gitt nude.

1.2.2. Sulfonylurea thé hé 2: dwoc wa
ding hon thuéc thé hé 1.

Glyburide/glibenclamide: Vién 1,25-2,5-
5mg. Liéu khoi dau 2,5mg/ngay, lidu trung
binh 5-10 mg/ngay udng 1 lan budi sang.
Khéng khuyén céo dung lidu 20 mg/ngdy vi
tac dung ha glucose huyet khong tang hon.
Glyburide dugc chuyén hoa ¢ gan thanh chét
dan xuat kém hoat tinh trir khi BN ¢6 suy than.
Tac dung kéo dai 24h sau khi udng nén nguy
co ha glucose huyét cao, nhét 1a & nguoi gia,
suy gan, suy than.

Glimepiride: Ham luong 1-2-4mg. Liéu
khuyén cao 1-8mg/ngiy. Tac dung kéo dai,
thot gian ban huy Sh, c6 thé udng ngay 1 lan
vao budi sang. Pugc chuyén héa hoan toan &
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gan thanh chét it hoat tinh. Chéng chi dinh:
suy than, di ing thudc.

Gliclazide: Ham luong 80mg, tac dung kéo
dai 12h. Liéu khoi dau 40-80mg/ngay, toi da
320 mg/ngay. Dang phong thich chdm c6 ham
luong 30-60mg, liéu khuyén céo toi da 1a 120
mg/ngay. Duoc chuyen hoéa hoan toan ¢ gan
thanh chat dn xuét bét hoat. it gdy ha glucose
huyét hon cic loai sulfonylurea khac va la
thudc thiét yéu dé didu tri DTD cua WHO.

Glipizide: Hién khong luu hanh tai Viét
Nam. Ham lugng 5-10mg. Be thudc phat huy
tac dung ti da sau in, can udng 30 phut trude
an. Lidu khoi dau 2,5-5mg, tdi da 1a 40
mg/ngay nhung liu téi da khuyén dung la
20mg/ngay. Pugc chuyén hoa 90% & gan,
phan con lai thai qua than. Chéng chi dinh khi
c6 suy gan. Thoi gian ban hiy ngén, c6 thé
dung ¢ nguoi gia, suy than nhe. Dang phong
thich cham v&i ham lugng 2,5-5-10mg.

1.3. Glinides

Hién Viét Nam cé Repaglinide ham lugng
0,5-1-2mg. Co ché tac dung twong tu
sulfonylurea, lam giam HbAlc to 1-1,5%.
Pugc hap thu nhanh & rudt, chuyén hoa hoan
toan ¢ gan va thai qua mat, do do thoi gian
ban huy ngan <lh. Lam ting tiét insulin nhanh
nén liéu thuong ding 1a 0, 5-1 mg ubng trudc
cac bira an 15 phut. Liéu tdi da 16 mg/ngay.
Tac dung cha yéu 1a giam glucose huyét sau
an. Lam tang can va c6 nguy co ha glucose
huyét tuy thip hon nhém sulfonylurea. Do
thoi gian ban hiy ngin nén co thé ding &
nguoi gia, khi suy than.

1.4. Thiazolidinedione (TZD hay glitazone)

Hoat hoa thy thé PPARY, ting biéu 16 chét
chuyén chd glucose loai 1-4 (GLUT1 va
GLUT4) giam ndng do6 acid béo trong méu,
giam san suit glucose tai gan, ting
adiponectin va gidm su phong thich resistin tir
té bao md, ting chuyén hoa té bio md kém
biét hoa (preadipocytes) thanh té& bao md
truong thanh. Thubc 1am ting nhay cam véi
insulin & t& bao co, m& va gan. Giam HbAlc
tor 0.5-1,4%. Hién nay tai Viét Nam chi co
Pioglitazone con dugc st dung. Ngoai tac
dung giam glucose huyét, Pioglitazone lam
giam triglycerides 9% va tang HDL 15%. Khi
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ding chung véi insulin, liéu insulin c6 thé
giam duogc khoiang 30-50%. Khong giy ha
glucose huyét néu dung don doc. Thudc lam
phu/tang can 3-4%, khi dung cung véi insulin,
c6 thé tang can 10-15% so v6i mirc nén va
tdng nguy co suy tim. Lam tang nguy co gay
xuong (0 phuy nir), thiéu mau. Gan day c6 mdi
lo ngai rang pioglitazone co6 thé lam tang nguy
co K bang quang nén sur dung can phai hoi k¥
BN v¢é tién st K, dac biét la K bang quang,
kiém tra nudc tiéu tim hong ciu trong nudc
tiéu, nén dung lidu thip va khong nén ding
keo dai.

Dung 1 lan/ngay, khong phu thudc bira an.
Liéu khuyén céo 15-45 mg/ngay. Can theo ddi
chtic nang gan trude khi diéu tri va dinh ky
sau d6. Chdng chi dinh: suy tim do III-1V theo
NYHA, bénh gan dang hoat dong, ALT tang
gap 2,5 gidi han trén cua tri s6 binh thudng.

1.5. Uc ché enzyme a-glucosidase

Thudc canh tranh va trc ché tac dung cua
enzyme thiy phan duong phtrc thanh duong
don, do d6 1am cham hap thu carbohydrat tir
rugt. Giam HbAlc tir 0,5-0,8%. Thuéc chu
yéu giam glucose huyét sau in, dung don doc
khong giy ha glucose huyét. Tac dung phu
chu yéu ¢ dudng tiéu hoa do ting luong
carbohydrat khong dugc hép thu & rudt non
dén dai trang, bao gom chudng bung, day hoi,
di ngoai phan long. Udng ngay trudc dn hodc
ngay sau miéng in dau tién. Bita dn phai c6
carbohydrat. Thudc hién c6 tai Viét Nam:
Acarbose (Glucobay), ham luong 50 mg. Liéu
khoi du tir 25 mg udng ngay dau bita an, 3
lan/ngay.

1.6. Thudc c6 tac dung Incretin

Thudc c6 tac dung incretin lam ting tiét
insulin tuy thuéc mirc glucose va it nguy co gay
ha glucose huyét. Rudt tiét ra nhiéu loai
incretin, hormon & rudt co tac dung ting tiét
insulin sau in bao gdbm glucagon like peptide-1
(GLP-1) va glucose dependent insulinotropic
polypeptide (GIP). Gom 2 loai: thudc dong van
thy thé GLP-1 dang tiém (glucagon like peptide
1 receptor analog- GLP-1RA) va thudc tc ché
enzyme dipeptidyl peptidase-4 (DPP-4i).
Glucagon like peptide 1 1& mot hormon dugc
tiét ra & phan xa rudt non khi thirc dn xudng
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dén rudt. Thudc lam ting tiét insulin khi
glucose ting trong mau, va giam tiét glucagon
& té bao alpha tuy; ngoai ra thudc ciing lam
cham nhu dong da day va phan ndao gy chan
an. GLP-1 bi thoai giang nhanh choéng boi
enzyme DPP-4, do d6 cac DPP- 4i duy tri nong
d6 GLP-1 noi sinh, khong lam ting can va
khong gay ha glucose huyét.

1.6.1. DPP-4i: tc ché enzyme DDP-4,
enzyme thoai giang GLP-1, do d6 lam tang
néng d6 GLP-1 c6 hoat tinh. Lam giam
HbAlc trr 0,5-1,4%. Dung don doc khong
gdy ha glucose huyét, khong lam thay ddi can
ning. Thudc duoc dung nap tét. Hién tai &
Viét nam c6 cac loai: Sitagliptin: vién 50-
100mg uéng. Liéu thuong ding 100 mg/ngay
udng 1 1an, giam dén 50 mg/ngay khi eGFR
con 50-30mL/phat va 25 mg/ngay khi eGFR
con 30 mL/phut. Tac dung phu c6 thé gip 1a
viém hau hong, nhiém khuan ho hip trén, di
ung nglra ngoai da, dau khép. Nguy co viém
tuy cap thay ddi theo nghién clu.
Saxagliptin: vién 2,5-5mg, uéng 1 lan trong
ngay. Liéu giam dén 2,5 mg/ngay khi eGFR
<50 mL/phat. HbA1c giam khoang 0,5-0,9%.
Tac dung phu gém viém hau hong, nhiém
trung ho hap trén, man ngira, di tng, nhiém
trung tiét niéu. Vildagliptin: vién 50 mg,
ubng 1-2 lan/ngay. Giam HbAlc khoang 0,5-

1%. Téac dung phu: viém hau hong, nhiém
trung ho hap trén, chong mat, nhre dau. Co 1
s6 bao cdo vé viém gan khi dung thuoc
Khuyén cao theo ddi chirc ning gan mdi 3
thang trong nam dau tién va dinh ky sau do.
Linagliptin: vién 5 mg udng 1 1an trong ngay.
Giam HbAlc khoang 0,4-0,6% khi két hop
véi sulfonylurea, metformin, pioglitazone.
90% thudc duoc thai khong chuyén hoa qua
duong gan mat, 1-6% thai qua than. Khong
can chinh litu khi eGFR giam dén 15
mL/phut. Tac dung phu c6 thé gip: ho, viém
hau hong, man ngta, di tng, viém tuy cip.

1.6.2. GLP-1 Receptor Analog (GLP-1RA)

Hién nay Viét Nam chi luu hanh Liraglutide.
Liraglutide 1a cht ddng van hoa tan c6 acid béo
acyl hoa (¢ vi tri 34 cta phéan ti, lysine dugc
thay thé bang arginine va gan thém 1 chudi C16
acyl vao lysine & vi tri 26). Nhu vay fatty-acyl

GLP-1 con giit nguyén 4i lyc v6i thu thé GLP-1
va viéc gin thém chudi C16 acyl cho phép phan
tr gin v6i albumin, do vdy ngan can tac dung
cua enzyme DPP-4 va kéo dai thoi gian tac
dung ctia thudc. Thoi gian ban huy khoang 12
gid. Gidam HbAlc khoang 0,6-1,5%.
Liraglutide giam tr vong do tim mach, nhdi
mau co tim khoéng tir vong, dot qui khong tu
vong va gidm can tir 1-2,8kg so vdi nhom gia
dugc. Tac dung phu: budn non, non gip khoang
10% trudng hop, tiéu chay. Co thé gip viém tuy
cép nhung hiém. Trén chudt thi nghiém thudc
lam tang nguy co ung thu giap dang tuy, tuy
nhién tuyén giap nguoi it thu thé véi GLP-1.
Kha niang hién twong ndy & ngudi 1a thap
nhung khong thé loai trir hoan toan. Liraglutide
nén dugc s dung than trong & ngu(‘)ri c6 tién st
ca nhan hodc gia dinh bi ung thu giap dang tiy
hodc bénh da u tuyén noi tiét loai 2. Liéu 0,6
mg tiém duoi da/ngay, sau 1 tuan co thé tang
dén 1,2 mg/ngay, ti da 1,8 mg/ngay. Khong c6
nhiu nghién ctru vé Liraglutide ¢ nguoi suy
than, tuy nhién khuyén cao than trong khi
eGFR <30 mL/phut.

1.7. Thudc vre ché kénh dong van chuyén
Natri-glucose (SGLT2)

Glucose duogc loc qua cau than sau d6 duoc
tai hap thu cha yéu ¢ ong than gan dudi tic
dung cuia kénh dong van chuyén Natri-glucose
(Sodium Glucose coTransporters (SGLT)).
SGLT?2 gitip tai hap thu khoang 90% glucose
loc qua cAu than, do d6 e ché tac dung kénh
nay ¢ bénh nhan DTD tip 2 s€ lam tang thai
glucose qua duong tiéu va giup giam glucose
huyét. Hién nay tai Viét Nam chi luu hanh
thuéc Dapagliflozin. Dapagliflozin:  giam
HbAlc 0,5-0,8% khi ding don doc hodc phdi
hop v6i thuéc vién khac hodc insulin. Cac
nghién ctru d6i chimg gia dugc cho thay diéu tri
voi dapagliflozin IOmg lam giam 3,7 mmHg
huyét ap tm thu va giam 0,5 mmHg huyét ap
tam truong & tuan 24 so voi ban dau. Su giam
tuong ty dugc ghi nhan dén tudn 104.
Dapagliflozin 10mg cho hi¢u qua giam cén tir
2-4kg, do giam luong md thay vi giam moé co
khi do bang DXA. Liéu thuong dung 1a 10 mg,
lidu 5 mg dugc khuyén cao khéi dau & nguoi
suy gan niang (Child Pugh C), néu dung nap t6t
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tang 1én 10mg. Thudc s& giam tic dung khi
eGFR suy giam, thong tin ké toa cho biét khong
khuyén cao sir dung Dapagliflozin cho bénh
nhan suy than trung binh dén suy than ning (d6
thanh thai creatinin < 60 mL/phtt hodc eGFR <
60mL/phut/1,73 m2). Tac dung phu: Nhiém
nam dudng niéu dyc, nhidm tring tiét ni¢u. C6
thé gip nhiém ceton acid voi muc glucose
huyét binh thuong (do d6 khéng sir dung thude
nay & DTD tip 1 va than trong néu nghi ngd
bénh nhan DTPD tip 2 thiéu insulin tram trong).
Théng ké qua 22 nghién ctru 1am sang, nhiing
truong hop K bang quang méi duge chan doan
dugc bdo cdo & nhom BN diu tri véi
Dapagliflozin 1a 10/6045 (0,17%) va & nhom
BN giad dugc hoac thuéc so sanh 1a 1/3512
(0,03%). Cac yéu té nguy co K bang quang va
tiéu mau tuong tu nhau giita cac nhom diéu tri
lac ban dau. Chua c6 bang ching rd rang la
dapagliflozin tang ti I¢ cac loai K nay.

1.8. Cac loai thudc vién phoi hop

Do ban chét da dang cta co ché bénh sinh
DTD tip 2, viéc phdi hop thube trong dicu tri s&
mang lai hiéu qua giam glucose huyét t6t hon,
dong thoi giam tac dung phu khi ting liéu mot
loai thudc dén t6i da. Nguyén tic phdi hop 1a
khéng phdi hop 2 loai thudc trong ciing 1 nhém,
thi du khong phéi hop gliclazide voi glimepiride.
Ngoai ra vién thudc ph01 hop 2 nhoém thude sé
gitp cho sé vién thude can sir dung it hon, lam
tang tinh tuan thu ding thudc cua BN.

Bét loi cua vién thudc phéi hop 1a khong
thé chinh liéu 1 loai thudc. Hién nay tai Viét
Nam c6 cac thudc vién phdi hop Glyburide/
Metformin (glucovance), Amaryl/ Metformin
(coAmaryl), Sitagliptin/ Metformin (Janumet),
Vildagliptin/Metformin (Galvusmet),
Saxagliptin/Metformin (Komboglyze) dang
phong thich cham. Pioglitazone/ Metformin
(ActoPlus Met).

2. LIEU PHAP DUQC LY CHO PTP TiP 2: Cic khuyén cdo

Khuyén cdo Murc do
Metformin 1a thudc dau tay duoc wu tién dé diéu tri DTD tip 2 A
Sau khoi tri, nén tiép tuc metformin néu thudc van duoc dung nap va khong co A
CCP; cac thude khac, bao gém ca insulin, nén dugc két hop voi metformin
Liéu phap phéi hop thude sém nén duoc can nhic & mot sé BN tir khi khoi tri dé A
lam cham thoi gian khang tri
Nén can nhic diéu tri insulin sém néu c¢6 bang chimg vé qué trinh di héa dang dién E
ra (sut can), néu co cic triéu ching ting glucose mau, hoic khi nong d6 A1C hoic
glucose méu rat cao (HbA1c>10%, glucose mau >16,7 mmol/L [300mg/dL])
Mb hinh tiép can lay BN lam trung tdm nén duoc dung dé hudng dan luya chon E
thuc. Can nhac: bénh 1y di kém (tim mach, than), hiéu qua diéu tri, nguy co ha
duong huyét, anh huéng dén cén ning, chi phi, tac dung phu va sy ua thich ciia BN
O nhimg BN DTD tip 2 c6 BTMDXV hoic cac yéu td nguy co cao, bénh than hoic A
suy tim, chat {rc ché SGLT2 (SGLT2i) hofc thudc chii van thy thé GLP-1 (GLP-1
RA) c6 lgi cho bénh tim mach dugc khuyén nghi nhu mét phan ctia phac d6 ha
duong huyét doc 1ap vai A1C va nén xem xét cac yéu td cu thé cua timg BN
O nhitng BN DTD tip 2 ma cac thudc duong udng khong du dé dat duoc duong A
huyét muc tiéu, chdt GLP-1 RAs duoc uu tién hon insulin khi c6 thé
Khong nén tri hodn viéc ting cudng diéu tri cho BN DTD khi khong dat duoc cic A
muc tiéu diéu trj
Phéac do diéu tri bang thudc va hanh vi udng thudc nén duoc dinh ky danh gi lai E
(mdi 3-6 thang) va diéu chinh néu can thiét dé két hop cac yéu tb cu thé anh hudng
dén lya chon diéu tri
BS 1am sang nén nhén biét nguy co tiém an cua tang liéu insulin nén nhung khong dat E
dugc muc tiéu glucose mau (overbasalization) khi diéu tri bang insulin. Ddu hiéu LS
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¢6 thé nhanh chong danh gia overbasalization: lidu insulin nén > 0,5 IU/kg, mirc
chénh 1éch cao cua glucose mau khi di ngi-budi sang hodc sau-true bita in, ha
dudng huyét (co/khong nhan biét), va su bién thién duong huyét manh. Cac dau hiéu
nay nén dugc nhanh chong danh gié lai dé tiép tuc liéu phap ca nhan hoa diéu tri

Mikc d9 khuyén cdo

Mikre do Cin cwr dua trén
A Céc thir nghiém LS dugc thiét ké t6t hodc phan tich tong hop co chit luong
B Céc nghién ciru thuan tap dugc thuc hién tot
C Cac nghién ctru khong kiém soét
E Su dong thuan cia chuyén gia hodc kinh nghiém LS

3. KHOI TRI

Bién phap diéu tri d4u tién cho DTD tip 2 1a
viée thay d6i 161 sdng. Tiép d6, metformin duogc
khuyén céo 1a thude khoi tri dau tién & hau hét
DTD tip 2 ngay lac duge chan doan. Metformin
dugc coi la liéu phéap an toan va hiéu qua (giam
1-1,5% Alc) cho BN néu khong c6 chong chi
dinh (CKD giai doan 4-5, suy tim tién trién,
hodc tién st nhiém acid lactic). Thudc gitip lam
giam nguy co bién c¢b tim mach va tir vong 0
nguoi thira can hodc béo phi. Thubc giy mot s6
tac dung phu vé tiéu ‘hoa (ddy hoi, dau bung,
tiéu chay) cho mét s6 nguoi. Khi ¢6 cac bleu
hién khéng dung nap thude (tic dung phu vé
tidu hoa), dang thudc giai phong kéo dai (XR)
s& duoc wu tién dé chi dinh. Dung metformin
dai ngay co thé gay thiéu hut vitamin B12 va
lam tram trong thém bénh ly than kinh. Do do,
khuyén céo nén dinh ky kiém tra vitamin B12,
FDA khuyén cdo rang metformin chi dung cho
nhimg BN c¢6 muc loc cau than udc tinh
(eGFR) > 30 mL/phat/1,73 m2. Néu BN co
biéu hién khong dung nap metformin ning hoic
c6 chbéng chi dinh, cdn nhic thay thé bang
thudc khac.

4. PHOI HQP THUOC

Néu BN c6 cic triéu chimg ciia con ting
glucose mau cép tinh, liéu phap insulin duoc
khuyén cdo dé giam doc tinh do ngd ddc
duong va ngd doc lipid. Khoi tri insulin
thuong dung cho nhimg BN c¢6 nhiing biéu
hién sau: muc glucose mau >16,7 mmol/L
(300 mg/dL) hodc ndng d6 HbAlc >10% (86
mmol/mol), cac triéu chimmg LS cua con ting
glucose mau cip tinh (da niéu, khat nhiéu),

giam can do ting di héa hodc nhiém ceton.
Sau khi con tang glucose mau cip tinh da
duoc kiém soat thi c6 thé don gian hoa phac
d6 diéu tri hodc chuyén sang thudc uong

DTD tip 2 1a mot bénh ly dién tién va
thuong can diéu tri két hop dé dat hodc duy tri
muc tiéu glucose mau. Khuyén cao hién nay
dua ra cach tiép can diéu tri timg budc cho
hau hét BN, voi viéc phdi hop lan luot céc
thudc khac véi liéu phap metformin néu muc
titu HbAlc khong dat dugc sau ~ 3 thang.
Liéu phap phdi hop thudc ngay khi khoi tri
nén dugc cin nhic cho nhitng BN c6 mirc
HbAlc cao hon muc tiéu 1,5-2%, vi hau hét
cac loai thuc hiém khi lam giam ndng do
HbAlc hon 1%. Nhiéu dit liéu nghién ctru da
ung ho cho liéu phap ph01 ‘hop ngay tu dau.
Céch tiép can nay co thé t6t hon so véi viéc
phdi hop thém 1an lugt cac loai thudc & ca 2
khia canh: dat duoc muc tiéu glucose mau
nhanh hon va duy tri kiém soat glucose mau
trong thoi gian dai hon.

Céac thudc lya chon hang thtr hai gom:
SGLT2i, GLP-1 RA, DPP-4i, TZD, SU va
insulin nén. Bang chimg LS cho thy rang mdi
loai thudc khong phai insulin mé&i khi phdi
hop v6i metformin thuong lam gidm HbAlc
khoang 0,7-1%. Viéc lya chon thudc thém vao
liéu phap metformin nén dugc cd nhan hoa
dya trén dic diém, sy wa thich caa BN va dic
diém cua thube. Pic diém cua BN can chi y:
BTMDXV, yéu t§ nguy co cao, suy tim, CKD,
cac bénh kém theo khac va tac dung phu cia
mdi loai thudc. Cac dic diém lién quan dén
thudc can nhic: hiéu qua, an toan, kha ning
dung nap, dé st dung va chi phi.
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Dé quyét dinh loai thudc nao nén duge phdi
hop thém véi metformin thi can xac dinh xem
BN di c6 BTMDXYV, hodc c6 nguy co cao (>55
tudi, hep PM vanh, DM canh hodc chi dudi
>50% hodc phi dai thit trai), suy tim hoic CKD.
Néu BN c6 mdt trong nhimng dic diém nay, nén
dung SGLT2i hodac GLP-1 RA véi loi ich trén
bénh tim mach da dugc chirng minh. Loi ich cua
viée bd sung cac loai thude nay dugc xem 1a doc
lap voi tac dung lam giam HbAlc. Néu BN bj
suy tim hoic CKD, nén ding SGLT2i. Néu
khong thé st dung SGLT2i, nén tiém GLP-1
RA. Déi véi BN khong c6 BTMDXYV, cac yéu t6
nguy co cao, CKD, hodc suy tim, lwa chon thudc
thtr hai can luu y phéi tranh céc tac dung phu,
dic biét 1a ha dudng huyét va tang can; can nhéc
gia ca; va sy ua thich ciia BN. Néu yéu td chinh
cia BN 14 chi phi, nén cin nhic st dung SU
hodc TZD. Nhimg loai thuéc nay khong dit
nhung ¢6 hiéu qua t6t.

Néu mbi quan tam chinh 1a tranh ha dudng
huyet, cac loai thudc wu tién bao gom GLP-1
RAs, SGLT2i, DPP-4i hodc TZD. Néu c6 yéu
cau phai han ché ting cin hodc giam cén, thi
thudc dugc wu tién 1a: GLP-1 RAs hodc
SGLT2i. Metformin va DPP-4i cO tac dung
trung 1ap 1én trong lugng. Cac can nhéc tuong
tir 4p dung cho nhimg BN can thubc thir ba dé
dat dugc muyc tiéu duong huyét. Cac phac dd
diéu tri nén dugc xem xét lién tuc vé tac dung
phu, hiéu qua va kinh té. Mot sb BN can phai
giam lidu hodc ngimg thude, thuong do tac
dung phu khong thé dung nap, thuc khong
hiéu qua, chi phi thudc hodc thay déi muc tiéu
duong huyét. O nguoi 10n tudi, cac muc tiéu
glucose méau can bét chat ché hon va liéu phap
giam duong mau theo bac thang thuong phu
hop, tiy thudc vao tinh trang sttc khde ctia BN.

Mic du nhiéu BN thich ding thuéc udng
hon, nhung thudc tiém co6 khi 1a can thiét dé dat
duoc muc tiéu diéu tri.

Tiéu chuin chim s6c ndm 2020 néu 15 néu
liéu phap tiém la can thiét dé giam mirc HbAlc,
thi GLP-1 RA nén dugc can nhic ¢ hiu hét BN
trude khi sit dung insulin. Hiu hét GLP-1 RA
déu duoc tiém, mac du hién nay ciing da co
dang udng semaglutide. Phan tich téng hop so
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sanh viéc tiém GLP-1 RA vo6i insulin ¢ nhiing
BN can ting cudng mirc ha duong huyét cho
thdy hiéu qua tuong ty gitra 2 lidu phap. Ngoai
ra, GLP-1 RA c6 lgi ich 1a 1am giam cén, thay
vi tdng can nhu insulin va giam nguy co ha
duong huyét.

Chi phi thudc diéu tri cho DTD da ting
dang ké trong sudt 2 thap ky qua. Gia thudc co
thé 1a nguyén nhéan chinh giy lo ling cho BN
va gop phan lam giam sy tudn tha diéu tri.
Chién luge diéu tri ¢6 tiét kiém chi phi co thé
gitp cai thién hanh vi dung thude & mot sé BN.

5. CAC THU NGHIEM VE KET CUC
TIM MACH, THAN

Lo ngai cac thudc diéu tri PTD lam giam
mirc glucose mau nhung c6 thé din dén cac
két cuc bét lgi cho tim mach, FDA da ban
hanh hudng dan (2008) doi hoi can thyuc hién
céc thir nghiém dai han quy mé 16n dé danh
gia két cuc tim mach ddi voi tat ca cac loai
thudc mai dé diéu tri DTD tip 2 khi luu hanh
trén thi truong. Trong cac thu nghi€ém do,
DPP-4i, SGLT2i va GLP-1 RAs duoc so sanh
voi gia dugc: thudc s& duoc thém vao ché do
cham séc chuan.

5.1. Thir nghiém thudc rc ché DPP-4

Thir nghiém DPP-4i cho thiy két qua 2
nhom khéng khac nhau, ching minh rang cac
DPP-4i khong lam ting cac két cuc bét loi vé
tim mach. Tuy nhién, DPP-4i chua ching to
duogc tinh wu viét, chua cho théy loi ich tim
mach so vdi gia dugc.

5.2. Thir nghiém thudc &rc ché SGLT2

EMPA-REG OUTCOME (Thir nghiém két
cuc bién ¢d tim mach Empagliflozin &6 DTD
tip 2 loai bo glucose thira) cho thay
empagliflozin lam giam nguy co xdy ra céc
bién cb bt loi tim mach chinh (MACE: nhoi
mau co tim, djt quy va tr vong do tim mach),
tir vong do tim mach va nhép vién vi suy tim.
Tir két qua nay, FDA chi dinh empagliflozin
dé giam nguy co tir vong do tim mach ¢ nguoi
16n mic BTD tip 2 va bénh tim mach. Mot
phan tich tht cip dinh trudc cia thr nghiém
cho thdy empagliflozin ciing lam giam nguv
co méc hoic tang nang bénh than.
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Hinh 1. Thudc ha duong huyét & bénh tiéu dudng loai 2: cach tiép can téng thé

CHI DAU NGUY CO' CAO / DA CO ASCVD CKD HOAC SUY TIM **

Diéu tri dau tay véi Metformin va thay déi 16i song toan dién (bao gom quan Iy can ning va hoat dong thé chit)

Vo

4 Détranh chim tré
diéu tri can tai danh
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e Vi BN dang st dung
SGLT2i, cén nhéc thém
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chirtng minh c6 loi cho
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GLP-1 RA, chon DPP-4i
(trlr saxagliptin) trong
trwomg hop suy tim

e Insulin nén *
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DPP-4i

insulin: insulin
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nén voi chi phi

SGLT2i véi chi
phi thdp nhit 10

phdp
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HOAC

Ch thich: « LVH: phi dai thét tréi

1. Duogc chimg minh c6 lgi cho bénh tim mach: thudc da c6 chi dinh gidp gidm bién c6 tim mach trén nhan.
2. Canluu y rdng nhan cla cic thuéc SGLT2i khéc nhau tiy thudc vao tirng viing va tirng thudc cu thé lién quan dén mic eGFR khi chi dinh dé khéi trj va

dung duy tri.

« HFrEF: suy tim phén sudt tong méau giam
« UACR: ti 1& Albumin-creatinin niéu « LVEF: phin sudt tong mau that tréi

3. Empagliflozin, cangliflozin va dapagliflozin da dwoc chirng minh gitip gidm suy tim va gidm tién trién CKD trong cac thir nghiém CVOT. Canagliflozin c¢6
dir liéu két qué trén than tir CREDENC. Dapagliflozin c6 dit liéu két qué trén suy tim tir DAPA-HF.

bl et o A

10.

Degludec hodc U100 glargine dwgc chirng minh an toan trén bénh tim mach.
Liéu thap gitip dung nap tét hon tuy nhién c it nghién ctru hon vé hiéu qua trén bénh,
Chon SU thé hé sau dé han ché nguy co ha dwdrng huyét, glimepiride da dwoc chirng minh c6 tinh an toan trén tim mach twong dwong DPP-4i
Degludec/glargine U300 < glargine U100/detemir < NPH insulin

Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide

Trong trudmg hop khong c6 bénh mac kém cu thé (vd: khong cé bénh tim mach truéc d6, nguy co ha dwong huyét thap va khong cé wu tién trong viéc
tranh ting can cling nhw c6 bénh mic kém lién quan dén cin ning.

Can nhac dén chi phi thudc & cc qudc gia, ving lanh thé. O mot s6 quéc gia, TZD thudng c6 gia cao hon va DPP-4i c6 gid thip hon.

**Tién hanh khi BN 6 nhitng can nhéc 1dm sang trén bét ké trwéc d6 BN da ding nhirng thuéc kiém soét dwirng huyét nao
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Canagliflozin lam gidm nguy co MACE
nhung lam ting nguy co gy xuong va cit cut
chi dudi trong CANVAS (Nghién cuu danh
gia tim mach Canagliflozin). Thu nghiém
CREDENCE (Canagliflozin va cac su kién
than trong DTD c6 danh gia LS bénh ly théan)
lién quan dén BN bi CKD lién quan dén DTD
va hau hét (99%) dang sir dung thudc ACEI
hoic ARBs. Trong tht nghi€ém nay,
canagliflozin lam giam nguy co 1am tang néng
bénh than va tir vong (két qua tong ctia CKD
giai doan cudi, nong do creatinin huyét thanh
ting gip d6i, hoic tir vong do cic nguyén
nhan tim mach hodc than), cac tic dung phu
nghiém trong vé tim mach va nhap vién vi suy
tim. Canagliflozin khong lam ting c6 y nghia
thdng ké nguy co cét cut chi dudi, giy xwong,
chan thuong than cip tinh hodc ting kali mau
nhung lam ting nguy co nhiém toan ceton do
DTD (2,2 va 0,2 bién ¢6/1000 BN-nim, twong
ung & nhom canagliflozin va gia dugc). Vao
9/2019, FDA da phé duyet canagliﬂozin dé
giam nguy co méc CKD giai doan cudi, khi
ndng do creatinin huyét thanh ting gip doi, tir
vong do tim mach va nhdp vién vi suy tim &
ngudi 16n mic DTP tip 2 va bénh than do
DTD voi albumin niéu >300 mg/g.

Trong thtr nghiém DECLARE-TIMI 58
(Tac dung ctia Dapagliflozin d6i v6i cac bién
c¢d tim mach-tan huyét khdi trong NMCT),
dapagliflozin dap ung cac ti€u chi dinh trudc
khi khong thua kém gia duge vé cac MACE,
nhung tinh vu viét ciia gia dugc khong duogc
chung minh.

Dapagliflozin 1am giam nguy co tir vong
do bénh tim mach hodc nhép vién do suy tim,
chi yéu do giam chi s6 nhép vién. Khong co
su khac biét gitta cac nhom dugc chiing minh
vé tir vong do tim mach, ty 1¢ doan chi, giy
xuong hodc giam thé tich. Nhidm toan ceton
do BTD phd bién hon véi dapagliflozin so véi
gia duoc (0,3% so véi 0,1%).

5.3. Thir nghiém GLP-1 RA

Thtr nghiém LEADER (Liraglutide Effect
and Action in Diabetes: Panh gia két qua tim
mach) cho thdy liraglutide 1am giam nguy co
cac MACE va tir vong do cac nguyén nhan tim
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mach. FDA da phé duyét viéc su dung
liraglutide dé giam nguy co mic MACE, bao
gdm dau thit nguc, dot quy va tir vong do tim
mach, ¢ nguoi 16n mic DTD tip 2 va
BTMDXV. Liraglutide cling lam giam nguy
co mic hodc ting ning bénh than, chu yéu la
do giam albumin ni¢u dai thé moi khoi phat.

Trong SUSTAIN (Tht nghiém danh gia
tim mach va cac két qua lau dai khic véi
Semaglutide & DTD tip 2), semaglutide lam
giam nguy co ddi voi ca cic MACE va bénh
than méi mic hodc ting ning. Viéc giam nguy
co bénh than chu yéu 1a két qua cia viéc giam
albumin niéu dai thé méi khoi phat. Thir
nghiém nay bao cdo ty 1&é mic bénh vong mac
khi dung semaglutide tang 1én so véi gia dugc.
Thir nghiém PIONEER (Cai tién peptide dé
diéu tri DTD som) da so sanh semaglutide
duong uong vOi gia dugc trong quan thé bao
gom chi yéu (85%) 1a BN mic BTMDXV
hoic CKD. Thir nghiém nay cho thay ring
semaglutide duong udng khong thua kém gia
duoc vé két cuc cua cac MACE.

Trong EXSCEL (Nghién ciru Exenatide vé
giam bién c¢d tim mach), exenatide phong
thich kéo dai 1am giam nguy co mic cic
MACE va tir vong do moi nguyén nhan, méic
du nhiing phat hién sau do 1a khong c6 y nghia
thong ké.

Mot thir nghiém khac bao gdm nhitng BN
c6 BTMDXV hodc nguy co mic bénh tim
mach cao cho thiy dulaglutide 1am giam nguy
co mic cic MACE. Nhimng két qua nay nhat
quan trén cac phan nhém BN cé va khong cé
BTMDXV. Ty I¢ tir vong do moi nguyén nhan
khong khac nhau gitra 2 nhom. Thir nghiém
két cuc quy mod 16n nay 1a thi nghiém dau tién
cho thay lot ich trong mét quan thé dy phong
trén d6i twong ban dau cé nguy co cao.

5.4. Cac liéu phap ha dwdong huyét va
suy tim

TZD khong nén dung cho BN suy tim c6
tri¢u chirng. Metformin c6 thé dugc su dung &
nhitg BN suy tim 6n dinh véi chtrc ning than
day dii. Nghién cru SAVOR TIMI 53 (Panh
gia Saxagliptin trén két cuc mach méau ghi
nhian & BN DTD) cho thdy ring nhirng BN
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dugc didu tri bang saxagliptin trc ché DPP-4
tang nguy co nhédp vién vi suy tim hon nhom
gia dugc (twong tmg 3,5% vs 2,8%). Cac thur
nghiém két cuc ctia DPP-4i la alogliptin,
sitagliptin va linagliptin da khong chirmg minh
duoc viéc ting nguy co nhap vién vi suy tim.
Khong ting hodc giam nguy co nhap vién do
suy tim da dugc xac dinh trong thir nghiém két
qua cua GLP-1 RAs.

Trong s6 nhitng BN c6 va khong co tién sir
suy tim, SGLT2i lam gidm ty 1¢ nhap vién vi
suy tim. Két qua tht nghiém voi
empagliflozin, canagliflozin va dapagliflozin
cho thdy rang nhirng thude nay lam giam nguy
co nhap vién do suy tim. Két qua tuong tu
cling dugc thé hién voi canagliflozin & quan
thé mic DTD va suy than.

6. LIEU PHAP INSULIN

Nhiéu ngudi mic PTD tip 2 cudi cing
cling can liéu phap insulin dé dat duoc muc
tiéu duong huyét. DTD tip 2 1a mot tinh trang
dién tién; ban chét dién tién cua né nén dugc
trao d6i thuong xuyén v6i BN. Nén dé cap
insulin dong vai tro 13 liéu phap nang cép thay
vi dé cdp no la that bai cua BN. Vai tro va loi
ich cta viéc dung insulin dé dat duoc sy kiém
soat duong huyét khi bénh dién tién va céc
thudc khac tré nén kém hiéu qua hon nén
duoc nhidn manh cho BN. Khi khéi tri insulin
& DTD tip 2, gido duc BN tu diéu chinh liéu
insulin trén co sé su tu theo ddi duong huyét
gitp cai thién viéc kiém soat duong huyét.
Gido duc ché do an uéng, tu theo doi duong
huyét va kiém soat tinh trang ha dudng huyét
cho tat ca BN st dung insulin.

6.1. Insulin nén (basal insulin)

Viéc thém insulin nén cho liéu phap
metformin va thudc udng khac 1a cach khai tri
insulin thuén tién nhat. Liéu khéi dau duoc
udce tinh dya trén trong lugng co thé (0,1-0,2
[U/kg/ngay) va mirc d6 ting dudng huyét hodc
c6 thé bat dau véi lidu tiéu chuan 10 IU hang
ngdy. Viéc chinh li¢u c4 nhan hoéa nén dugc
thuc hién mdi vai ngdy trén co s ty theo déi
mirc duong huyét. Cac cong thirc chinh liu
dugc dya trén bang chimg da nghién ctru. BN
duoc hudng dan cach tu chinh liéu insulin nén

cua ho béng cach dat myc ti€u duong huyét
do6i va tang insulin nén 2 IU mdi 3 ngay dé dat
dugc myc tidu dudng huyét luc d6i ma khong
bi ha duong huyét. Néu bi ha duong huyét,
can xac dinh nguyén nhan; néu khong tim ra
nguyén nhan rd rang dé khac phuc, nén giam
lidu tiép theo tir 10-20%. Insulin nén giup han
ché ting duong huyét qua dém va sau in va
han ché su tao glucose & gan. Cac insulin
analog tac dung kéo dai hodc insulin trung
gian protamine Hagedorn (NPH) nguoi duoc
sir dung dé kiém soat mirc duong huyét déi.
So véi insulin NPH, cac insulin nén analog tac
dung kéo dai (U-100 detemir hoac glargine)
lam giam nguy co ha dudng huyét trong cac
thir nghiém LS, mdc du sy gidm nay khong
kéo dai. Cac analog méi hon, cé tac dung lau
hon (degludec hodc U-300 glargine) da dugc
ching minh 13 1am giam ha duong huyét so
v6i U-100 glargine khi duge st dung két hop
v6i diéu tri bang thubc udng. Thuc té LS,
nhig loi ich nay ¢ thé khiém tén so véi loi
ich cua NPH.

Chi phi insulin di ting dan trong hon 20
nim va nhanh chéng vuot xa cac chi phi y té
khac. Nhimg chi phi nay gop phan vao viéc
tuan thu diéu tri kém, vi BN ¢6 thé tu ¥ cat,
giam liéu insulin dugc chi dinh. Chi phi thudc
l1a mot phan quan trong cua viéc kiém soat
hiéu qua va can dugc quan tim. Insulin nguoi
(regular va NPH) c6 thé 1a liéu phép thich hop
cho DTD tip 2 ¢6 nguy co ha duong huyét
thap, it khang insulin, muc tiéu HbAlc it chit
ché hon hofc tai chinh han ché. Céc lo va bit
tiém insulin NPH, 70/30 (NPH/regular), va
regular ngudn gbc ngudi duge ban véi gia
tuong ddi ré. Cac bac si LS nén 1am quen véi
viéc k& don cac loai insulin nay va cach su
dung chung.

6.2. Insulin ting cuong theo bira an
(Prandial insulin)

Nhiéu BN DTD tip 2 can insulin ting
cuong trudc an dé bd sung véi insulin nén dé
dat dugc muc ti€u duong huyét. Liéu 4 U
hodac 10% luong insulin nén trudc bira an
chinh hodc bita an c6 thoi gian ti€u hoa dai
nhit 14 mot phuong phap bat dau diéu tri an
toan. Liéu lugng insulin trude bita dn c6 thé
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dugc ting cudng dua trén nhu cau cua BN.
DTD tip 2 thuong dé khang insulin nhiéu hon
nén yéu cau licu insulin hang ngdy cao hon
(~1 TU/kg) va co ty 18 ha duong huyét thap
hon DTD tip 1. Piéu chinh ¢ thé dya trén
mirc HbAlc hodc theo ddi duong huyét tai
nha. Khi nang heu insulin tang cudng, ddc biét
1a vao bira an t6i, nén can nhic giam liéu
insulin nén dé tranh ha duong huyet dac biét
1a ha duong huyét vé dém.

6.3. Insulin dam dic

Mot sb insulin dam dic dd co sdn dé dung
cho DTD tip 2. Insulin regular U-500 ddm dic
gidp 5 lan insulin regular U-100. Insulin
regular U-500 c6 cac dac tinh tuwong ty nhu
insulin NPH va c6 thé duoc dung 2-3 lan
tiém/ngay. U-200 degludec va U-300 glargine
dam dic hon 2 va 3 1an so véi cong thirc U-
100 chung c6 ich cho nhimg BN can insulin
nén liéu cao. U-300 glargine c6 tac dung lau
hon glargine U-100 nhung hiéu qua c6 vé thap
hon mét chit véi mdi don vi tiém. Cong thirc
dam dac cua lispro insulin tdc dung nhanh, U-
200 (200 IU/mL), ciing c6 san. Insulin regular
U-500 c6 san ca dang lo va but tiém nap san.
Can 6ng tiém chuyén dung dé dung lo insulin
U-500. Céc insulin dam déc khac chi c6 dang
but nap sin dé giam cac sai sot tiém 4n trong
viéc dinh liéu.

6.4. Insulin dang hit

Insulin dang hit c6 sin dé st dung trong
bita an, v&i sy han ché kha nang chinh lidu
lidu. Cac nghién ctru & nhitng ngudi DT tip 1
cho thiy dang nay c6 duoc dong hoc nhanh
hon so véi insulin nhanh tiém dudi da. Mot
nghién ciru thi diém cho thay so véi insulin tac
dung nhanh dang tiém, liéu insulin ting cudng
dang hit duogc st dung trén co s& mic duong
huyét sau an co thé cai thién viéc kiém soat
duong huyét ma khong lam ting cin hoic ha
dudng huyét. BN duoc yéu cau kiém tra FEV1
dé xac dinh bénh phéi tiém 4n trude va sau khi
bat dau didu tri bang insulin dang hit. Insulin
dang hit dugc chdng chi dinh & BN méc bénh
phéi man, COPD va HPQ. Insulin dang hit
khong khuyén khich cho BN dang hut hoic
méi ngimg hut thude.
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6.5. Liéu phap tiém phéi hop

C6 thé can nhac liéu phap tiém phéi hop cho
nhitng BN ¢6 insulin nén da dugc diéu chinh
thich hop dé nhim dat muc tiéu dudng huyét
d6i nhung mirc HbAlc van duy tri trén mirc
muc tiéu, hodc cho nhiing BN co liéu insulin
nén >0,5 TU/kg/ngay. Insulin nén két hop voi
liéu phap GLP-1 RA c6 thé cai thién duong
huyét nhung it gay ha duong huyét va it ting
can hon so véi insulin nén - bolus thuong quy.
Céc san phim phéi hop hién c6 chira insulin
nén két hop GLP-1 RA: insulin degludec +
liraglutide, insulin glargine + lixisenatide.

Liéu phap tang cuong insulin c6 thé bao
gdm viée thém cac heu insulin tang cudng theo
bita dn vao insulin nén. Thém mdt lidu insulin
tang cuong trude biia an chinh trong ngay to ra
hidu qua va d& dang, va n6 c6 thé dugc cai
thién thanh théi quen véi liéu sau mdi bira an.
Ngoai ra, co thé sur dung 2 liéu insulin tron sin
(premix insulin) mdi ngay thay cho insulin nén
& nhimg BN can bao phu thém insulin quanh
bira an.

Ca hai cach tiép can déu co6 uu diém va
nhugce diém. Phuong thirc phdi hop nén-ting
cuong o ra linh hoat hon vi BN ¢6 thé an cac
bira an theo lich trinh bat thuong d& dang hon.
Nguoc lai, insulin tron san v&i 2 liéu mdi ngay
1a mot phuong phap thuan tién dé dung insulin
trong ngay. Insulin ngudi, dang riéng biét hodc
tron sdn 70/30, it tdn kém hon so vdi cac
insulin analog.

Hinh 2 mo ta cac lya chon khac nhau nay
va dua ra cac khuyén nghi ting cuong thém dé
gitip dat duoc cac muc tiéu vé dudng huyet
Diéu tri bang metformin nén dugc tiép tuc,
trong khi DPP-4i va SU thuong dugc ngung
sir dung khi BN chuyén sang phac d6 tiém
phdi hop. Str dung dong thoi SGLT2i hoic
TZD c6 thé gitp cai thién viéc kiém soat
dudng huyét va giam nhu ciu insulin. Chinh
lidu 1a quan trong sau khi liéu phédp insulin
chuyén sang ché do nén-ting cuong. Viéc
chinh lidu phai dugc thyc hién trén co sé mirc
glucose dugc cung cap boi dit lidu tir kiém tra
lién tuc hoac tu theo doi.
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Hinh 2. Liéu phap thudc tiém ting cuong

Thuc hién cic nguyén tic nhw hinh 1 bao gom ting cwong thay déi 16i song (quan 1y
can ning va hoat dong thé chit) va quan ly DSMES dé dat muc tiéu diéu tri da dwoc
ca nhan héa

1

A\

BN cén diéu tri dwdng tiém dé ha A1C?
1
v

"N

%

Can nhic GLP1-RA & hau hét BN trwéc khi sir dung insulin?
Khéi triz véi lidu phi hop tiy thude vao tac nhén diéu tri dwoc lya chon (khac nhau du trong ciing
mét nhém thudc)
Hiéu chinh liéu: ting dan liu dén duy tri (khac nhau ddi véi céc tac nhan trong nhém)
> 2

v

AlCtrén nluic muc tiéu
v

Thém insulin nén3
Khi lya chon insulin nén cin can nha‘icéc yéu t6 thudc vé BN, bao gdm ca chi phi diéu tri
) g

Thém insuli log nén hoic insulin NPH trwéc ngi

Khai tri: bét dau didu tri véi 10U1/ngay hodc 0.1-0.2U1/kg/ngay

Hiéu chinh liéu:

e Dat muc tiéu FPG phu hop

e Lua chon phéc dd chinh ligu dua trén béng chirng phit hop (VD ting 2UI mdi 3 ngay dé dat muc
tiéu FPG ma vén tranh dwgc tinh trang ha dwdng huyét

e Né&u BN bi ha dwdng huyét, can xac dinh nguyén nhan; néu khong rd nguyén nhan, giam 10-
20% téng lidu in

v

A1C trén mirc muc tiéu 3
Mic dii da chinh ligu insulin nén analog hodc hodc NPH# truérc khi di ngt hop ly HOAC khi ligu
insulin nén da >0.5 lll/kg HOAC FPG da dat muc tiéu.

A4

Pé tranh cham tré
¢a diéu tri can tii danh
- gidvadiéu chinh tri
= ":l liéu thwong xuyén
(3-6 thang)

BN da str dung GLP-1 RA trwéc do
HOAC khéng phit hop véi GLP-1 RA
HOAC wu tién lya chon insulin

- - -

Thém insulin nhanh trwé-c bira an 5

Thuwong 13 1 liéu trwede bira dn chinh hodc bira dn c6 khoang PPG 16m nhat. Liéu insulin trwéc dn c6
thé dwoc ca thé héa hoac phéi hop véi NPH néu phi hop

Khai tri: 4U1/ngay hodc 10% liéu insulin nén
Néu A1C<8% (64mmol/mol) can nhic ha ligu insulin nén theo khodng 4 1U/ngay hodc 10% ligu
insulin nén
Hiéu chinh: ting 1-2U1/1an hodc 10-15% méi 2 tuan.
Trong trudng hop BN bi ha dwdrng huyét can x4c dinh nguyén nhan; néu khong ro nguyén nhan,
giam 10-20% tdng liéu. l

Néu BN dang dwoec sir dung NPH trwére ngu,
can nhéic chuyén sang phac do NPH 2 lan/ngay
Viéc chuyén ddi phac dd dva trén nhu cau BN
va mirc do kiém soat dudng huyét hién tai. C6
thé bit diu véi phéc dd nhu sau:

Khéi tri: Téng lidu = 80% liéu NPH trwéc khi
ngu hién tai. 2/3 litu budi sang 1/3 liéu vao

budi t8i trwée khi di ngu.
Hiéu chinh: theo nhu cé\: clia tirng BN

v * v
1
I
A1Ctrén mlirc muc tiéu 3 -I A1C trén mirc muc tiéu 3
v v v
Thém insulin Can nhic phac dd insulin ty tron Can nhéc phac do insulin trén Chii thich:
nhanh tiém fnrdc C6 thé diéu chinh NP‘H va insulin tac dung san 2 lan mt ngay e DSMES: chwong trinh

‘in daf dan ) nhanh/ngan riéng ré. Khéi tri: st dung mdi don vi véi gido duc va hd trg BN quan

(Thém 2 licu, sau d6 Khai tri: tong liu = 80% ligu NPH hién tai. cing tong lidu, nhung c6 thé 1y DTD

thém 3 lidu tiém) o 2/3liéu trwéc bira dn sing.

e 1/3liéu trwdc bira an toi.

v

e Thém 4UI insulin tic dung nhanh/ngén
vao lan tiém hodc giam 10% liéu NPH
Hiéu chinh: chinh liéu mdi loai insulin theo nhu
cau cua tirng BN

Hoan thién phac
@0 basal-bolus
(Insulin nén va
insulin nhanh
trudc mdi bira dn)

BN

diéu chinh theo nhu cu c4 nhan.
Hiéu chinh: chinh litu méi loai
insulin theo nhu cau cta tirng

e FPG: glucose mau lic do6i
* PPG: glucose mau sau an
e GLP1-RA: Pdng van thu
thé GLP1
e NPH: Neutral Protamine
Hagedorn

1.  Can nhic insulin |2 thudc tiém dau tay trén BN c6 bing ching dang xay ra hién twong di héa, xuit hién cic triéu chirng ha dwdmng huyét A1C (>10%,
86 mmol/mol) hodc dudng huyét (>300 mg/dL hodc 16.7 mmol/L) & mirc rit cao, hodc c6 kha nang chidn doan DTD tip 1.
2. Khi lya chon GLP-1 RA, can nhéc: nhu cu ctia BN, mirc A1C cin gidm, dnh hwdéng lén cin ning, tan sudt tiém thudc. Vi du, d6i véi BN c6 bénh ly tim

mach, cin nhdc GLP-1 RA ¢6 l¢i ich trén tim mach da dwgc chimg minh.

3. D&ivéi BN didu tri két hop bang GLP-1 RA va insulin nén, cdn nhic sit dung céc ché phdm tron sdn (iDegLira hodc iGlarLixi).
4. Can nhic chuyén déi NPH budi t6i thanh analog nén néu BN c6 ha dwong huyét va/hodc thudng xuyén quén litu NPH budi t6i va cé thé quan ly

bénh t3t hon véi liéu insulin nén tac dung kéo dai budi sang.

5. Néu thém insulin tdc dung nhanh vao NPH, can nhic khéi tri véi phéc do insulin ty tron hodc tron sén dé gidm s6 lwgng mii tiém.
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Bang 1. Cac yéu t6 thudc vé bénh nhan va thude cu thé cin xem xét khi lwa chon thude
kiém soat duong huyét cho BTD tip 2

Tflc Tac dong trén tim ‘ Téc dong trén than
" dong |mach Puong a <
Hiéu dén ding |Bénh i Limsl
qua can BTMDX Suy tim than Luu y khi |khac
nang v bTb SD
Thap TDKMM
pho bién trén
.. |dudng tiéu
Metf Trung 1y i ich CCD VG | o' sy
" R tinh X Trung £ Trung |eGFR<30 X A
ormi |[Cao |[Khong |, ., tiém . Uong |.. . chay buon
(giam | _ tinh tinh mL/min/1. | "~
f I 73m2 non
Co thé gay
thiéu vitamin
B12
Canh bao
FDA: nguy
co doan chi
(canagliflozi
Co6 loi: n)
C6 loi: canaglifl Cin chinh Nguy co gy
empaglifl ozin lidu trén | XuOng
ozin (FDA than (canagliflozi
Céloi: [(FDA), chap (cénagliflo n)
empaglif | canaglifl thuan 7in Nguy co
SGL TB |Khong Giam |lozin ozin, cao |Uén cho da ’a liflo nhiém toan
T2i can  |(FDA), |dapaglifi € |pTh apag do TP
canaglifl |ozin tién zlnq’pagli flo (hiém giip)
ozin (FDA trién), 7in Nhiém trung
chap Empagli erttljgliflozi duong sinh
thun cho flozin, n) duc
suy tim) dapaglifi Nguy co
ozin giam thé tich
ha HA
Nguy co
hoai tir
fournier
Trung Can chinh |Canh bao
tinh: lidutrén |FDA: nguy
lixisenati than co u té bao C
de (exenatide, | tuyén giap
Cé loi: Téc lixisenatid |(liraglutide,
s xem chi dung c6 |e) albiglutide,
oo |cao |khong |G ldinhren | I |Cao |TDD |[lgi: | Than trong | dulaglutide,
nhan vé liragluti | khi bat dau | exenatide tac
tac dong de strdung |dung kéo
gidp hodc tang | dai)
giam cac liéu do TDKMM
bién tiém an phé bién trén
chung nguy co | duong tiéu
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tim mach ton thuong | hoa (buon
than cdp | nén non, tidu
chay)
Phan ung tai
chd tiém
Nguy co
viém tuy cip
Can chinh
liéu trén
than
(sitagliptin
Nguy co saxagliptin | Tiém 4n
DPP- o Trung |Trung tiém an: 1 Trung , nguy co gay
i |TB|KNONG yion ™ ltinh - |saxaglipti| €20 |YO"€ |ginh |alogliptin), |viem tuy cap
n c6 thé Dau khop
dung cho
suy than
Linagliptin
khong can
chinh liéu
Cénh bao
FDA: suy
tim sung
huyét
(pioglitazone
rosiglitazone
Khoéng can |)
chinh liéu | Giit nudce i
Tidm Th}r(‘)‘ng gay phfl né
niing khong su’y tlrp ,
. khuyén Tac dong co
Tang |00 lai Ting . . Trung |caodung |loi ddi voi
TZD |Cao |Khéng | . tac dong Thap |Uobng |, o
can 6 loi: | meuy co tinh cho BN viém gan
piog]itaz suy than nhiém mo
one do tiém an | khéng do
nguy co rugu
gay gilt Nguy co gay
nudce xuong
K bang
quang
(pioglitazone)
Tang LDL
cholesterol
(rosiglitazone
)
Glyburide: | Canh bao
SU - khong dac biét cua
(thé |Cao |C6 Tfl ne Trung Trung Thép |Ubng 'I:rung khuyén FDA: ting
A can tinh tinh tinh ; -
h¢ 2) cao nguy co tu
Glipizide |vong do tim
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va
glimepirid
c: cén cén
trong khi
khai tri dé |cii

tranh gdy | (tolbutamide
ha duong |)
huyét

mach dua
trén cac
nghién ctru
vé SU thé h¢

nsulin

gu
oi

Cao
nhat

Trung
tinh

Trung

tinh
na

lo

Thap

Phan tng tai
cho tiém
Insulin

TDD,
hit

Cao

Cén giam
lidu
insulin khi
eGFR
giam, diéu
chinh theo
dap tng
LS

nguoi (NPH
hodc tron
san) c6 nguy
co gay ha
duong huyét
cao hon so
voi loai
Analog

Trung
tinh
TDD

Cha thich:
ASVCD: bénh tim mach do xo vita CKD: bénh than man CV: tim mach CVD: bénh tim

mach DKA: nhiém toan do dai thao duong

DTD: dai thao duong DPP-4i: thude e ché dipeptidyl peptidase-4 eGFR: mirc loc cAu than

wdc tinh  FDA: cuc quan 1y thyc pham va duoc phé,rn Hoa Ky GLP-1 RA: chét chu van thy thé
GLP-1 HF: suy tim LDL: lipoprotein ty trong thap NASH: bénh viém gan nhiem m& khong
do rugu NPH: Netral Protamin Hagedorn T2DM: dai thao dudng tip 2
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