PHU LUC 01

CAC NHOM THUOC HA GLUCOSE MAU PUONG UONG VA THUOC DANG TIEM KHONG THUQC
NHOM INSULIN

1. Sulfonylurea

Co ché tac dung: Nhom sulfonylurea c6 chtra nhan sulfonic acid urea, khi thay d6i cAu trac hoa hoc sé& cho ra
cac loai ché pham khac nhau vé hoat tinh. Thudc kich thich té bao beta tuy tiét insulin. Thudc gan vao kénh kali phu
thudc ATP (Karp) nam trén mang té bao beta tuy 1am dong kénh nay, do d6 1am phan cuc mang té bao. Khi mang té
bao beta phan cuc, kénh calci phu thudc dién thé s& mé ra, calci sé di vao trong té bao 1am phong thich insulin tir cac
hat du trit. Thudc lam giam HbAlc tir 1 - 1,5%.

Cac thudc thé hé 1 hién nay khéng duoc dung.

Cac thudc thé hé 2 (nhu Glyburide/glibenclamide, Gliclazide, Glimepiride, Glipizide) duoc wa ding hon céc
thuoc thé hé 1.

a) Glyburide/glibenclamide: Vién 1,25-2,5-5mg. Liég khoi dau 2,5mg/ngay, lidu trung binh thuong ding 5-10 mg/
ngay udng 1 lan vao buoi sang. Khong khuyén cao dung dén liéu 20 mg/ngay vi tac dung ha glucose mau khong tang hon.

Glyburide duoc chgyén hoa & gan thén}} chét d?ln Xuat ké;n hoat tinh trtr khi BN ¢6 suy than. Tac dung sir}h hoc
cua glyburide kéo dai dén 24 gio sau khi uéng 1 li€u vao budi sang, do d6 nguy co ha glucose mau cao, nhat 1a &
nguol gia, suy gan, suy than.

Chéng chi dinh: suy than, di tng thudc.

b) Glimepiride: Thudc ¢ cac ham lugng 1mg, 2mg, 4mg. Liéu thuong dugce khuyen cao lmg-8mg /ngay. Thudc
co tac dung keo dai, thoi gian ban huy 5 gio, do do co thé udng ngay 1 1an vao budi sang. Thudc dugc chuyén hoa
hoan toan & gan thanh chat khong con nhiéu hoat tinh.

¢) Gliclazide: Thudc c6 ham lugng 80mg, tac dung kéo dai 12 gio. Liéu khoi dau 40-80mg/ngay. Licu toi da 320
mg/ngay. Dang phong thich chdm c¢6 ham luong 30-60mg, lidu khuyen c4o toi da ctia dang phong thich cham 1a 120
mg/ngay. Thudc dugc chuyén héa hoan toan & gan thanh chét dan Xuat bat hoat. Thudc it gdy ha glucose mau hon cac
loai sulfonylurea khac va dugc chon vao danh sach céac thudc thiét yeu dé diéu tri DTD ctia T6 Chirc Y té Thé gidi.



d) Glipizide: Thudc c6 2 ham luong 5-10mg. Pé thudc phat huy tac dung tdi da sau an, can udng 30 phit trudc
khi dn. Liéu khoi dau 2,5-5mg, lidu t6i da co thé dung 1a 40 mg/ngay nhung lidu t6i da khuyén dung 1a 20mg/ngay
Thuoc dugc chuyén hoa 90% & gan, phan con lai thai qua than. Chéng chi dinh khi ¢ suy gan. Do thoi gian ban hity
ngan, c6 thé dung & nguoi gia, suy than nhe.

Thudc ciing c6 dang phong thich cham véi ham luong 2,5-5-10mg.
Tom lai:

Co ché tac dung chinh cta sulfonylurea 13 ting tiét insulin & té bao beta tuy. Do d6 tac dung phu chinh caa thudc 14
ha glucose méu va ting can. Can chu y khi dung cho BN l6n tudi vi c6 nguy co ha glucose mau cao hon do BN dé bé an,
an kém va co chure nang thén suy giam. Pa s6 cac thudc thai qua than nén can chu y giam liéu hay ngung thubc khi BN
c6 suy than. Néu thude duoc chuyén hoa & gan, can ngung khi c6 suy té bao gan. Thude duge dung trude an 30 phut.

Hiéu qua ha glucose mau t6i wu cta thube dat o liéu bang nira liéu tdi da cho phép. Can than trong khi dung liéu
cao hon vi c6 thé lam tang tac dung phu.

2. Metformin

La thudc duy nhit trong nhom biguanide con duoc sir dung hién nay. Thude khac trong nhom 1a phenformin da
bi cam dung vi tdng nguy co nhiém acid lactic.

Co ché tac dung: giam san xuat glucose & gan. Co tac dung yéu trén tang hiu ung incretin. Thudc lam giam
HbA Ic khoang 1 - 1,5%. Liéu thuong dung 500-2000 mg/ngay. ft khi can dung dén lidu 2500mg/ngay, & liéu nay tac
dung giam glucose huyét khong ting nhiéu nhung tac dung phu s& nhiéu hon.

Chong chi dinh: BN suy than (do loc cau than uée tinh eGFR < 30 mL/phtt, gidm liu khi do loc cau than ude
tinh trong khoang 30-45 mL/phit), suy tim nang, cac tinh hudng giam lugng méu dén t6 chirc (md) va/hodc giam oxy
dén cac to chirc (md) nhu choang, bénh phdi tac nghén man tinh. Néu BN dai thao duong méi chan doan di co do
loc ciu than udc tinh <45mL/phut, nén can nhéc can than viéc dung metformin.

Than trong khi ding Metformin & BN > 80 tudi, nhitng BN ¢6 nguy co nhiém acid lactic nhu suy than, nghién
ruou man. Ngung Metformin 24 gid trude khi chup hinh véi thude can quang, phau thuat. Cho BN udng dii nudc hay
truyén dich dé phong ngira suy than do thubc can quang.



Thpéc dung don doc khong gay ha glucose mau, khong lam thay ddi can ning hodc ¢ thé giam can nhe, lam
giam hap thu vitamin B12 nhung it khi gy thiéu mau. Tac dung phy thuong géap la budn non, dau bung, tiéu chay,
c6 thé han ché bang cach dung li¢u thap tang dan, uong sau bira an hodc dung dang phong thich cham.

Thudc ¢ thé lam giam nguy co tim mach va nguy co ung thu, tuy nhién bang ching chua 13 rang.

Cach dung: dung trudc hodc sau an, nén khoi dau o liéu thap va tang lidu tir tir mdi 5 - 7 ngay dé lam giam tac
dung phu trén duong ti€u hda, dang bao ché phong thich cham (XR) c6 thé gidm tac dung phu trén duong ti€u hoa

Metformin thudng dugc lya chon 13 thude khoi dau diéu tri & BN dai thao duong tip 2.

3. Glinides

Hién c6 tai Viét Nam: Repaglinide ham lugng 0,5-1-2mg

Co ché tac dung twong ty nhu sulfonylurea. Thudc lam giam HbAlc tir 1 - 1,5%.

Thudc dugc hép thu nhanh ¢ rudt, chuyén hoa hoan toan ¢ gan va thai qua mat, do d6 thoi gian ban huy nngm
dudi 1 gio. Thude lam tang tiét insulin nhanh nén liéu thuong dung 1a 0,5-1 mg udng trudc cac bira an 15 phut. Liéu
to1 da 16 mg/ngay.

Tac dung chu yéu cua thudc 1a giam glucose huyét sau an. Thuég cung lam tang can va c6 nguy co ha glucose
mau tuy thap hon nhém sulfonylurea. Do thoi gian ban hiy ngan, thude ¢6 thé dung & nguoi gia, khi suy than.

4. Thiazolidinedione (TZD hay glitazone)

Co ché tac dung: Hoat hoa thy thé PPARg, tang biéu 16 chit chuyén ché glucose loai 1-4 (GLUT1 va GLUTA4)
giam ndng do acid béo trong mau, giam san xudt glucose tai gan, ting adiponectin va giam sy phong thich resistin tur
té bao m , ting chuyén hoa te bao m kém biét hoa (preadipocytes) thanh té bao m trudong thanh. Téom lai thudc 1am
tang nhay cam véi insulin & té bao co, m va gan. Giam HbAlc tir 0.5 - 1,4%

Hién nay tai Viét Nam chi c6 pioglitazone con duoc str dung. Ngoai tac dung giam glucose huyét, pioglitazone lam
giam triglycerides 9% va tang HDL 15%. Khi dung chung vé1 insulin, liéu insulin ¢6 thé giam dugc khoang 30-50%.
Nhom TZD khong gay ha glucose mau neu dung don doc. Thube lam phu/tang can 3-4%, khi dung cung voi

insulin, c6 thé tang can 10-15% so voi mirc nén va tang nguy co suy tim. Thudc cling lam ting nguy co giy xuong
(6 phu ni¥), thiéu mau.



Gén day co6 méi lo ngai rang pioglitazone c6 thé lam ting nguy co ung thu bang quang. Hién nay B Té Viét
Nam van cho phép st dung pioglitazone, tuy nhién khi sir dung pioglitazone can phai hoi k§ BN vé tién sir ung thu,
dic biét 1a ung thu bang quang, kiém tra nudc tiéu tim hong cau trong nudc tiéu, nén dung lidu thap va khong nén
dung kéo dai.

Thudc duge dung 1 1an mdi ngay, khong phu thudc bita an. Liéu khuyén céo pioglitazone 15-45 mg/ngay.

Can theo ddi chtic nang gan trudc khi diéu trj va dinh ky sau do. Chéng chi dinh: suy tim d¢ III-IV theo Hi¢p Hoi
Tim New York (NYHA), bénh gan dang hoat dong, enzyme gan ALT tang gap 2,5 gidi han trén cua tri s6 binh thuong.

5. Uc ché enzyme o-glucosidase

Co ché tac dung: thudc canh tranh va trc ché tac dung ctia enzyme thity phan duong phirc thanh dudng don, do
dé lam cham hap thu carbohydrat tir ruot. Giam HbAlc tur 0,5 - 0,8%

Thubc cha yéu giam glucose huyét sau in, ding don doc khong gay ha glucose mau. Tac dung phy chu yéu‘é
duong ti€u hoa do tang lugng carbohydrat khong dugc hap thu ¢ rudt non dén dai trang, bao gom: sinh bung, day
hoi, di ngoai phan long.

Ubng thudc ngay trude an hodc ngay sau miéng dn dau tién. Bita dn phai co carbohydrat.
Thudc hién c6 tai Viét Nam: Acarbose, ham lwong 50 mg. Liéu dau c6 thé tir 25 mg udng ngay dau bira an, 3 1an/ngay.
6. Thudc c6 tac dung Incretin

Thudc c6 tac dung incretin lam ting tiét insulin tuy thudc mirc glucose va it nguy co gay ha glucose mau. Rudt
tiét ra nhiéu loai incretin, hormon & rudt c6 tac dung ting tiét insulin sau an bao gom glucagon like peptide-1 (GLP-
1) va glucose dependent insulinotropic polypeptide (GIP). Nhom nay gdm 2 loai: thudc dong van thy thé GLP-1 dang
tiém (glucagon like peptide 1 receptor analog- GLP-1RA) va thudc trc ché enzyme dipeptidyl peptidase-4 (DPP-4).
Glucagon like peptide 1 la mot hormon dugc tiét ra phan xa rudt non khi thire an xuong dén rudt. Thudc lam tang
tiét insulin khi glucose ting trong méau, va giam tiét glucagon & té bao alpha tuy; ngoai ra thudc ciing lam cham nhu
dong da day va phan nao gy chan an. GLP-1 bi thoai giang nhanh chéng béi enzyme dipeptidyl peptidase - 4, do d6
cac thudce trc ché enzyme DPP- 4 duy tri nong do GLP-1 ndi sinh, khong 1am tang can va khong gay ha glucose mau.

a) Uc ché enzyme DPP-4 (Dipeptidyl peptidase-4)



Co ché tac dung: trc ché enzyme DDP- 4, mot enzyme thoai giang GLP-1, do d6 lam tang ndéng do GLP-1
(glucagon-like peptide) c6 hoat tinh. Thuoc e ché enzyme DPP-4 lam gidm HbAlc tir 0,5 - 1,4%.

Dung don doc khong gay ha glucose méau, khong lam thay d6i can nang. Thudce duoc dung nap tét.

Hién tai & Viét nam c6 cac loai:

- Sitagliptin: vién ubng 50-100mg ubng. Liéu thuong ding 100 mg/ngay uong 1 1an, giam dén 50 mg/ngay khi
do loc cau than udce tinh con 50-30mL/1 phut va 25 mg/ngay khi d6 loc cau than giam con 30 mL/1 phut. Tac dung

phu c6 thé gip 1a viém hau hong, nhiém khuan ho hap trén, di Gmg ngira ngoai da, dau khép. Nguy co viém tuy cip
thay d6i theo nghién ciru.

- Saxagliptin: vién 2,5-5mg, uéng 1 lan trong ngay. Liéu giam dén 2,5 mg/ngay khi d¢ loc cau than giam dudi
50 mL/1 phut. Thudc giam HbAlc khoang 0,5- 0,9%. Tac dung phu gom viém hau hong, nhiém tring h6 hap trén,
man ngua, di tng, nhiém tring tiét niéu.

- Vildagliptin: vién 50 mg, ubng 1-2 lan/ngay Giam HbAlc khoang 0,5-1%. Tac dung phu gom viém hau hong,
nhiém tring hé hap trén, chong mit, nhirc dau. Co6 1 sd bao cao hiém gip vé viém gan khi dung thudc. Khuyén cio
theo ddi chuc nang gan mdi 3 thang trong nam dau tién khi str dung va dinh ky sau do.

- Linagliptin: vién 5 mg uéng 1 1an trong ngdy. Thudc giam HbAlc khoang 0,4- 0,6% khi két hop véi
sulfonylurea, metformin, pioglitazone.

- 90% thude dugc thai khong chuyén hoa qua duong gan mat, 1-6% thai qua duong than vao nudc tiéu. Thudc
khong can chinh liéu khi d¢ loc cau than gidm dén 15 mL/phut.

Tac dung phu co thé gap: ho, viém hau hong, man ngtra, di ng, viém tuy cép.

b) Thudc dong vin thu thé GLP-1 (GLP-1RA: GLP-1 Receptor Agonist)

Thudc dong véan thy thé GLP-1 hoat dong thong qua tuong tac dac hiéu vai cac thy thé GLP-1 trén té bao beta
tuy, kich thich su tlet insulin va lam glam sy tiét glucagon khong thich hop theo cach phu thude glucose. GLP-1 RA
lam cham sy lam rong da day, 1am giam can nang va khéi lugng chat béo trong co thé qua co ché bao gom lam giam

cam giac doi va giam nang lu:orng nap vao. Ngoai ra, thu the GLP-1 cung c6 mat tai mot s6 vi tri cu thé & tim, hé
thong mach mau, hé théng mién dich va than, ngan ngira tién trién va giam viém mang xo vira dong mach chi

- Dang tiém duéi da: Liraglutide mot 1an/mot ngay (OD - once daily). Hién tai Viét Nam c6 liraglutide dang Iuu hanh



- Qua cac thr nghiém 1am sang pha 3 va thir nghiém LEADER dy hau két cyc tim mach (CVOT), diéu tri
liraglutide cho BN dai thao duong tip 2 dugc chimg minh dat dugc hiéu qua 6 ¥ nghia vé 1am sang va thong ké khi
don tri liéu, hodc tri liéu phdi hop véi cac thude dicu tri dai thao duong dang udng hoic insulin trong viéc:

+ Gidm c6 y nghia thong ké HbAlc, duong huyet lac d6i va duong huyét sau an. Trong do, su giam dudng huyét
lac d6i dugc quan sat thay trong vong 2 tuan dau diéu tri.

+ Cai thién ti 1é BN dat duoc muc tiéu HbAlc < 7% va < 6,5%.

+ Giam can nang c6 ¥ nghia thong ké trong pham vi tir 1,0 dén 2,8 kg, duy tri hiéu qua kiém soat can nang lau
dai va ghi nhan chi s6 khoéi co thé (BMI) ban dau cang cao thi mirc d§ gidm can cang nhicu.

+ Giam 48% nhu cau diéu tri tang cuong insulin so voi1 gia dugce trén BN chua sir dung insulin tai thoi diém bat dau

+ Giam tan suét cac con ha dudng huyét co y nghia thong ké khi bo sung liraglutide vao BN dai thio duong tip
2 dang dugc di€u tri véi insulin Degludec hon so véi bo sung insulin aspart

+ Cai thién chirc nang té bao beta qua cac thir nghiém 1am sang

+ Giam huyét ap tdm thu trung binh 2,3 dén 6,7 mmHg so v&i ban dau, giam 1,9 dén 4,5 mmHg so voi thude
doi chung.

+ Giam dang ké 13% c6 y nghia thdng ké nguy co méc bién ¢ tim mach chinh (tir vong lién quan dén tim mach,
nhoi mau co tim khong, tir vong va dot qui khong tir vong); giam 12% bién cd tim mach mé rong (bi€n c6 tim mach
chinh, dau that nguc khong 6n dinh, thu thuat thong mach vanh, hoac nhap vién do suy tim) va giam 15% tir vong do
moi nguyén nhan.

- Tac dung phu chinh cua liraglutide 1a budn nén, ndén gip khoang 10% truong hop, tiéu chay. Co thé gdp viém

tuy cdp nhung hiém. Liraglutide nén duoc str dung thén trong 6 nguoi co tién str c4 nhan hodc gia dinh bj ung thu
giap dang tiy hodc bénh dau tuyén noi tiét loai 2.

- Liéu str dung liraglutide: 0,6 mg tiém dudi da mdi ngdy, sau 1 tuan co thé tang dén 1,2 mg/ngay. Liéu tdi da
1,8 mg/ngay.
- Khong can chinh liéu liraglutide trén cac doi tuong BN dac bi¢t bao gém BN > 65 tudi hoic suy than nhe,

trung binh, nang hodc suy gan nhe, trung binh. Liraglutide c6 thé st dung khi murc loc cau than wéc tinh eGFR>15
mL/phut/1.73m2



7. Thudc vre ché kénh ddng van chuyén Natri-glucose SGLT2 (Sodium Glucose Transporter 2)

Glucose duoc loc qua cau than sau d6 duoc tai hap thu cha yéu ¢ dng than gan dudi tac dung ctia kénh dong
van chuyén Natri-glucose (Sodium Glucose CoTransporters (SGIT). SGLT2 giup tai hap thu khoang 90% glucose
loc qua cau than, do d6 we ché tac dung kénh nay & BN DTD tip 2 s& lam ting thai glucose qua dudng tiéu va giup
giam glucose huyét. Thudc c6 co ché tic dung hoan toan méi so véi cac thudc ha duong huyét trude day 1a ting thai
duong qua than va hoan toan doc 1ap véi insulin nén co thé:

- Kiém soat duong huyét hidu qua va lau dai & moi giai doan ctia bénh DTD tip 2.

- Phéi hop 1y twdng voi cac thude didu tri PTP c6 co ché phu thudc insulin, dé gitp kiém soat duong huyét cho
BN t6t hon

- Khi phéi hop cung véi Insulin ¢6 tac dung lam giam liéu insulin

- On dinh duong huyét trude dn va sau dn sém, chi sau mét tuan diéu tri

- Khong gay ha duong huyét

- Kiém soat cac yéu to nguy co tim mach:

+ Kiém soat va cai thién duoc can ning, thudc gy giam can khoang 3kg (khoang 3% trong luong co thé), trong
d6 chu yéu la m va m tang nhiéu hon m dudi da

+ Giam huyét ap khoang 2-4 mmHg

- Bén canh tac dung kiém soét duong huyét, thudc con ¢b tac dung trén hé thé)ng tim mach- than. Cac nghién
ctru cho thay céac thuéc nhom trc ché SGLT2 (canagliflozin, dapagliflozin va empagliflozin) c6 kha nang lam giam
bién c6 tim mach 1én & nhitng BN DTD tip 2 da c¢6 bénh 1y tim mach do xo vita hodc ¢6 nguy co tim mach cao/ rat

cao. Empagliflozin dugc chi dinh 1am giam nguy co tir vong tim mach ¢ BN truéng thanh DTD tip 2 va c6 san bénh
1y tim mach.

- Téc dung trén suy tim: Két qua céc thur nghiém dy hau tim mach (CVOTs) ghi nhan céac thube e ché SGLT2
ngan ngira tai nhap vién do suy tim trén pho rong BN DTD tip 2. Huéng dan phong ngira bénh 1y tim mach tién phat
cia ACC/AHA cap nhat dit liéu tir nghién ctu DECLARE (dapagliflozin) da khuyén cao mirc do IIb cho viéc str
dung thudc Uc ché SGLT2 dé du phong bénh 1y tim mach tién phat & BN DTPD tip 2 sau khi diéu tri véi metformin.
Dic biét nghién ciru DAPA-HF cho thay trén nén diéu tri chuan, dapagliflozin lam giam ty 1¢ suy tim ning lén, giam



tr vong do nguyén nhan tim mach va t vong do moi nguyén nhan & cac BN suy tim phan suit tbng mau giam, co
hodc khong c6 mac kem DTD tip 2.

- Tac dung trén than: Cac nghién ciru CREDENCE (canagliflozin), EMPA-REG OUTCOME (empagliﬂozin)
va DECLARE-TIMI 58 (dapagliflozin) chimg minh rang cac thude e ché SGLT2 c6 tac dung bao vé than ( giam
albumin niéu va giam tién trién ctia bénh than man, giam tir vong do bénh than), doc 1ap voi tac dung klem soat
duong huyet ¢ cac BN DTD tip 2. Bac biét, nghién ciru DAPA - CKD cho thay trén nén diéu tri chuan t01 uu voi
thudc e ché men chuyen va thudc e ché thy the, dapagliflozin lam giam ty 18 bién cb gop trén than (bao gdm giam
duy tri > 50% d0 loc cau than udc tinh eGFR hodc bénh than giai doan cu6i hoac tir vong do bénh than hay do bénh
tim mach) va giam ty I¢ tir vong do moi nguyén nhan so vdi voi gia duge ¢ cac BN bénh than man, c6 hoac khong
c6 mac kém DTD tip 2. (Luu y: Thong tin ké toa cua thudc Uc ché SGLT2 lién quan dén muc loc cau than eGFR
thay doi tury theo timg hoat chat va tung quéc gia, vui long tham khao thong tin k& toa cua cac thudc Uc ché SGLT2
tai Viét Nam dé khoi tri hay tlep tuc diéu tri véi Uc ché SGLT?2).

Téc dyung phy chinh: nhiém khuan hodc nhidm nam sinh duc, nhiém toan ceton (hiém gip & PTD tip 2), nguy
co giam theé tich tuan hoan ...

8. Cac loai thudc vién phéi hop

Do ban chét da dang cua co ché bénh sinh DTD tip 2, viéc ph01 hop thudce trong diéu tri s€ mang lai hiéu qua
gidm glucose huyet t6t hon, dong thoi giam tac dung phu khi ting lidu mot loai thude dén téi da. Nguyén tic ph01
hop la khong phdi hop 2 loai thuocqtrong cung 1 nhom, thi dy khong phéi hop gliclazide véi glimepiride. Nén phdi
hop cac thude co co ché tac dung bo sung dé hi¢p dong tac dung.

Ngoai ra vién thu(f)c phéi hop 2 nhom thuéc s& gitip cho sd vién thuéq can s dung it hon, lam tang tinh tuén thu
dung thuoc cua BN. Bat loi cua vién thudce phoi hgp 1a khong thé chinh lieu 1 loai thuoc.

Vit Nam hién c6 cac thubc vién phdi hop Glyburide/ Metformin, Glimepiride/ Metformin,
Linagliptin/Metformin, Sitagliptin/ Metformin, Vildagliptin/ Metformin, Saxagliptin/Metformin dang phéng thich
cham. Pioglitazone/Metformin, Empagliflozin/Metformin va Dapagliflozin/ Metformin dang phong thich cham (XR).

Metformin dang phong thich cham (XR) gitip chi phai ung thudc mét 1an/ ngay va giup giam tac dung phu trén
duong tiéu hoa.



Bang 13: Tém tit wu nhwece diém cia cac thude vién ha glucose mau dwong udng va thudce tiém khong thude

nhom insulin

Nhém thude | Co ché tac dung Uu diém Nhwoc diém
Sulfonylurea |Kich  thich  tiét | Pugc st dung lau nam Ha glucose mau
insulin | nguy co mach mau nhé Tang can
| nguy co tim mach va tir vong
Biguanide Giam  san  xuét | Pugc st dung 1au nam Chéng chi dinh ¢ BN suy

glucose & gan Co tac
dung incretin yéu

Dung don doc khong gay ha glucose mau
Khéng thay d6i can ning, ¢ thé giam can
| LDL-cholesterol

| triglycerides

| nguy co tim mach va tir vong

than (chéng chi dinh tuyét
doir khi eGFR < 30
mL/phut)
Réi loan tiéu hoa: dau bung,
tiu chay

Nhiém acid lactic

Pioglitazone  |Hoat hoa thy thé | Dung don doc khong gay ha glucose mau | Tang can
(TZD) PPARg | triglycerides, Pht/Suy tim

Tang' nhay cam voi 1 HDL-cholesterol Gay xuong

insulin

K bang quang

Uc ché|Lam cham hip thu | Dung don doc khong gay ha glucose mau Rf)i loan tiéu hoa: sinh bung,
enzyme o- carbohydrate 6 Tudt | 4. qun o tai chd day hot, tiéu phan long
glucosidase ' '

| Glucose huyét sau an

Giam HbAlc 0,5 - 0.8%

Uc ché enzym
DPP-4

Uc ché DPP-4 Lam
tang GLP- 1

Dung don doc khong gay ha glucose mau

Dung nap tot

Giam HbA1c 0,5 - 1%

Co thé gay di ung, ngura, noi
mé day, phu, viém hau




hong, nhiém trung hé hap
trén, dau khop

Chua biét tinh an toan 1au dai

Nhém tc ché
kénh dong van
chuyén Natri-
glucose SGLT2

Uc ché tac dung cia
kénh dong  van
chuyén SGLT2 tai
6ng luon gén O than,
giap  tang  thai
glucose qua duodng
tiéu

Dung don ddc it gay ha glucose mau
Giam can, giam huyét ap
Giam bién ¢ tim mach chinh & BN DT

tip 2 c6 nguy co tim mach cao, rat cao va
tién st bénh 1y tim mach do xo vira.

Giam ty I¢ nhap vién do suy tim va tu
vong tim mach dong thoi dy phong xuét
hién suy tim bao v¢ than (thoai trién giam
albumin ni¢u va gidm tién trién bénh than
man va bénh than giai doan cuéi)

Giam HbAlc 0,5-1%

Nhiém nim duong niéu duc,
nhiém trung tiét niéu, nhiém
ceton acid (hiém gip), mat
xuong (canagliflozin)

Thubc
van thu
GLP-1

déng
thé

Kich thich sy tiét
insulin va lam giam
su  tiét glucagon
khong thich hop theo
cach phu thudc
glucose.

Lam cham sy lam
rong da day, lam
gidm can ndng va
khéi lugng chit béo
trong co thé qua co
ché bao gom lam
giam cam giac doi va
giam nang lugng nap
Vao.

Pon tri hoac phéi hop vé1 céac thubc ha
duong huyét udéng hodc phodi hop insulin
Giam HbAlc, duong huyét déi, duong
huyét sau an,

Tang ti 1€ BN dat dugc HbA1c muc tiéu <
7% va <6,5%

Cai thién chirc ning té bao beta

Giam can, giam huyét 4p Dung don ddc it
gay ha glucose mau

Giam nhu cau st dung insulin Giam bién
cO tim mach chinh, bién co tim mach mo
rong, tor vong do moi nguyén nhan, nhap
vién do suy tim va cac két cuc trén than &

Giam HbAlc 0,6-1,5%

Buén ndn, noén, viém tuy
cp.

Khong dung khi c6 tién st
gia dinh ung thu giap dang
tay, bénh da u tuyén ni tiét
loai 2




Ngin ngira tién trién
va giam viém mang
xo vira dong mach
chu

BN DTD tip 2 c¢6 bénh tim mach do xo
vita hoac nguy co tim mach cao/ rat cao
D& sir dung, khong can chinh liéu trén BN
> 65 tuoi, hodc suy than nhe, trung binh,
nang hodc suy gan nhe, trung binh

Bing 14: Tom tat liéu dung cac thuoc vién ha glucose mau uon

3
>

Thubc Ham lugng Liéu mdi ngay Thoi gian tac dung
Sulfonylurea
Glimepiride -2 va4 mg 1-4 mg/ngay liéu thong thuong. Liéu toi da | 24 gio
8mg/ngay
Gliclazide 80 mg 40mg-320 mg vién thuong, chia uéng 2-3 lan 12 gio
30-60 mg dang phong [30-120 mg dang phong thich cham, ubng 1 | 24 gio, dang phong
thich cham lan/ngay thich cham
Glipizide 5-10 mg Vién thuong 2,5-40 mg udng 30 phut trudce khi | 6-12 gio
an 1 hodc 2 lan/ngay
2,5-5-10 mg dang|Dang phong thich chdm 2,5 -10 mg/ngay uong | Dang phong thich
phong thich chdm 1 lan. Liéu t61 da 20 mg/ngay uong 1 lan cham 24 gio
Repaglinide 0,5-1-2 mg 0,5-4 mg/ngay chia udng trudc cac bira dn 3 gio
Thubc ting nhay cam véi insulin
Metformin 500-850-1000mg 1-2,5 gam, udng 1 vién sau 4n, ngay 2-3 lan 7-12 gioy
Dang phong thich |Dang phong thich cham: 500-2000 mg/ngay | Dang phong thich
cham:500-750 mg uong 1 lan cham: kéo dai 24 gio
Pioglitazone 15-30-45 mg/ngay 15-45 mg/ngay 24 g0

Thubc vkc ché enzyme alpha glucosidase




Acarbose 50-100 mg 25-100mg udng 3 lén/ngégy ngay trudc bira an | 4 gio
hoac ngay sau miéng an dau tién

Nhém ik ché enzyme DPP-4

Sitagliptin 50-100mg Liéu thuong dung 100mg/ngay 24 gi0
Khi d6 loc ciu than con 30-50 mL/1 phut: 50
mg/ngay
Khi d6 loc cau than con 30mL/1 phat: 25
mg/ngay

Saxagliptin 2,5-5mg 2,5- Smg/ngay, uéng 1 1an Giam liéu dén 2,5 | 24 gio
mg/ngay khi dg loc cau than < 50mL/1phuat hoac
dung cung thuoc trc ché CYP3A4/5 manh thi du
ketoconazole

Vildagliptin 50 mg 50 mg udng 1-2 1ﬁn/ngé1y. Chéng chi dinh khi | 24 gio
AST/ALT tang gap 2,5 gioi han trén cua binh
huong

Linagliptin Smg 5 mg udng 1 lan/ngay 24 gio

Thudc trc ché kénh SGLT2

Dapagliflozin | 5-10 mg 10 mg/ngay, udng 1 lan. 24 gio
5 mg khi c6 suy gan nang, néu dung nap c6 thé
tang licu lén 10 mg

Empagliflozin | 10-25 mg Liéu khoi dau 10 mg/ngdy, co thé ting 1én | 24 gid

25mg/ngay, udng 1 lan
Suy gan ning: Khong khuyén céo




PHU LUC 02
CAC LOAI INSULIN
1. Cac loai insulin
1.1. Theo céu tric phan tir:

- Insulin ngudi/human insulin/insulin thu:(mg/regular insulin: dugc tong hop bing phuong phap tai t6 hop DNA,
rat tinh khiét, it gy di img va d¢ khang do ty mién va loan dudng mé md tai chd tiém. Thudc ciing co thé bao quan
& nhiét do phong <30 do C va co thé mang theo khi di du lich mién 1a tranh nhiét do rat nong hoac rat lanh. Human
insulin hién c6 tai Viét Nam gém insulin thuong (regular insulin) va NPH (Neutral Protamine Hagedorn).

- Insulin analog dugc tong hop bang k¥ thuat tai t6 hop DNA, nhung c6 thay ddi cau tric bang cach thay thé
mot vai acid amin hodc gan thém chudi polypeptide dé thay do6i duoc tinh.

- Vi dy vé mot s6 insulin analog gom insulin tdc dung nhanh nhu Aspart, Lispro, Glulisine va loai tac dung keo
dai nhu Detemir, Glargine. Hién nay, insulin Degludec tac dung dai da duogc cap phép luu hanh ¢ Viét Nam.

1.2. Theo co ché tac dung:
a) Insulin tac dung nhanh, ngin:

- Insulin ngudi (regular insulin) 12 loai tinh thé insulin zinc hoa tan, tac dung 30 phut sau khi tiém dudi da, va
kéo dai 5- 7 gio véi lieu thuong dung, liéu cang cao thoi gian tac dung cang kéo dai. Thude cé thé truyén tinh mach
khi di€u tri cap ciru hon mé do nhiém ceton acid, tang ap luc tham thau mau, khi phau thuat.

- Insulin analog tac dung nhanh, ngan. Hién tai c6 3 loai insulin analog tic dung nhanh, ngan 13: Aspart, Lispro
va Glulisine

- Insulin Aspart: Thay thé proline & vi tri B28 bang aspartic acid
- Insulin Lispro: proline ¢ vi tri B28 d6i chd véi lysine & vi tri B29

- Insulin Glulisine: Asparagine & vi tri B3 dugc thay thé bang lysine va lysine & vi tri B29 dugc thay thé bang
glutamic acid.



03 loai insulin ndy it c6 khuynh huéng tao thanh hexamer so v6i human insulin. Sau khi tiém dudi da, thudc phan
ly nhanh thanh monomer va dugc hap thu, dat dinh tac dung sau 1 gio. Sy thay doi cau trac nay khong anh huéng dén
viéc gan vao thy thé insulin, ngoai ra thoi gian kéo dai tac dung khoang 4 gio, khong thay doi theo lieu dung.

Do tac dung nhanh cta insulin analog, BN can luu ¥ ¢6 da lugng carbohydrat trong phan dau cta bira an.
b) Insulin tac dung trung binh, trung gian:

NPH (Neutral Protamine Hagedorn hodc Isophane Insulin): thudc ¢co tac dung kéo dai nho phéi hop 2 phan
insulin zinc hoa tan voi 1 phan protamine zinc insulin. Sau khi tiém dudi da, thudc bat dau tac dung sau 2-4 gio, dinh
tac dung sau 6-7 gio va thoi gian kéo dai khoang 10-20 gio. Thuong céan tiém 2 1an mot ngay dé dat hiéu qua kéo dai.

¢) Insulin tac dung cham, kéo dai:

Insulin glargine: Asparagine & vi tri A21 duoc thay thé bang glycine va 2 phan tir asparagine duoc gan thém
vao dau tan carboxyl ctia chudi B. Insulin glargine 13 dung dich trong, pH acid. Khi tiém duéi da, thudc s& lang dong
thanh cac phan tr nho duoc phong thich tir tir vao mau. Thube kéo dai tac dung 24 gioy, khong ¢ dinh cao rd rét trong
mau, khi tiém 1 1an trong ngay s& tao mot nong do insulin nén. Thude khong duoc tron 1an v6i human insulin.

Insulin analog detemir: threonine 6 vi tri B30 dugc lay di va chudi acid béo C14 (tetradecanoic acid) duoc gin
voi lysine ¢ vi tri B29 bang phan tng acyl hoa. Thuo6ce keo dai tac dung 24 gio va c6 thé tiém dudi da 1-2 lan/ngay
deé tao nong do insulin nén. Thuoc su dung dwwoc cho phu nit co thai.

Insulin Degludec: 1a insulin analog, threonine & vi tri B30 bi cit bo va lysine & vi tri B29 duogc gén két véi
hexdecanoic acid thong qua gamma-L-glutamyl. Trong dich chtra c6 phenol va kém, insulin Degludec ¢ dang
dihexamer, nhung khi tiém dudi da, ching két hop thanh nhimg chudi multihexamer rt 16n, gdm hang ngan
dihexamer. Cac chudi ‘nay phan tan rat chim & mé dudi ra va cac phan tir insulin monomer duoc phong thich tir tir
vao mau véi nong d6 6n dinh. Thoi gian ban hay cua thudc 14 25 gio. Thube bat dau tac dung 30-90 phit sau khi tiém
dudi da va kéo dai tac dung hon 42 gio. Trang thai 0 on dinh dat duoc sau 2 -3 ngay dung thudc va tac dung 1am giam
glucose cua insulin Degludec ¢ trang thai 6n dinh cho thay sy bién d6i vé hé so bién thién tur ngay nay qua ngay khac
thap hon 4 lan khi so véi insulin glargine U 100. Bén canh do, Degludec cho phep linh hoat v€ thoi gian str dung
(khong bat budc phai tiém cung thoi diém trong ngay, chi can dam bao tdi thiéu 08 gid giita cac 1an tiém).

d) Insulin trén, hon hop:



Insulin tron san gém 2 loai tac vdung Qhanh va tac dung dai trong mot lo hodc mdt but tiém. Thuég s€ co ‘2 dinh
tac dung, insulin tac dung nhanh dé chuyén hoa carbohydrat trong bira an va insulin tac dung dai dé tao nong do
insulin nén gitra cac bira an. Hi¢n c6 céc loai:

- 70% insulin isophane/30% insulin hoa tan

- 70% insulin aspart két tinh voi protamin/30% insulin aspart hoa tan

- 50% Insulin Aspart Protamine/50% Insulin Aspart hoa tan

- 70% insulin Degludec/30% insulin aspart

- 75% NPL(neutral protamine lispro)/25% Insulin Lispro

- 50% NPL(neutral protamine lispro)/50% Insulin Lispro

2. Ky hiéu va nong dd insulin

Mot lo insulin ¢6 10 mL, v&i cac nong do khac nhau. Hién trén thi truong c6 2 loai 1a 40 IU/mL (U 40-mot lo
10 mL ¢c6 400 don vi) va 100 IU/mL (U100- mét lo 10 mL ¢6 1000 don vi). Chi y phai dung loai 6 6ng tiém phu hop
v6i nong do thude: insulin loai U 40 phai dung 6ng tiém insulin 1mL = 40 IU, insulin U100 phai dung ong tiém
ImL=1001IU.

Hién nay, WHO khuyén cdo nén chuin hoa Ve ham luong 100 TU/mL dé tranh trudng hop BN dung nham dng
va kim tiém dan toi cac phan Gmg khong mong mudn.

Liéu Insulin khi tiém tinh theo don vi, khéng tinh theo mL.

Hién nay c0 loai but ti€ém insulin cho human insulin, insulin analog, mdi but tiém ¢6 300 don vi insulin. C6 loai
450 don vi.

3. Bao quan

Tt nhat dé ¢ 2-8°C sé& giir dugc t6i khi hét han str dung. Néu khong ¢ til lanh co thé dé ¢ nhiét phong <30°C cho
phép giit duoc 1 thang ma khong giam tac dung d6i véi cac loai insulin san xuat bang phuong phap tai t6 hop DNA.

, Néu insulin dé ¢ nhiét do > 30°C s& giam tac dung. Ludn cd gang gitr insulin trong moi truong thoang mét, khdong

tiép xuc tryc tiép voi anh sang mat troi. Néu dung da lanh can chi y khong duge lam dong lanh insulin. Khong duoc
dé trong ngan da lam hong insulin.



4. Sinh kha dung cua cac loai insulin

Bang 15: Sinh kha dung cua cac loai insulin

Loai insulin Khéi dau tic dung Dinh tac dung Thoi gian kéo dai tac dung
Insulin aspart, lispro, glulisine | 5-15 phut 30-90 phut 3-4 gio
Human regular 30-60 phut 2 gi0 6-8 gi0
Human NPH 2-4 g1 6 -7 g10 10-20 gio
Insulin glargine 30-60 phut Khong dinh 24 gio
Insulin detemir 30-60 phut Khong dinh 24 210
Insulin degludec 30-90 phut Khong dinh 42 g0

Chii thich: Thoi gian tac dung cua insulin c6 thé thay doi tiy co dia BN, vi tri tiém chich. Thoi gian trén dya
vao két qua cua cac thir nghiém lam sang.

5. Cac loai insulin hién c¢ tai Viét Nam:

Bang 16: Cac loai Insulin hién c¢6 tai Viét Nam

- Aspart
- Lispro

- Glulisine

Insulin analog téc dung nhanh, ngdn

Regular Insulin- Insulin thuong

Insulin nguoi tdc dung nhanh, ngdn

NPH Insulin

Insulin nguwoi tac dung trung binh, trung gian

Insulin analog tac dung chdm, kéo dai




- Insulin Glargine

- Insulin Detemir Insulin Degludec

Insulin ngwoi trén, hon hop

- 70% insulin isophane/30% Insulin hoa tan

Insulin analog trén, hbn hop

- 75% NPL/25% Lispro

- 50% NPL/50% Lispro

- 70% Insulin Aspart Protamine/30% Insulin Aspart hoa tan
- 50% Insulin Aspart Protamine/50% Insulin Aspart hoa tan
- 70% insulin Degludec/30% insulin Aspart

6. Cach sir dung insulin

- Insulin 14 thubc c6 tac dung ha glucose mau manh nhat. Khong c6 gi6i han trong viéc giam HbA lc.

- Khong c6 gi6i han liéu insulin.

- Insulin chi dugc tiém dudi da (ngoai trir trudng hop cép clru), vi tri tiém 1a & bung, phan trén canh tay, dui.
Insulin dugc hap thu thay doi tuy tinh trang BN vi tri tiém.

- Truong hop cap ctru hon mé do nhiém ceton acid, ting 4p luc tham thau mau, lic phau thuat, Regular insulin
(Insulin thuong) duogc st dung dé truyén tinh mach.

- Dung phéi hop véi thube vién: liéu khoi dau cua insulin nén (dung insulin tac dung trung binh hay tac dung
dai) 1a 0,1 - 0,2 don vi/kg can nang, tiém dudi da vao budi toi trude khi di ngti hodc vao mdt gio nhat dinh trong
ngay.

- Piéu tri chi bang insulin DTD tip 1- DTD tip 2) c6 biéu hién thiéu hyt insulin nang: liéu khoi dau insulin 1a: 0,25

- 0,5 don vi/kg can nang/ngay. Téng lidu Insulin chia thanh 1/2 -1/3 dung cho insulin nén (Degludec, Glargine, Detemir
hodc NPH), phan con lai chia tiém trude 3 bita in sang, trua, chiéu (Aspart, Lispro, Glulisine, hodc Regular insulin).



- C6 thé dung insulin tron san, thudng insulin trdn san tiém 2 lan/ngay vao bira an sang va chiéu. Mot s6 Insulin
tron san loai analog c6 thé tiém 3 lan/ngay.

- biéu chinh liéu insulin mdi 3-4 ngay.
7. Tac dung phu
a) Ha glucose mau:

Ha glucose mau la bién chiing thuong gap nhat khi tiém insulin. C6 thé gap trong céac truong hop: tiém qua liéu
insulin, bé bita dn hodc an mudn sau ti€m insulin, van dong nhicu...

Can chi din cho BN céach phat hién cac triéu chimg sém cua ha glucose mau: doi, bon chon, hoa mat, va mo hai,
tay chan lanh. Khi glucose huyet xuong dén khoang 54 mg/dL (3 mmol/L) BN thuong c6 cac triéu chimg cuong giao
cam (tim dap nhanh, hoéi hop, d6 mo hoi, lanh run) va d01 giao cam (budn nén, déi). Néu cac triéu chimg nay khong
dugc nhan biét va xir tri kip thoi, glucose huyét giam xuéng dudi 50 mg/dL (2,8 mmol/L) s& xuat hién cac triéu ching
than kinh nhu but rit, 14 1an, nhin mo, mét méi, nhirc dau, néi kho. Glucose huyét gidm hon nira cé thé dan dén hon
mé, co giat.

Khi ¢ biéu hién than kinh tu chi, can do glucose huyét mao mach ngay (néu c6 may) va an 1-2 vién dudng
(hodc 1 miéng banh ngot hodc 1 ly stra...)

Céch phong ngtra:

- Gigo duc BN, ngudi nha, ngudi cham séc nhan biét cac triéu ching cua ha glucose méau va phong tranh cac
tinh huong c6 thé ha glucose mau.

- Khong nén chon cach dung insulin tich cyc trong cac trudong hop sau: khong c6 kha nang tu theo doi glucose
huyét, thi du nguoi gia, khong c6 may thu duong, o1 loan tam than, nhi€u bénh di keém, bién ching nang (suy than
man giai doan cudi, tai bi€én mach mau nao...).

b) Hién twong Somogyi (ting glucose huyét do phan tng):

Do qué liéu insulin. Tai thoi diém qué liéu insulin dan t6i ha glucose mau lam phong thich nhiéu hormon diéu
hoa nguogc (catecholamine, glucagon ...) gay ra tang glucose huyét phan img. Hién tuong nay co6 thé xady ra vao bat
ki lic nao trong ngay, nhung thuong xay ra vao gitta dém va do glucose huyét sdng lac doi thay cao. C6 thé nham
v6i thi€u liéu insulin. Néu chi dinh do glucose huyét gitta dém c6 thé thay c6 luc glucose huyét ha thap trong hién



tuong Somogyi (thi du 3 gio sang glucose huyét 40 mg/dL (2,22 mmol/L), 6 gio sang 400 mg/dL (22,2 mmol/L). Can
gidm li€u insulin khi c6 hi¢n tugng nay.

¢) Di vrng insulin: ngay nay rat hiém gip voi loai insulin ngudi tai to hgp DNA.

d) Loan dudng mé mé: teo md md hodc phi dai mdé md. Phong ngira: luan chuyén vi tri tiém.

e) Tang cian

8. Gido duc BN va ngwoi nha vé sir dung insulin

Gi4o duc BN va nguoi nha vé cac noi dung sau:

- Céch ty tiém insulin tai nha (dung bt tiém, ong tiém)

- Nhén biét va phong tranh cc yéu to nguy co ha glucose mau.

- Biét cach tu theo ddi glucose huyét tai nha.

- Biét xur tri sdm con ha glucose mau.



Cap nhat Goi diéu tri thiét yéu cho cac bénh khong lay nhlem (WHO Package of Essential NCD Interventions -
WHO PEN) va Thong tu 45/2013/TT-BYT Ve Danh muc thlet yéu tan dugc 1an VI dé kiém soat dudng huyét cho
nhiing ngudi mac dai thao duong tip 2 bao gom ché do an uong, hoat dong thé chat va metformin 1a lya chon diéu
tri dau tay; sulfonylurea la diéu tri hang hai (hodc diéu tri dau tay néu metformin chéng chi dinh); va insulin 1a diéu

PHU LUC 03
DANH MUC THUOC THIET YEU PIEU TRI PAI THAO PUONG TiP 2

tr1 hang thir ba.
Bing : Danh muc thudc thiét yéu diéu tri PTD tip 2
STT Tén thuoc Duong dung Dang bio ché Ham lwong, nong do
1 Metformin Udng Vién 500 mg, 850 mg
2 Gliclazid Udng Vién 30 mg, 80 mg
Glibenclamid: nguy co ha duong Ubng Vién 2,5 mg; 5 mg
huyét cao, can than trong khi str dung.
Chéng chi dinh véi nguoi >60 tudi
4 Insulin Tiém Dung dich 40 TU/mL, 100 IU/mL
5 Insulin (tac dung trung binh) Tiém Hon dich véi k&m|100 IU/mL, 40 IU/mL
hoac Isophan insulin
6 Acarbose Ubng Vién 50 mg, 100 mg



https://thuvienphapluat.vn/van-ban/the-thao-y-te/thong-tu-45-2013-tt-byt-danh-muc-thuoc-thiet-yeu-tan-duoc-lan-vi-219832.aspx

