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CHAN POAN VA PIEU TRI PAI THAO PUONG TIiP 2

I. PAI CUONG:

Bénh dai thiao duong Ia bénh rdi loan chuyén hoa khong ddng nhat, co
dic diém ting glucose huyét do khiém khuyét vé tiét insulin, vé tac dong cua
insulin, hoac ca hai. Tang glucose man tinh trong thoi gian dai gay nén nhirng
réi loan chuyén hda carbohydrate, protide, lipide, gay ton thwong ¢ nhiéu co
quan khac nhau, dic biét & tim va mach méu, than, mat, than kinh.

Theo Lién doan Pai thao dudng Thé gidi (IDF), nam 2015 toan thé gidi
c6 415 triéu nguoi (trong do tudi 20-79) bi bénh déi thao duong (PTP), tuong
duong ctr 11 ngudi c6 1 ngudi bi DPTD, dén nam 2040 con sb nay sé 1a 642 triéu,
twong duong ¢t 10 nguoi c6 1 nguoi bi BPTD. Bén canh do, cung véi viée tang
st dung thyc pham khéng thich hop, it hoic khdng hoat dong thé luc & tré em,
bénh DTD tip 2 dang c6 xu hudng ting & ca tré em, tro thanh van dé sic khoe
cong dong nghiém trong. Bénh DTD gay nén nhiéu bién chung nguy hiém, Ia
nguyén nhan hang dau gay bénh tim mach, mu loa, suy than, va cat cuyt chi.
Nhung mét diéu dang kha quan, c6 téi 70% trudng hop DTD tip 2 c6 thé du
phong hoac 1am cham xuat hién bénh bang tuan tha 16i séng lanh manh, dinh
dudng hop 1y va tang cuong luyén tap thé luc.

O Viét Nam, nam 1990 cua thé ky trudce, ty 16 bénh DTD chi la 1,1 % (¢
thanh phb Ha noi), 2,25% (¢ thanh phé H6 Chi Minh), 0,96% (thanh phé Hué),
nghién ctru nam 2012 cua Bénh vién Noi tiét trung uong cho thay: ty 18 hién
méc DTD trén toan qudc & ngudi truong thanh 12 (H6i nghi Noi tiét — DTD toan
qudc 10/2014: Do tudi 30 — 69): 5.42%, ty 1é dai thao dudong chua dugc chan
doan trong cong dong 1a 63.6%. Ty 18 réi loan dung nap glucose toan quéc
7,3%, réi loan glucose mau lic doi toan quéc 1,9% (nam 2003). Theo két qua
diéu tra STEPwise vé cac yéu to nguy co cua bénh khong 1ay nhiém do Bo Y té
thuc hién nam 2015, & nhém tudi tir 18-69, cho thay ty 16 DTD toan qudc 1a
4,1%, tién DTD 1a 3,6%.



Il. CHAN POAN

1. Chén doan dai thao dwong

Tiéu chuan chan doan dai thao duong (theo Hiép Hoi Pai thio duong
M3 - ADA) dua vao 1 trong 4 tiéu chuan sau day:

a) Glucose huyét twong luc doi (fasting plasma glucose: FPG) > 126
mg/dL (hay 7 mmol/L). Bénh nhan phai nhin an (khong udng nudc ngot, cd thé
udng nudéc loc, nude dun sdi dé nguoi) it nhat 8 gio (thuong phai nhin déi qua
dém tir 8 -14 gio), hoac:

b) Glucose huyét tuong & thoi diém sau 2 gio 1am nghiém phap dung nap
glucose duong udng 75g (oral glucose tolerance test: OGTT) > 200 mg/dL (hay
11,1 mmol/L).

Nghiém phap dung nap glucose dudng uéng phai dugc thyc hién theo
hudng dan cua To chac Y té thé giéi: Bénh nhan nhin doi tir nira dém trude khi
lam nghiém phép, dung mot luong glucose twong duong véi 75g glucose, hoa
tan trong 250-300 ml nudc, udng trong 5 phdt; trong 3 ngay trude do bénh nhan
an khau phan c6 khoang 150-200 gam carbohydrat mdi ngay.

¢) HbAlc > 6,5% (48 mmol/mol). Xét nghiém nay phai dugc thuc hién &
phong thi nghiém dwgc chuan héa theo tiéu chuan qudc té.

d) O bénh nhan co triéu ching kinh dién cua ting glucose huyét hoic
muc glucose huyét twong & thoi diém bat ky > 200 mg/dL (hay 11,1 mmol/L).

Néu khong co triéu ching kinh dién cua ting glucose huyét (bao gom
tiéu nhiéu, uéng nhiéu, an nhiéu, sut can khéng rd nguyén nhan), xét nghiém
chan doan a, b, d ¢ trén can duoc thuc hién lap lai 1an 2 dé xac dinh chan doan.
Thoi gian thyc hién xét nghiém lan 2 sau lan thir nhat c6 thé tir 1 dén 7 ngay.

Trong diéu kién thuc té tai Viét Nam, nén dung phuong phap don gian
va hiéu qua dé chan doan dai thao duong 1a dinh luong glucose huyét twong luc
d6i 2 1an > 126 mg/dL (hay 7 mmol/L). Néu HbAlc duoc do tai phong xét

nghiém dugc chuan héa quéc té, ¢ thé do HbAlc 2 lan dé chan doan DTD.



2. Chan doan tién PTD: Chan doan tién DTD khi c6 mot trong cac rdi
loan sau day:

- Réi loan glucose huyét doi (impaired fasting glucose: IFG): Glucose
huyét twong luc déi tir 100 (5,6mmol/L) d¢én 125 mg/dL (6,9 mmol/L), hoic

- Réi loan dung nap glucose (impaired glucose tolerance: IGT): Glucose
huyét trong ¢ thoi diém 2 gio sau khi 1am nghiém phap dung nap glucose bang
duong udng 75 g tir 140 (7.8 mmol/L) d¢én 199 mg/dL (11 mmol/L), hoic

- HbAlc tir 5,7% (39 mmol/mol) dén 6,4% (47 mmol/mol).

Nhitng tinh trang rdi loan glucose huyét nay chwa du tiéu chuan dé chan
doan DTP nhung van c6 nguy co xuat hién cac bién chiing mach mau Ion cua
dai thao duong, duoc goi la tién dai thio duong (pre-diabetes).

3. Phan loai dai thao dwong:

a) DTP tip 1 (do pha huy té bao p tuy, din dén thiéu insulin tuyét doi).

b) BTD tip 2 (do giam chirc ning cua té bao beta tuy tién trién trén nén
tang dé khang insulin).

¢) BTP thai ky (1a PTD dugc chan doan trong 3 thang giita hoic 3 thang
cudi cua thai ky va khdng c6 bang chang vé BTD tip 1, tip 2 trudc do).

d) Thé bénh chuyén biét cia DTP do cic nguyén nhan khac, nhu DTD
so sinh hoac BTD do sir dung thudc va héa chat nhu sir dung glucocorticoid,
diéu tri HIV/AIDS hoic sau ciy ghép mé...

4. Tiéu chuan dé lam xét nghiém chan doan PTP hoic tién PTP &
ngwoi khong co triéu chieng PTD:

a) Nguoi lon ¢6 BMI > 23 kg/m?, hoic can ning 16n hon 120% can ning
Iy twong va c6 mot hoac nhiéu hon mot trong cac yéu té nguy co sau:

- It van dong thé luc

- Gia dinh c¢6 nguoi bi DPTD ¢ thé hé can ké (bd, me, anh chi em ruot)

- Tang huyét ap (THA) (huyét ap tam thu (HATT) > 140 mmHg va/hoic
huyét 4p tam treong (HATT) > 90 mmHg hay dang diéu tri thubc ha huyét &p)

- Nong d¢6 HDL cholesterol <35 mg/ (0,9 mmol/L) va/hoic néng do
triglyceride > 250 mg/dL (2,82 mmol/L)



- \Vong bung to: & nam > 90 cm, ¢ nit >80 cm

- Phu nit bi budng trimg da nang

- Phu nit ¢3 méc dai thao duong thai ky

- HbA1c > 5,7% (39 mmol/mol), rdi loan glucose huyét doi hay réi loan
dung nap glucose & 1an xét nghiém trudc do.

- C6 cac dau hiéu dé khang insulin trén 1am sang (béo phi, ddu gai den...)

- Tién sir c6 bénh tim mach do xo vita dong mach.

b) G bénh nhan khéng cé cac dau hiéu/triéu ching trén, bat dau thuc
hién xét nghiém phat hién som dai thao duong ¢ ngudi > 45 tudi.

¢) Néu két qua xét nghiém binh thuong, nén Iap lai xét nghiém sau mdi
1-3 nam. Co thé thyc hién xét nghiém sém hon tuy thudc vao két qua xét
nghiém truéc d6 va yéu té nguy co. DSi voi ngudi tién dai thao duong: thuc
hién xet nghiém hang nam.

d) Tam soat DT/ tién PTP & nguoi 16n khong triéu ching (ADA 2018)

* Ngwol thiva can (BMI > 23) + YTNC sau:

- THA (> 140/90 hoic dang diéu tri)

- HDL-C < 35 mg/dl (0,9 mmol/L) va/hoac TG > 250 mg/dl (2,82
mmol/L)

- Lam sang dé khang insulin (béo phi ning, ching gai den)

- It hoat dong thé lyc

- Tién st BL tim mach

- Phu nit 6 HC budng tring da nang

- Gia dinh thé h¢ tht nhat bi PTD

- Chung toc: My gbc Phi, My Latinh, My ban xt, My goc A, dao Thai
Binh Duong.

* Tién sir Tien PTP (IFG, IGT, Alc > 5,7%)

* Phu ni# c6 tién sir GDM

*Tudi >45

Néu két qua binh thuong: tim soat lai toi thiéu sau 3 nam; tim soat sém

hon tuy thuoc két qua ban dau va vao YTNC.
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e) 9 yéu td nguy co cua DTD tip 2 (WHO):

. Tién sit GP mic DTP dic biét 1a bd me va anh chi em ruét.

. Béo phi (> 20% trong luong co thé Iy tudng hoic BMI > 25 kg/m?).
. Thuéc nhdm chung tdc c6 nguy co cao.

. Tudi > 45.

. Bi RLDNG hoac RLGMD trudc day.

. Tang huyét 4p (> 140/90 mmHg & ngudi 16n).

. HDL < Immol/l (0,38 g/l) va/hoac triglyceride > 2,3 mmol/l (2 g/l).

. Giam hoat dong thé luc.

. Tién st DTD thai nghén hoac sinh con > 4,5 kg.

o1 © 00 N & O ~ W0 DN B

. Phét hién va chan doan dai thao dwong thai ky:

a) Khai niém: 1a DTD duogc chan doan trong 3 thang giira hoic 3 thang
cudi cua thai ky va khong c6 bang ching DTD tip 1, tip 2 trude d6. Néu phu nix
c6 thai 3 thang dau dugc phat hién ting glucose huyét: chan doan 1a BTD chua
duoc chan doan hodc chua dugc phat hién va dung tiéu chuan chan doan DTD
nhu & nguoi khéng cé thai.

b) Thoi diém tam soat dai thao duong thai ky

- Thuc hién xét nghiém chan doan DTD (d6i voi DTD chua dugc chan
doan trudc day) tai lan kham thai dau tién dbi voi nhitng nguoi c6 cac yéu to
nguy co ciia DTD, sir dung cac tiéu chuan chan doan DTD tai Biém a, b, d cua
muc 1, phan 1l (khdng &p dung tiéu chuan vé HbAlc).

- Thyc hién xét nghiém chan doan BTD thai ky & tuan tht 24 dén 28 cua
thai ky ddi véi nhitng thai phu khong duoc chan doan DTD trudc do.

- Thuc hién xét nghiém dé chan doan BTD that su (bén viing): & phu nix
c6 DTP thai ky sau khi sinh tir 4 ¢én 12 tuan. Dung nghiém phép dung nap
glucose dudng udng va céc tiéu chuan chan doan khong mang thai phu hop trén
lam sang. Sir dung cac tiéu chuan chan doan dai thao duong tai Piém a, b, d cua
muc 1, phan 1l (khéng &p dung tiéu chuan vé HbAlc).

- O phu nit c6 tién st DTD thai ky nén thuc hién xét nghiém dé phat hién
su phat trién DTD hay tién TP it nhat mdi 3 nam mot lan.
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- Phu nit ¢6 tién sir DT thai ky, sau d6 duoc phat hién cé tién DTD: can
duogc diéu tri can thiép 16i sdng tich cuc hay metformin dé phong ngira DTPD.

c) Tam soat va chan doan DTD thai ky: c6 thé thuc hién mot trong 2
phuong phap sau:

Phwong phap 1 bwéc (one-step strategy)

Thuc hién nghiém phép dung nap glucose duong udng 759 (75-g
OGTT): do ndng dd glucose huyét twong lac déi va tai thoi diém 1 gio, 2 gio, &
tuan tha 24 dén 28 cua thai ky ddi véi nhitng thai phu khong duoc chan doan
DPTP trude d6. Nghiém phéap dung nap glucose dudng uéng phai duoc thyuc hién
vao budi sang sau khi nhin d6i qua dém it nhat 8 gio. Chan doan DTPD thai ky
khi bat ky gia tri glucose huyét thoa man tiéu chuan sau day:

- Lac doi > 92 mg/dL (5,1 mmol/L)

- O thoi diém 1 gio > 180 mg/dL (10,0 mmol/L)

- O thoi diém 2 gio > 153 mg/dL (8,5 mmol/L)

Phwong phap 2 bwéc (two-step strategy)

- Bwéc 1: Thyuc hién nghiém phap uéng glucose 50g hoic ubng tai
glucose 50 gam (glucose loading test: GLT): Udng 50 gam glucose (trudc do
khong nhin déi), do glucose huyét twong tai thoi diém 1 gio, & tuan tha 24 dén
28 cua thai ky dbi véi nhiing thai phu khong duoc chan doan BTD trude do.
Néu mirc glucose huyét tuong dugc do luong tai thoi diém 1 gio sau uéng la 130
mg/dL, 135 mg/dL, hoac 140 mg/dL (7,2 mmol/L, 7,5 mmol/L, 7,8 mmol/L)
tiép tuc véi nghiém phép dung nap glucose dudng uéng 100g.

- Bwéc 2: Thyc hién nghiém phap dung nap glucose duong uéng 100g
(100-g OGTT): Nghiém phéap phai dugc thuc hién khi bénh nhan dang doi: Bénh
nhan nhin d6i, udng 100 gam glucose pha trong 250-300 ml nuéc, do glucose
huyét luc déi va tai thoi diém 1 gio, 2 gio, 3 gio, sau khi udng glucose. Chan
doan DTD thai ky khi it nhat c6 2 trong 4 gia tri mac glucose huyét twong bang

hoac vuot qua cac ngudng sau day:
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Bang 1: Tiéu chuin chan doan PTP thai ky d6i véi phwong phap 2 buéc

Tiéu chi chan do4n cia Tiéu chi chan do4n theo
Carpenter/ Coustan | National Diabetes Data Group

Lac doi 95mg/dL (5,3 mmol/L) 105 mg/dL (5,8 mmol/L)

O thoi diém 1 gio | 180 mg/dL (10,0 mmol/L)| 190 mg/dL (10,6 mmol/L)

O thoi diém 2 gio | 155 mg/dL (8,6 mmol/L) 165 mg/dL (9,2 mmol/L)

O thoi diém 3 gio | 140 /dL (7,8 mmol/L) 145 mg/dL (8,0 mmol/L)

III. PANH GIA TOAN DIEN POI VOI PAI THAO PUONG

1. Muc dich:

Panh gia toan dién nén thuc hién vao lan kham bénh dau tién nham muyc
dich sau:

- X4c dinh chan doan va phan loai DTD;

- Phéat hién cé4c bién chung dai thao duong va cac bénh dong mac;

- Xem xét diéu tri trudc va viéc kiém soét yéu té nguy co & bénh nhan
DTPD da duoc thiét Iap;

- Bit dau sy tham gia caa bénh nhan trong viéc xay dung ké hoach quan
ly cham séc.

- Xay dung ké hoach dé cham soc lién tuc.

2. Cac nji dung danh gia toan dién

2.1. Bénh sir - Lam sang:

- Tubi, dic diém lac khoi phat BTD (nhiém ceton acid dai thao duong,
phét hién dai thao dudng bang xét nghiém nhung khong cé triéu ching).

- Can nang cac con lc sinh (ddi véi phu ni).

- Cach an udng, tinh trang dinh dudng, tién st can ning, hanh vi nga
(thoi quen, thoi gian), thoi quen luyén tap thé luc, gido duc dinh dudng, tién sir
va nhu cau hd trg hanh vi.

- Tién st sir dung thudc 14, ubng ruou va sir dung thubc gay nghién.

- Tim hiéu bénh nhan (b/n) c6 tham gia cac chuong trinh gido duc vé
DTD, tr quan Iy va tién sa, nhu cau hd tro.

- Ra 504t lai cac phac d diéu tri trude va dap tng diéu tri (dwa HbALc)
13



- Str dung céc thudc bd sung va thay thé: Cac loai thuc pham chirc ning,
thudc ¢ truyén di st dung. Cac loai thudc diéu tri bénh khac, thi du thudc diéu
tri dau khop...

- Céc bénh d¢ong mac va bénh vé rang miéng dang mac.

- Tam soét tram cam, lo au va rdi loan an udng bang cach sir dung cac do
lwong da duoc hiéu chinh va phu hop.

- Tam soat vé c4c van dé tdm ly, c&c rao can khac ddi véi diéu tri va ty
quan ly DTD, nhu ngudn tai chinh han ché, hau can va cac nguédn hd tro.

- Tam soét vé ndi dau budn, canh khén ciing khi bi DTD

- Panh gia cac hanh vi st dung thudc ubng, thudc tiém va cac rao can
d6i véi sy tuan tha diéu tri.

- Néu bénh nhan c6 may thtr glucose huyét tai nha hoic s theo déi kham
bénh, kiém tra lai cac thong so theo ddi glucose huyét va xur tri ciia bénh nhan.

- Tién str nhiém ceton acid, tan suat, do tram trong, nguyén nhan.

- Tién sir cac con ha glucose huyét, kha niang nhan biét va cach xu tri Iic
c6 con, tan suat, nguyén nhan.

- Tién st tang huyét ap, rdi loan lipid mau

- Céc bién chitng mach mau nhé: véng mac, than, than kinh

- Céc bién chang mach mau 16n: bénh tim thiéu mau cuc bo, nhdi mau
co tim, dot quy, bénh mach mau ngoai vi.

- Pi véi phu nix trong laa tudi sinh san: hoi vé ké hoach sinh con cua
bénh nhan, bénh c6 dung phuong phap nao dé ngura thai

2.2. Kham thyc thé: can dac biét chd trong:

- Chiéu cao, can nang va BMI; Qua trinh phat trién va day thi ¢ tré em,
thanh thiéu nién.

- Po huyét 4p (HA), néu can do HA nam va dimg dé tim ha HA tu thé.

- Kham day mat; Kham tuyén giép.

- Kham da: tim diu gai den, cac thay d6i da do DTD kiém soat kém,
kham cac vung tiém chich néu bénh nhan ding insulin).

- Kham ban chan toan dién:

14



+ Nhin: xem dau khé da, c4c vét chai, bién dang ban chan

+ So: mach mu chén va chay sau

+ C6 hay mat phan xa gan co Achilles

+ Kham than kinh nhanh: cam giac xuc giac, cam giac rung, cam nhan
monofilament.

2.3. Panh gia vé can 1am sang:

- HbAlc, néu chua 1am trong 3 thang vira qua

- Néu chua thyc hién hodc khong co sin théng tin vong mot nim qua vé
cac ndi dung sau, thi lam xét nghiém:

+ B thong tin vé lipid mau: bao gdm Cholesterol toan phan, LDL, HDL,
Triglycerides néu can.

+ Xét nghiém chuc nang gan, AST ALT, xét nghiém khac néu can

+ Ti s6 Albumin/creatinin nuéc tiéu lay 1 1an vao budi sang

+ Creatinin huyét thanh va d6 loc cau than

IV. BIEN CHUNG:

1. Bién chitng cap

- Tang tham thau do ting duong mau: DTD tip 2.

- Ha glucose mau: BTD tip 1 va 2.

- Nhiém toan acid lactic: PTD tip 2.

- Nhiém toan cetone DTD: DTD tip 1, hiém gap o DTD tip 2

2. Bién chitng man tinh

2.1. Bién ching vi mach

- Bénh ly vong mac DTH: Nguyén nhan chinh gay mu.

- Bénh Iy vi mach than (bénh Iy thdn PTP): Nguyén nhan hang dau suy

than man tién trién.

- Bién chuing than kinh BTP.

2.2. Bién chitng mach mau lgn

3. Bién chitng nhiém trung

4. Bién chirng khac: Tang huyét ap, ban chan BTD

15



V. PIEU TRI
1. Muc tiéu diéu tri can dat*

Bang 2: Muc tiéu diéu tri cho b/n PTP ¢ ngudi trweéng thanh, khong cé thai

Muc tiéu Chi s6
HbAlc < 7%*

Glucose huyét trong mao
Mmach luc doi, trudc an

80-130 mg/dL (4.4-7.2 mmol/L)*

Dinh glucose huyét twong

*
mao mach sau an 1-2 gio <180 mg/dL (10.0 mmol/L)

HA tam thu <140 mmHg, HA t@m trwong <90 mmHg
Néu dd cé bién chieng thgn: HA <130/85-80 mmHg

LDL cholesterol <100 mg/dL (2,6 mmol/L), Néu chwa cé
bien charng tim mach.

LDL cholesterol <70 mg/dL (1,8 mmol/L) néu da cé
Lipid mau bénh tim mach.
Triglycerides <150 mg/dL (1,7 mmol/L)

HDL cholesterol >40 mg/dL (1,0 mmol/L) ¢ nam va >50
mg/dL (1,3 mmol/L) ¢ ni.

Huyét ap

* Muc tiéu diéu tri & cac c& nhan co thé khac nhau tuy tinh trang caa bénh nhan.

- Muc tiéu diéu tri c6 thé nghiém ngit hon: HbAlc <6,5% (48
mmol/mol) néu cé thé dat duoc va khong cd dau hiéu dang ké cua ha duong
huyét va nhitng tac dung c6 hai cua thubc: Ddi véi ngudi bi bénh DTD trong
thoi gian ngan, bénh BTD tip 2 duoc diéu tri bang thay do6i 16i sbng hoic chi
ding metformin, tré tudi hozc khéng c6 bénh tim mach quan trong.

- Nguoc lai, muc tiéu diéu tri c6 thé it nghiém ngat (nGi long hon):
HbAlc <8% (64 mmol/mol) phl hop véi nhitng bénh nhan c6 tién sir ha glucose
huyét tram trong, 16n tudi, cac bién chitng mach mau nhoé hoic 16n, ¢6 nhiéu
bénh 1y di kém hodc bénh DTD trong thoi gian dai va khé dat muc tiéu diéu tri.

- Néu da dat muyc tiéu glucose huyét luc d6i. nhung HbAlc con cao, can
xem lai muc tiéu glucose huyét sau n, do vao lac 1-2 gio sau khi bénh nhan bt

-

dau an.
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Bang 3: Muc tiéu diéu tri dai thao dwdng & nguoi gia

2 Glucose Glucose lac x
Tinh trang sic| Co sé de huyét lac doéi . Huyet ap
A HbAlc < . di ngu
khée chon lya hoac trwéc (mg/dL) mmHg
an (mg/dL) | M9

Manh khée  [Consong lau | <7.5% | 90-130 90-150 <140/90

Phuc tap/ sic  [Ky vong séng
. ) <8.0% 90-150 100-180 <140/90
khoe trung binh trung binh

Rat phuc tap/  [Khdng con
) ) <8.5% | 100-180 110-200 <150/90
suc khoe kém  song lau

* Panh gia vé Kiém soat duong huyét:

- Thuc hién xét nghiém HbAIc it nhat 2 lan trong 1 nim & nhiing nguoi
bénh dap tng muc tiéu diéu tri (va nhitng nguoi co duong huyét duoc kiém soat
on dinh).

- Thuc hién xét nghiém HbAlc hang quy ¢ nhitng nguoi bénh dugc thay
do6i lieu phéap diéu tri hodc nhitng ngudi khong dap tng muc tiéu vé glucose
huyét.

- Thuc hién xét nghiém HbALc tai thoi diém ngudi bénh dén kham, chira
bénh dé tao co hoi cho viéc thay doi diéu tri kip thoi hon.

2. Lwa chon thudc va phwong phap diéu tri dai thao dwong tip 2
Hinh 1: So @6 lwa chon thudc va phwong phap diéu tri dai thao dwong tip 2

Giam c¢in néu thira cin + dinh dudng + luyén tip +/- Metformin

Sau 3 thang khéng dat muc tiéu HbA l¢

Metformin néu chura ding, hoic Metformin+ thude nhém khéc (c6 thé 1a thuoe vién
Luyén hogc insulin, ddng van thy thé GLP-1)

tap,
dinh

Sau 3 thang khong dat muc ticu HbAlc

duing

theo Metformin+ 2 thudc nhom khac

Khuyén

o
Sau 3 thang khong dat muc tieu HbAl¢

» £ .a - . .- «2 b £ - gt +
Thuoe vién+ insulin tiém nhicu lan +/- thuoe khong phai insulin
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CAc loai thuéc diéu tri PTD 1an lwot 1a: Metformin, thudc tc ché kénh
ddng van chuyén natri-glucose (SGLT2i), Sulfonylurea. Glinides, Pioglitazon,
Uc ché enzym alpha glucosidase. Uc ché enzym DPP-4, Bdng van thy thé GLP-
1, Insulin.

a) CAc yéu té can xem xét khi chen lwa diéu tri:

- Hiéu qua giam glucose huyét

- Nguy co ha glucose huyét: sulfonylurea, insulin

- Tang can: Pioglitazon, insulin, sulfonylurea

- Giam can: GLP-1 RA, tc ché kénh déng van chuyén natri-glucose
(SGLT2i), trc ché enzym alphaglucosidase (giam can it)

- Khong anh huéng nhiéu I&n can nang: ac ché enzym DPP-4, metformin

- Tac dung phu chinh (xem trong bai)

- Gi& thubc: can nhac dya trén chi phi va hiéu qua diéu tri

b) Lwra chen thudc va phuwong phdp diéu tri:

- Nén chuyén budc diéu tri méi 3 thang néu khong dat dugc muc tiéu
HbAlc. Can theo doi duong huyét déi, duong huyét sau an 2 gio dé diéu chinh
liéu thudc.

- CO thé két hop thay d6i 16i sdng va metformin ngay tir dau. Thay doi
16i sbng don thuan chi thuc hién ¢ nhiing bénh nhan méi chan doan, chua co
bién ching man va mic dudng huyét gan binh thuong.

- Khi phéi hop thuéc, chi phdi hop 2, 3, 4 loai thudc va cac loai thudc co
co ché tac dung khéc nhau.

- Truong hop bénh nhan khéng dung nap metformin, c6 thé dung
sulfonylurea trong chon lua khai dau.

- Chl y can than trong tranh nguy co ha glucose huyét khi khoi dau diéu
tri bang sulfonylurea, insulin, dac biét khi glucose huyét ban dau khéng cao va
bénh nhan Ién tudi.

- Chu y gi4o duc ky thuat tiém va triéu chitng ha duong huyét cho bénh
nhan. Kiém tra ky thuat tiém cua bénh nhan khi tai kham, kham ving da noi

tiém insulin xem c6 vét bam, nhiém tring, loan dudng ma.
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nsulin nin

2t @3y By Wk 10 £ v/ nghy hale 0,1-0,2 dv/ig/ngdy

Dt ehinh - 10-15% hodc 24 dom vi mdt hedic hai (e m tulle cho
S b Gt e R
NEu by Surdmg huydit (DH): x3c dinh va gibi
khéing r3 ngyin ahde gy ha Sutmg hupdk, & R0 4 am v kol 10-
2%

Hinh 2: So' db diéu tri véi insulin

Bit d5u dung Insulin Nén / Trén, hdn hop

Thuang phoi hop val metformin +/- thude khong phai insulin khac

nsulin t20n, M hep

Néu ding 1 Bn/ ngly: dong By 12 dv vio trude b Sa 180
| Nifu ding 2 linfngiy: 50 dhat 430 kuydn cio ola 13 6 dv vao birs wirg va s
dv viho bda th,

| Dil chinh 1R thng B0 10 - 15% hay t3ng 1 - 2 dv m¥i m3e hode 2 Bn mil
| tulln €h0 dfin ki 292 myc S8y dubmg huyft

| M3 DH: xbe dind nguyn nhdn hy dudmg huydt. nfu kKhing o sguybn rdds &
.‘fh;'hﬂuimhl-ldmu’w'hm—m

&
nguytn nkdn; néy

Néu khdng kifm sodt dugc ALC, cdn nhic liéu phdp
tiém phéi hgp theo 1 trong 3 phuong an sau

Y

Thém 1 insulin tc dyng
- nhanh trurde bira an ¢6
nhiéu carbonhydrat nhat

Bt ddu: 4 don vi, 0,1 d.v/kg, hodic 10%
fiBu nin. NEu ALC <8%, xem xét 4 lidu
insulin nén cung 6 luomg

©fgu chinh: T liéy 1-2 don vi hodc 10-15%
mdt B hodc hai fin mdi tuln cho dén
khl dat d&n myc téu duimg huyét

Ha DH: Xac dinh va x{r tri nguyén nhin;
NEu khong cd I do rd rang, & 1igu tvong
{rng 2-4 don vi hode 10-20%

1
Teu HDALC van Khong Kiém
spét dugc, chuyén sang n¥n-
nhanh

" Tham > 2 mal tiém fnsulin

tac dung nhanh trudc biva
dn (‘nén-nhanh’)

Bt d3u: 4 don v, 0,1 6.v / kg, hodc 10%
lidy nen/ bira 3n. N&u A1C <B%, hily xem
xét + B8u insulin nén cling s8 lvgng
Ditu chinh: T Ligu dung 1-2 fin hodic 10-
15% mét hode hai Bin mdt tudn o€ dat
MUC théu dutmg huyét

Ha DH: Xdc dinh va xir trf nguyén nhan;
Néu knding c6 1y do 15 rang, 4 Bu 2-4
dom vi hodc tuong (mg 10-20%

Y

Phai hgp véri dong
van thy thé GLP-1
(GLP -1RA)

NEu cac myc tidu khdng
dat, xem xét thay ddi
phac d6 insulin thay thé

Né&u khong dat cac myc
tidu, cin nhic thay d6i
ché& d§ insulin

Diéy trj insulin trdn, hén :
hop 2 iAn hang ngay (theoe
bira an sng va dn td))

Bét dBu: Chia lidu ndn hién t3i thanh %
sang, ¥ chidu i holic % sdng, % t6i
Diku chinh: T ity 1-2 Bn hojc 10-15%
mdt hodc hai Bin m&i tuln cho dén khi
83t myc tiéu dutmg huyét

Ha OM: Xac dinh va xir tri nguyin nhin;
Néu khdng c6 ly do rd ring, + Niku 2-4
don vi hodc 10-20%

NéU HBAIC van khéng kiém
sodt durge, tidm mii thir 3

Thay a6} insulin tron, hén hop |

truéc 3 bira sing, trwa, 161
3 fan/ngay).

Bt d3u: Khi sir dyng insulin trdn , hdn
hop ma iku 83 [én ¢én 30 dv thi ¢6 thé
chuyén sang ngdy 3 13n; Ligu budi sdng b
thé chia thinh liéy budl séng va gi¢r 3n
trua (si¥ 3Bn/ ngay)
©&u chinh: T 5y 1-2 don vj hodc 10-
15% mét hodc hal fn m&i tudn dé dat
durge myc tidu dudmg huyét
Ha OH: Xac dinh va x(r tri nguyén nhin;
NEu khong ¢6 Iy do S rang, 4 1iku 24
 donvi hodc 10-20% |

Céc chién lwoc diéu tri insulin ¢ bénh nhéin PTP tip 2.

* Piéu tri véi insulin nén:

- Khéi ddu diéu trj véi insulin nén khi khong dat duoc muc tiéu glucose

huyét véi thudc udng. Liéu khoi dau khuyén ding 1a 0,1 - 0,2 don vi/kg can
nang, phu thudc vao muac d6 ting glucose huyét, dung phdi hop véi 1 hoic 2

thudc ubng.
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- Khi da diéu chinh liéu insulin nén dat dugc muc tiéu glucose huyét doi
nhung HbAlc van chua dat muc tiéu, xem xét thém insulin nhanh truéc bita in.
Mot cach khac cd thé xem xét 1a chuyén sang insulin tron san/2 pha/hdn hop
tiém dudi da 2 1an mdi ngay. Néu van khong dat dugc muyc tiéu, ¢ thé xem xét
chuyén sang insulin nén - insulin nhanh truéc mdi bita an (basal-bolus).

- Liéu khai tri véi insulin nén: insulin ngudi nhue NPH (tiém 1-2 lan/
ngay) hay insulin analog nhu glargine, detemir (tiém 1 1an/ngay), degludec (tiém
1 lan/ngay liéu khoi dau 0,1-0,2 don vi/kg/ngay.

- Néu tiém Insulin NPH, 2 miii tiém nén cach nhau 11-12 gio dé tranh
hién tuong chong liéu. Néu tiém glargine hoic detemir nén tiém vao gio ¢b dinh
mbi ngay hoic budi sang, hoac budi ti

- Piéu tri insulin nén-truée an (hodc nén-nhanh) (basal-bolus)

+ Thém 01 mdi insulin tac dung nhanh trudc bira an, khai dau 04 don vi,
hoac 0,1 don vi/kg can nang hay 10% liéu insulin nén.

+ Piéu chinh lidu: ting lidu 10-15% hay ting 1 - 2 don vi mdi mot hoac
2 1an mdi tuan cho dén khi dat muc tiéu duong huyét.

+ Ha duong huyét: xac dinh nguyén nhan ha duong huyét, néu khéng co
nguyén nhan rd rang, giam liéu insulin 2 - 4 don vi hay giam 10 - 20%.

* Piéu tri véi insulin tron, hdn hop:

- Bénh nhan ciing c6 thé khai dau diéu tri véi insulin trén, hon hop:

+ Ddi v&i bénh nhan DT tip 2 chua st dung insulin: Bénh nhan cé thé
khoi tri véi insulin tron, hdn hop, lidu dung theo thong tin ké don dugc Bo Y té
phé duyét, vi dy insulin gdm 70% Insulin Aspart Protamine/30% Insulin Aspart
hoa tan 1 1an hozc 2 1an mdi ngay. Néu khai tri 1 lan/ngay: liéu dung 1a 12 don
vi Va0 bita an t6i (bira an chiéu). Néu khai tri 2 1an/ngay: liéu khoi dau khuyén
c40 14 6 don vi vao bira sang va 6 don vi vao bira toi (bira an chiéu).

+ Piéu chinh liéu: tang lidu 10 - 15% hay tang 2 - 4 don vi mdi 1 hozc 2
lan mdi tuan cho dén khi dat muc tiéu duong huyét lic doi.

+ Ha duong huyét: xac dinh nguyén nhan ha duong huyét, néu khéng co

nguy@n nhan rd rang, giam liéu insulin 2 - 4 don vi hay giam 10 - 20%.
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- Bénh nhdn dang diéu tri insulin nén truée do:

Liéu khoi dau bang lidu insulin nén trude do, chia thanh 2/3 budi sang,
1/3 bubi chiéu (dbi véi insulin nguoi) HOAC 1/2 budi sang, 1/2 budi chiéu (dbi
vai insulin analog)

- Bénh nhdn chira diéu tri liéu insulin nén: liéu khai dau 0,25 - 0,5 don
vi’kg/ngay, chia thanh 2/3 budi sang, 1/3 budi chiéu (d6i véi insulin nguoi)
HOAC 1/2 budi sang, 1/2 budi chiéu tiém ngay trudc hoic ngay sau khi an (d6i
Vi insulin analog).

- Khi si dung insulin tron, hén hop gdm 70% Insulin Aspart
Protamine/30% Insulin Aspart hoa tan ngay 1 1an ma liéu d3 1én dén 30 don vi
thi c6 thé chia thanh 2 lan/ngay bang cach chia liéu bang nhau vao bita sang va
bira toi (50/50)

- Liéu insulin tron, hdn hop gdom 70% Insulin Aspart Protamine/30%
Insulin Aspart hoa tan 2 1an/ ngay chuyén sang 3 lan/ngay: liéu budi sang cé thé
chia thanh liéu budi sang va gio an trua (st dung 3 1an/ ngay)

- biéu chinh liéu: ting liéu 10 - 15% hay ting 1 - 2 don vi mdi mot hoic
2 1an mdi tuin cho dén khi dat muc tiéu duong huyét

- Ha duong huyét: xac dinh nguyén nhan ha duong huyét, néu khong co
nguyén nhan rd rang, giam liéu insulin 2 - 4 don vi hay giam 10 - 20%.

- Insulin tron, hdn hop can tiém trudc bita 4n, thoi gian tiém trude an tiy
thuoc loai insulin nhanh trong hdn hop (xem phu luc 04).

* Kiém tra hiéu qua diéu tri:

- Glucose huyét sang lic d6i phan anh hiéu qua caa insulin nén (d6i V6i
loai insulin t&c dung dai).

- Glucose huyét sau dn phan anh hiéu qua insulin nhanh tiém truéc an.

- Glucose huyét trude khi di ngu cho phép tién doan nguy co ha glucose
huyét xay ra ban dém.

- Tuy nhién, ndng do glucose huyét trong mau con tuy thudc sb luong va
loai thirc an trude d6, tinh trang van dong caa bénh nhan, thudc diéu tri cac bénh
Iy di kem,
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Hinh 3: Cdp nhdt khéi ddu insulin nén theo ADA 2018:

Khai dau Insulin nén

Thudng phoi hdp vdi metformin +/- thudc khong phai insulin khac

Bat dau: 10U/ngay hoac 0,1-0.2 U/kg/ngay
Diéu chinh: 10-15% hodc 2-4 U méat hoac hai [an mai tuin dén khi dat muc tiéu FBG
Ha duGng mau: X3c dinh & tim nguyén nhan: néu khong rd nguyen nhan,
¥4 U hoac 10-20%
|
Néu A1C khiing dat muc tiéy, can
nhéc liéu phap tiém phoi hop

1 '

Thém 1 mili insulin tac dung Thém thudc dong van Diéu tri insulin hon hop 2 lan
nhanh trudc bira an chinh thu thé GLP-1 moi ngay (trudc an sang va toi)
Bat dau: 4 U hoac 0,1 Urkg hoac 10% Néu khdng dung nap hodc Bat dau: Chia izu nén hién tai thanh
ligu nn. Néu ATC <8%, cannhacy | qguef AICKNONG datmucBis, gy, | 2/3sang, 1/3 i hoac 1/2 sang, 1/2 tGi
liéu insulin nén cling s6 luong chuyén sang liéu phap tiém Digu chinh: Migu 1-2 U hodc 10-15%
Diéu chinh:# 2y 1-2 U hoc 10-15% insulin 2 mii | mét hoac hai lan méi tudn dén khi dat
. .- = - - M - \ J z 5 ‘
mot hoac hai Bn mé tuan dén khi dat muc tiéu tU quan Iy dudng mau
muc tiéu t!’; qiéj I, dijlér:g .'na:;. Néu céc muc tiéu khong dat, Ha DM: Xac dinh va xif ti nguyén A
HQ.DM:_XM:J.M va X tri nguyen . <@  cinnhic thay d6i phic = nhan; néu khong d nguyén nhén, ¥y
han: néu &k 0 nguyen nhan, . > S i iina 2-4 U hoac 10-20%
T; an; néu -c on? ] rgJ{er '11a“ d insulin thay the tuang dng 2-4 U hoac 10-20%
ligu tuong Ung 2-4 U hoac 16-20%

L . |
1

Néu A1C khong dat muc tiéu, | Néu A1C khdng dat muc tiy,
chuyén sang nén - nhanh chuyén sang tiém mili thir 3
Thém > 2 mii insulin tic dung Diéu tri insulin hon hop
nhanh trudc cic bia dn ba [an méi ngay
{"nén - nhanh’) (trudc an sang, trua va toi)
B3t dau: 4 U hodc 0,1 U/kg hoac 10% Bit dau: Thém mii tiém thir 3 tridc
liBu nén. N&u A1C <8%, cin nhac ¢ bda an frua )
¥y insulin nén cung 4 luong Néu cac muc tidu khdng dat, Diéu chinh: 52y 1—_2 U hoac 10-15%
Diéu chinh:®iEu 1-2 U hodc 10-15% | «@e=  can nhéc thay d6i phac = | MOt N0AC hai [2n moi tuan dén khi dat
mdt hoac hai lan mdi tuan dén khi dat do insulin thay the muc fiéu t quan ly duGng mau
muc tiéu tu quan Iy dung mau Ha DM: Xac dinh va xUr tri nguyén
Ha DM: Xac dinh va xf tri nquyén nhan; néu khong rd nguyén nhan, $ligu
nhén; néu khdng 16 nguyén nhan, ¥ tuong iing 2-4 U hoac 10-20%
8y tudng ting 2-4 U hodc 10-20%

Hinh 8.2 - Liéu phap tiém ph6i hap d6i véi Di thso duding type 2, FBG: fasting blood glucose (duiing méu d6i), BM: duing méu.
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3. Piéu tri cu thé

3.1. Thay déi 16i song

Thay d6i 16i séng hay diéu tri khéng dung thudc bao gom luyén tap thé
lyc, dinh dudng va thay ddi 16i song.

a) Luyén tap thé luc

- Can kiém tra bién chtng tim mach, mét, than kinh, bién dang chan
trudc khi luyén tap va do huyét &p, tan sé tim. Khong luyén tap gang suc khi
glucose huyét > 250-270 mg/dL va ceton duong tinh.

- Loai hinh luyén tap thong dung va d& &p dung nhét: di bo tong cong
150 phat mdi tuan (hoac 30 phit mdi ngay), khong nén ngung luyén lap 2 ngay
lién tiép. Mdi tuan nén tap khang luc 2-3 lan (kéo day, nang ta).

- Ngudi gia, dau khép cd thé chia tap nhiéu 1an trong ngay, thi du di bo
sau 3 bira an, mdi lan 10-15 phut. Ngudi con tré nén tap khoang khoang 60 phut
mdi ngay, tap khang luc it nhat 3 1an mdi tuan.

b) Dinh dwéng

Dinh dudng can duoc ap dung mém déo theo thoi quen an uéng cua bénh
nhan, cac thirc dn sin cd tai tirng ving mién. Tt nhat nén co sy tu van cua bac
si chuyén khoa dinh dudng.

Chi tiét vé dinh dudng s& duoc thiét lap cho ting bénh nhan tdy tinh
trang bénh, loai hinh hoat dong, cac bénh ly, bién chimg di kém.

Cac nguyén tac chung vé dinh dudng nén duoc khuyén cdo cho moi
bénh nhan:

- Bénh nhan béo phi, thira can can giam can, it nhat 3-7% so véi can
nang nén.

- Nén dung céc loai carbohydrat hap thu cham c6 nhiéu chat xo, khong
cha xat ky nhu gao lut, banh mi den, nui con chira nhiéu chat xo...

- bam khoang 1-1,5 gam/kg can nang/ngay ¢ ngudi khéng suy chuc
nang than. Nén an ca it nhat 3 lan/tuan. Nguoi an chay truong c6 thé bo sung
ngudn dam tir cac loai dau (dau phy, dau den, dau do)

- Nén ch trong ding céc loai m& c6 chia acid béo khdng no mot ndi doi
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hozc nhiéu ndi d6i nhu dau 6 liu, diu me, dau lac, m& ca. Can tranh cac loai ma
trung chuyén (md trans), phat sinh khi an thirc an rén, chién ngap dau ma.

- Giam mudi trong bira an, con khoang 2300 mg Natri mdi ngay.

- Chat xo it nhat 15 gam mdi ngay.

- Céc yéu t6 vi luong: nén chi y bd sung céc yéu té vi lwong néu thiéu,
thi du sit & bénh nhan dn chay truong. Dung Metformin lau ngay cé thé gay
thiéu sinh t6 B12, nén chu y dén tinh trang nay néu bénh nhan cé thiéu mau hoic
triéu chiing bénh ly than kinh ngoai vi.

- Ubng ruou diéu d¢o: mot lon bia (330 ml)/ngdy, ruou vang dé khoang
150-200ml/ngay.

- Ngung hut thudc.

- Cac chét tao vi ngot: nhu duong bip, aspartame, saccharin ¢ nhiéu
bang chung trai nguge. Do d6 néu str dung ciing can han ché dén muac tdi thiéu.

3.2. Piéu tri dai thao dwong bang thuéc

a) Cac nhom thubc ha glucose huyét duong udng va thudc dang tiém
khéng thuoc nhém insulin (theo Phu luc 03)

b) Insulin: Insulin dwoc st dung ¢ bénh nhan BDTD tip 1 va ca BTD tip 2
khi ¢ triéu chiing thiéu insulin hodc khong kiém soat duoc glucose huyét du da
an udng luyén tap va phdi hop nhiéu loai thudc vién theo diing chi dan. Ngoai ra
DTP tip 2 khi mai chan doan néu glucose huyét ting rat cao ciing c6 thé ding
insulin dé 6n dinh glucose huyét, sau d6 s& dung cac loai thubc diéu tri tang
glucose huyét khéc. (Céc loai insulin theo Phu luc 04)

3.3. Piéu trj cac bénh phdi hep va céac bién chirng néu co: theo hudng
dan chuyén mon caa cac bénh va bién chimg do.

IV. PHONG NGUA VA KIEM SOAT BIEN CHUNG MAN TIiNH

1. Ting huyét ap (THA)

a) Theo ddi HA: Phai do HA dinh ky & mdi lan thim kham. Néu huyét
a4p tam thu (HATT) > 130mmHg hay huyét ap tim truong (HATTr) > 80
mmHg can kiém tra lai HA vao ngay khac. Chan doan THA khi kiém tra lai co
HATTr > 140 mmHg va/hay HATTr > 90 mmHg.
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b) Muc tiéu diéu tri vé HA: Muc tieu HATT < 140 mmHg phu hop Véi
da s6 b/n DTD. Muyc tiéu HATTr < 90 mmHg. C6 thé dit muc tiéu HATT cao
hon hay thap hon tuy vao dic diém cua b/n va dap ung véi diéu tri.

Bénh nhan con tré, ¢ thé giam HA dén < 130/90-80 mmHg néu bénh
nhan dung nap duoc. Muc tieu HA & bénh nhan DT va bénh than man c6 thé
HA <130/80-85 mmHg.

¢) Diéu tri:

- Bénh nhan c6 HATT tir 130-139 mmHg va/hoac HATTr tur 80-89
mmHg can diéu tri bang cach thay dbi 16i séng trong thoi gian téi da 1a 3 thang.
Sau d6 néu van chua dat dugc muc tiu HA, can diéu tri bang thudc ha huyét ap.

- Bénh nhén c6 tang huyét 4p nang hon (HA tam thu >140 va/hoic HA
tam truong >90 mmHg) vao thoi diém chan doan hay khi theo ddi can diéu tri
bang vai thube ha huyét ap két hop véi thay doi 16i séng.

- Piéu tri tang huyét &p bang cach thay doi 16i séng bao gom giam can
néu c6 thira can. Dung ché d6 an danh cho ngudi ting huyét &4p, bao gdm giam
mubi va tang luong kali an vao; han ché udng rugu va ting hoat dong thé lyc.

- Thudc diéu tri ha 4p & bénh nhan tang huyét ap co dai thao dudng phai
bao gdm thudc tc ché men chuyén hay ¢ ché thu thé. Néu bénh nhan khong
dung nap dugc nhdém nay, c6 thé ding nhom khac thay thé. Khong phdi hop tc
ché men chuyén vai uc ché thu thé. Chdng chi dinh dung #c ché men chuyén
hodc ¢ ché thy thé & phu niz ¢ thai.

- Thong thuong can phai phdi hop nhiéu thude ha huyét ap (nhiéu hon
hai thubc & lidu toi da) dé dat dugc muc tiéu huyét &p. Phéi hop thuong duoc
khuyén cdo 1a @c ché men chuyén hoic @ ché thu thé phdi hop véi loi tiéu, tc
ché men chuyén hoic wc ché thu thé phdi hop véi thude chen kénh calci (thi du
amlodipin). Néu phéi hop 3 loai thubc, bat budc phai cé thudc loi tiéu.

- Nén diing mét hay nhiéu thuc ha HA & thoi diém trude khi di ngi.

- Néu dang dung thudc &c ché men chuyén, tc ché thu thé hay loi tiéu,
can phai theo ddi chiic nang than va nong d6 kali mau.

- Bénh nhan bi BTD thudng ¢6 THA, véi tan suat vao khoang 50-70%,
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thay doi tly thudc loai DTD, tudi, béo phi ... THA 1a yéu té nguy co chinh cua
bénh mach vanh, d6t qui va bién chitng mach méu nho. O bénh nhan bi BTD tip
1 THA 1a hau qua cta bién ching than, nguoc lai & bénh nhan BTD tip 2 THA
thuong c6 sin cling voi cac yéu td nguy co tim mach chuyén hoa khac.

2. R6i loan lipid mau

a) Do chi s6 lipid mau: Can kiém tra bo lipid méu it nhat hang nam.

b) biéu tri:

- Thay d6i 16i sbng: Dé diéu chinh réi loan lipid mau, thay d6i 16i séng
tap trung vao giam mé& bdo hoa, mé trans va lugng mé an vao; tang acid béo n-
3, chat xo hoa tan va stanols/sterols thuc vat; giam can; khuyén bénh nhan ting
hoat dong thé luc dé cai thién lipid mau & bénh nhan dai thao duong.

- biéu tri bang thudc:

+ Diéu trj statin két hop vai thay doi 16i séng & nhitng b/n BTD sau (bt
ké tri s6 lipid mau ban dau I1a bao nhiéu): C6 bénh tim mach; Khong cé bénh tim
mach nhung 16n hon 40 tudi va c6 nhiéu hon mét yéu té nguy co tim mach khac.

+ O bénh nhan khong c6 cac nguy co & trén, nén xem xét diéu tri statin
két hop véi thay ddi 16i sdng néu nong do LDL cholesterol van con >100 mg/dL
hay c6 nhiéu yéu té nguy co tim mach.

+ O b/n khong c6 bénh tim mach, muc tiéu chinh 14 LDL cholesterol
<100 mg/dL (2,6 mmol/L). O b/n di co6 bénh tim mach, muc tiéu LDL
cholesterol 1a <70 mg/dL (1,8 mmol/L), c6 thé xem xét duing statin liéu cao.

+ Néu bénh nhan khong dat duoc muc tiéu lipid mau véi véi statin & liéu
t6i da c6 thé dung nap dugc, c6 thé dat muc tiéu diéu trj 1a giam LDL ~30-40%
S0 V&i ban dau

+ Céac muc tiéu lipid méu khéc bao gém néng do triglycerides <150
mg/dL (1,7 mmol/L) va HDL cholesterol >40 mg/dL (1,0 mmol/L) & nam va
>50 mg/dL (1,3 mmol/L) & nit. Can chél ¥ wu tién muc tiéu diéu tri LDL
cholesterol voi statin trudc.

+ Néu van khong dat dugc muc tiéu véi statin o lidu téi da co thé dung

nap duoc, cd thé phéi hop statin va thudc ha lipid mau khéc, tuy nhién céc phdi
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hop nay chwa duge danh gia trong cac nghién cru vé hiéu qua Ién tim mach hay
tinh an toan. Theo nghién cau ACCORD lipid, néu triglycerides > 204 mg/dL
(2,3 mmol/L) va HDL < 34 mg/dL (0,9 mmol/L) & nam giGi c6 thé phdi hop
Statin véi Fenofibrat.

+ Chdng chi dinh statin trong thai ky.

3. Céc bién chitng mach méau nhé va chim séc ban chan

3.1. Phat hign sém céc bién ching

a) Bénh than do BTD: it nhit mdi nim mot lan, danh gia albumin niéu
va muc loc cau than tat ca cac b/n DTD tip 2 va tat ca cac b/n c6 THA phéi hop.

b) Bénh vong mac do bTD:

- Bénh nhan DT tip 2 can dugc khdm mit toan dién, do thi lyc tai thoi
diém dugc chan doan bénh DTD.

- Néu khong c6 bang chang vé bénh vBng mac ¢ mot hoac nhiéu lan
kham mat hang nim va dudng huyét dugc kiém soat tot, co thé xem xét kham
mét 2 ndm mot 1an. Néu c6 bénh vdng mac do DTD, kham vng mac it nhat
hang nim. Néu bénh véng mac dang tién trién hoic de doa dén thi luc, phai
kham mét thuong xuyén hon.

¢) Bénh than kinh do DTD.

Tat ca bénh nhan can duoc danh gia vé bénh than kinh ngoai bién tai thoi
diém bat dau dugc chan doan DTD tip 2 va 5 nam sau khi chan doan bénh tiéu
duong tip 1, sau d6 it nhat mdi nam mot lan.

d) Kh&dm ban chén:

- Thuc hién danh gia ban chan toan dién it nhat mdi nim maot lan dé xéc
dinh céc yéu t6 nguy co cta loét va cit cut chi.

- T4t ca cac bn DTD phai dugc kiém tra ban chan mdi 1an kham bénh.

3.2. Diéu tri cac bién ching:

4. Sir dung thudc chéng két tap tiéu cau

a) Phong ngtra nguyén phat: BTD c6 ting nguy co tim mach. Nam > 50
tudi, nir > 60 tudi c6 kém it nhat 1 nguy co tim mach: Tién sur gia dinh c6 bénh

tim mach, Tang huyét &p, Hat thuéc 14, RLCH lipid, Tiéu albumin.
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b) Phong ngira thir phét: sau bién ¢ tim mach
¢) Thudc diéu tri:
- Dung Aspirin 81-325-500 mg/ngay
- Di ing aspirin, khéng dung nap aspirin: dung clopidogrel 75 mg/ngay.
5. Tiém vaxcin: Bénh nhan DTD can duoc tiém vacxin phong cim, phé
cau tring hang ndm. Ngoai ra ciing nén tiém vacxin phong viém gan siéu vi B.
Hinh 4: Cdp nhdt chéng ting dwong mau theo ADA 2018:

Piéu tri chéng tang dudng mau d bénh nhan Pai thao dudng type 2

Liic chan doan, dau tién thay déi I6i sdng, thiét l3p muc tiéu A1C, va diéu tri
dung thudc ban dau dua vao A1C:

1 _A1C < 9%, cin nhéc tri ligu don. |

AIC = 9%, cdn nhic tr] lidu dbi.

m' AIC = 10%, dudng mdu = 300 mg/dL hodc bénh nhén cé trifu chiing ro rét, can nhic tr]
_Nigu phi hop dudng tiém (Xem So 85 8.2).

Tri liéu don Thay dai I6i song + Metformin

Bat dau digu tri vai Metformin néu khéng cé chéng chi dinh* (Xem Bang 8.1)

A1C dat Cé: - Theo doi ATC méi 3-6 thang
myc tibu Khéng: - Danh gia thai 4§ ding thudc

sau 3 thing - Can nhic chuyén sang trj lidu kép
tri ligu don?

Thay déi 181 séng + Metformin + Thém thudc

8énh tim Cér - Thém thude duge chimg minh lam gidm cic bign ¢f tim mach
mach do bat Il chinh va/hoac ty 1 1 vong do bénh ly tim mach
X0 vira? (Xem cde khuyén cio val * trang S75 va BAng 8.1)
Khéng: - Thém thudc th hai sau khi cidn nhic cdc tic dyng dac hidu ala
thudc va cic yéu 1S lién quan dén bénh nhin (Xem Bang 8.1)

A1C dat Cé: - Theo d&i A1C mdi 3-6 thang
myc tidu Khéng: - Danh gid thai dé diing thudic
sau 3 thing - Can nhic diwyén sang tri lidu bs
tr| Héu kép?

Thay doi 16i sng + Metformin + Thém hai thudc

Thém thudc thif ba dya trén cic tac dung dic hidu cla thudc va cic yéu td lién quan dén bénh nhan®

(Xem Bang 8.1)
A1C dat Cé: - Theo ddi ATC mdi 3-6 thang
muyc tiéu Khéng: - Danh gid thai d§ ding thudc
sau 3 thing « Can nhdc chuvén sang tri lidu phdi hop dudng tiém
tri liéu ba? (Xem So 6 8.2)

(Xem So d6 8.2)

Hinh 8.1 - Didu tri chdng ting dudng mau & Da&i théo dudng type 2: cic khuyén cao chung. * Néu bénh nhin khdng dung nap hode ¢b chang chi
dinh véi Metformin, cin nhic cAc nhdm thude khic & Bang 8.1, # Céc thubc dang vin thy the GLP-1 va (e ché DPP-4 khdng nén dugc k& toa phai
hop, Néu bénh nhin cd bénh tim mach do xd vita ma chwia ding thudc b chiing ot gidm nguy oo tim mach thi cén nhic thém vao
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V. CHUYEN TUYEN

- Bénh nhan BTP tip 1 can dugc kham boi bac si chuyén khoa noi tiét,
sau d6 cung theo doi véi bac si da khoa

- Bénh nhan BTD tip 2 can dugc chuyén 1én kham bac si chuyén khoa
noi tiét khi khong dat muc tiéu diéu tri, hoidc khi phac d6 diéu tri ngay cang phuc
tap dan (thi du tiém insulin nhiéu lan trong ngay...)

- Bénh nhan DTD tip 2 can duoc chuyén kham day mat ngay khi moi
chan doan va sau d6 mdi 1 -2 nim mat 1an, bénh nhan BT tip 1 can dugc kham
day mat 5 ndm sau khi chan doan, d6i khi sém hon: 3 nam sau khi chan doan.
Phu nir ¢ thai bi PTD can kham day mat ngay khi biét c6 thai.

- Khi bénh nhan c6 bénh ly than kinh ngoai bién, nhat 1a c6 bién dang
ban chan va mat cam giac ¢ chan nhu cam giac dau, cam giac xUc giac, can
dugc kham dé danh gia nguy co loét ban chan.

- Khdm rang miéng hang nam.

- C6 thé can giri khdm chuy@n khoa khi c6 mét sé bién chung man cua
bénh dai thao duong: thi du con dau that nguc khéng on dinh, bénh than man
giai doan 3...(tham khao thém cac hudng dan chan doan va diéu tri bién chung
man cua bénh BDTD).
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PHU LUC 01:
PHAN LOAI PAI THAO BPUONG

1. Pai thao dwong tip 1:

Dai thao duong tip 1 do té bao beta bi pha hay nén bénh nhan khdng con
hoac con rat it insulin, 95% do co ché tu mién (tip 1 A), 5% vo can (tipl B).
Bénh nhan bi thiéu hut insulin, ting glucagon trong mau, khong diéu tri s& bi
nhiém toan ceton. Bénh cd thé xay ra & moi ltra tudi nhung chu yéu ¢ tré em va
thanh thiéu nién. Bénh nhan can insulin dé 6n dinh glucose huyét. Nguoi 16n
tudi c¢6 thé bi DTD tu mién dién tién cham con goi 1a Latent Autoimmune
Diabetes of Adulthood (LADA), liic dau bénh nhan con du insulin nén khéng bi
nhiém toan ceton va co thé diéu tri bang thudc vién nhung tinh trang thiéu
insulin s& nang dan véi thoi gian. DT tip 1 tu mién thuong co c4c tu khang thé
(KT) trong mau truéc khi xuat hién bénh, lic mai chan doan: khang thé khang
Glutamic acid decarboxylase 65 (GAD 65), KT khang Insulin (IAA), KT khang
tyrosine phosphatase 1A 2(ICA 512), KT khang Zinc transpoeter 8 (ZnT8). Khi
bénh kéo dai, cac khang thé s& giam dan. Nhitng ngudi than trong gia dinh ciing
c6 thé mang cac khang thé nay.

DAu an di truyén cia DTD tip 1: Me bi BTD tip 1 nguy co con bi 1a 3%,
nguy co tang dén 6% néu cha bi PTP. Ty ¢ cing mac DTP tip 1 & hai tré sinh
d6i cung trimng 1a 25-50%. Gen ma héa nhdm phi hop t6 chac 16p 11 DR DQ ¢6
lién quan dén ting nguy co DTP tip 1.

Yéu té moi truong cia DT tip 1: virus quai bi, rubella bam sinh, thudc
diét chuot Vacor, hydrogen cyanide & ré cdy sin co lién quan dén DTD tip 1.

2. Pai thao dwong tip 2:

DTD tip 2 trude kia duoc goi 1a BTD cua ngudi 16n tudi hay DTD
khdng phu thudc insulin, chiém 90-95% céc truong hop DTD. Thé bénh nay bao
gom nhung nguoi ¢ thiéu insulin twong ddi clng véi dé khang insulin. it nhat o
giai doan dau hodc cd khi sudt cudéc séng bénh nhan BTD tip 2 khéng can
insulin dé song s6t. C6 nhiéu nguyén nhan cua DTD tip 2 nhung khong co 1

nguyén nhan chuyén biét nao. B/n khong cé su pha huy té bao B do tu mién,
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khong c6 khang thé tu mién trong méau. Pa sé b/n c6 béo phi hoic thira can
va/hoic béo phi viing bung véi vong eo to. Béo phi nhat 1a béo phi viing bung c6
lién quan v&i tang acid béo trong mau, mé md ciing tiét ra mot s6 hormon 1am
giam tac dung cua insulin & cac co quan dich nhu gan, té bao md, té bao co (dé
khang insulin tai cac co quan dich). Do tinh trang dé khang insulin, ¢ giai doan
dau té bao B bu trir va tang tiét insulin trong mau, néu tinh trang dé khéang
insulin kéo dai hodc nang dan, té bao p s& khong tiét du insulin va DTD tip 2
lam sang s& xuat hién. Tinh trang dé khang insulin cd thé cai thién khi giam can,
hoac dung mot sb thude nhung khong bao gid hoan toan tré lai binh thuong.

Nguy co DTD tip 2 gia ting véi tudi, béo phi, it van dong. Bénh ciing
thuong xuat hién & phu nix c6 tién s DTD thai ky, nhimg nguoi ¢ ting huyét
ap, rdi loan lipid mau va & mot sé sic toc nhay cam nhu My da den, M§ ban dia,
nguoi My Géc La tinh, My gc A, dan chau My La tinh, ngudi géc Nam A, mot
s6 dao ving Thai Binh Duong. Yéu té di truyén anh huéng manh trong bénh
DTP tip 2, ty Ié clng bi DTD cua hai ngudi sinh doi cung tring 12 90%, hau hét
ngudi DT tip 2 déu cd than nhan bi DTD. C6 thé bénh do anh hudng cua nhiéu
gen chi phdi. Néu tim dugc mot gen cu thé gy ting glucose huyét, bénh nhan s&
duoc xép vao thé bénh chuyén biét cia DTD.

Yéu t6 moi trudng anh huong dén gia tang ti & DTD tip 2 lién quan dén
béo phi, an céac loai thuc pham giau nang luong, giau carbohydrat, it van dong.
Do d6 ty Ié nay gia ting nhanh chong & cac nuéc c6 sy chuyén dich nhanh
chéng vé kinh té, ngudi dan thay doi 16i séng tir lao dong nhiéu sang it van
dong, an cac loai thirc an nhanh giau nang luong bot duong lam gia tang ty 1é
béo phi. O cc qudc gia ndy, ngudi bi DTD tip 2 ¢d thé xuat hién ¢ tudi tré < 40.

3. Pai thao dwong thai ky

DPTD thai ky 1a DPTD duoc chan doan trong 3 thang gitta hoic 3 thang
cudi cua thai ky va khdng c6 bang ching vé DTD tip 1, DTD tip 2 trude d6. Néu
phu it ¢6 thai 3 thang dau dwoc phat hién ting glucose huyét thi chdn dodn la
PTD chua dwoc chdn dodn hodc chuwa dwoc phét hién va dung tiéu chi chdn

dodan nhu ¢ nguroi khéng cé thai.
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4. Thé bénh chuyén biét cia PTP-Pai thao dwong thir phat

4.1. Khiém khuyét trén nhidm sic thé thuong, di truyén theo gen troi tai
té bao beta. PTD don gen thé MODY (Maturity Onset Diabetes of the Young)

- MODY 1 (Protein d6t bién Hepatocyte nuclear factor 4a- gen HNF4A)

- MODY 2 (Protein d6t bién Glucokinase- gen GCK)

- MODY 3 (Protein dot bién Hepatocyte nuclear factor 1a- gen HNF1A)

- MODY 4 (Protein dot bién pancreatic duodenal homeobox-1-gen
PDX1)

- MODY 5 (Protein ddt bién Hepatocyte nuclear factor 1p-gen
HNF1Beta)

- MODY 6 (Protein dot bién Neuro D1 -gen Neuro D1)

- MODY 7: (Protein dot bién Kruppel-like factor 11-gen KLF 11)

- MODY 8: (Protein dot bién Carboxyl ester lipase -gen CEL)

- MODY 9: (Protein dot bién Paired homeobox4 -gen PAX4)

- Insulin hoic proinsulin dot bién: (Protein dot bién preproinsulin-gen
INS)

- Dot bién kénh Kap (Protein dot bién: kénh chinh luu Kali 6,2-gen
KCNJ11; Protein dot bién: Thu thé sulfonylurea 1-gen ABBCS)

4.2. Khiém khuyét trén nhiém sic thé thuong, di truyén theo gen lan tai
té bao beta: Hoi chung Mitchell-Riley, Hoi ching Wolcott-Rallison, Hoi ching
Wolfram, Hoi ching thiéu mau hong cau to dap tng véi thiamine, PTD do dot
bién DNA ty thé. Céc thé bénh nay hiém gip va thuong gdy DTD so sinh hoic
DTD ¢ tre em.

4.3. Khiém khuyét gen lién quan dén hoat tinh insulin

- Pé khang insulin tip A

- Leprechaunism

- Ho1 chirng Rabson-Mendenhall

- DTD thé teo m&

4.4, Bénh Iy tuy: viém tuy, chan thuong, u, cit tuy, xo soi tuy, nhidém sic

td sét...
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45. DTD do bénh ly noi tiét: to dau chi, hoi ching Cushing, u tuy
thuong than, cudng giap, u tiét glucagon

4.6. DTD do thudc, héa chat: interferon alpha, corticoid, thiazide,
hormon giap, thudc chng tram cam, antiretroviral protease inhibitors

4.7. Céc hoi chang bat thuong nhiém sic thé khac (Hoi chang Down,
Klinefelter, Turner..) d6i khi ciing két hop véi DTP.
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PHU LUC 02:
PHAN BIET PAI THAO DPUONG TiP 1 VA TiP 2

Bang 4: Phan biét PTD tip 1 va PTD tip 2

Pic diém PTP tip 1 PTD tip 2
Tudi xuat hién Tré, thanh thiéu nién  [Tudi truong thanh
Khaoi phat CAc triéu chung ram ro (Cham, thuong khong ré triéu ching
Biéu hién 1am sang - SUt can nhanh chéng. |- Bénh dién tién am i, it triéu chiing
- Dai nhiéu. - Thé trang béo, thira can
- Udng nhiéu - Tién st gia dinh c6 ngudi mac
bénh dai thao dwong tip 2.

- bac tinh dan toc, co ty 18 méc
bénh cao.

- D4u gai den (Aeanthosis
nigricans)

- Hoi ching budng tring da nang

Nhiém ceton, ting ceton  |Duong tinh Thuong khéng co
trong mau, nudc tieu

C-peptid Thap/khong do duwoc  [Binh thudng hoic ting
Khéng thé: Duong tinh Am tinh

Khang dao tuy (ICA)
Khang Glutamic acid
decarboxylase 65 (GAD 65)
Khéng Insulin (IAA)
Khéng Tyrosine
phosphatase (1A-2)

Khéng Zinc Transporter 8

(ZnT8)

Diéu tri Bat buoc dung insulin - [Thay doi 16i song, thudc vién va/
hoac insulin

Cung hién dién vai vai bénhlCo Hiém

tu mién khac

Cac bénh 1y di kém e méi [Khong c6 Thuong gap, nhét 1a hoi chimg

chan doan: tang huyét ap, chuyén hoa
roi loan chuyen hoa lipid,

béo phi

Néu cd, phai tim céc
bénh 1y khac dong mac

Chu thich: bang trén chi c¢6 tinh tham khao, c6 nhiéu thé bénh tring ldap
giita cdc dac diém. Khi biéu hién bénh Iy khéng rd rang, can theo déi mét thoi
gian dé phan logi ding bénh. Piéu tri chi yéu dura trén bénh canh 1am sang cua
bénh nhan d@é quyér dinh c6 can dimg ngay insulin hay khéng.
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PHU LUC 03:

CAC NHOM THUOC HA GLUCOSE HUYET PUONG UONG

VA THUOC DANG TIEM KHONG THUOC NHOM INSULIN

1. Sulfonylurea

Co ché tac dung: Nhém sulfonylurea c6 chtra nhan sulfonic acid urea,
khi thay d6i ciu tric hda hoc s& 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
thuoc ATP (Karp) Nam trén mang té bao beta tuy 1am dong kénh nay, do d6 lam
phan cuc mang té bao. Khi mang té bao beta phan cuc, kénh calci phu thudc
dién thé s& mo ra, calci s& di vao trong té bao 1am phong thich insulin tir cac hat
du trir. Thudce 1am giam HbALc tir 1 - 1,5%.

Thuéc Sulfonylurea thuoc thé hé tha nhat nhu Tolbutamide,
Chlorpropamide, Tolazamide, hién nay it dugc dung. Tolbutamide co thoi gian
ban hay ngan 6-10 gid, duoc oxy hda nhanh & gan thanh dang bat hoat, khong
thai qua than. Thudc thuong duoc chia dung trude khi an va c6 thé trudce khi di
ngi. CO thé dung cho ngudi gid vi thoi gian ban huy ngan. Thudc co thé gay
man ngta, va gay ha glucose huyét kéo dai khi dung chung véi warfarin,
phenylbutazone, sulfamide.

Chlorpropamide hién nay it dugc dung do thoi gian ban hay dai 20 gio,
tac dung manh nhat 4-14 gio sau khi udng. Thudc cé thé gay ha glucose huyét
kéo dai nhat 1a ¢ nguoi gia, do chirc nang than suy giam. Chlorpropamide con ¢
tac dung gidng thude cai ruou, bénh nhan do bung mit, nén 6i sau khi uéng
thudc nay va ubng rugu. Thube ciing ¢ thé gay ha Natri huyét vi c6 tac dung
tang tiét vasopressin. Tolazamide ¢ hoat lyc twong tu Chlorpropamide nhung
khong c6 tac dung gidng thude cai ruou va giir nudc.

Cac thuéc thé hé 2 (nhu Glyburide/glibenclamide, Gliclazide,
Glimepiride, Glipizide) duoc wa diung hon cac thudc thé hé 1.

a) Glyburide/glibenclamide: Vién 1,25-2,5-5mg.

Liéu khoi dau 2,5mg/ngay, liéu trung binh thuong ding 5-10 mg/ngay

uéng 1 1an vao budi sang. Khéng khuyén céo dung dén lidu 20 mg/ngay vi tac
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dung ha glucose huyét khong ting hon.

Glyburide dugc chuyén hda & gan thanh chat dan xuat kém hoat tinh trir
khi bénh nhan c6 suy than. Tac dung sinh hoc cua glyburide kéo dai dén 24 gio
sau khi udng 1 liéu vao budi sang, do d6 nguy co ha glucose huyét cao, nhat 1a &
ngudi gia, suy gan, suy than. Chong chi dinh: suy than, di tng thudc.

b) Glimepiride: Thubc c¢6 cac ham lwgng 1mg, 2mg, 4mg. Liéu thuong
duoc khuyén céo 1mg-8mg /ngay. Thudc cé tac dung kéo dai, thoi gian ban hay
5 gid, do d6 ¢6 thé udng ngay 1 1an vao budi sang. Thude duge chuyén hda hoan
toan ¢ gan thanh chat khdng con nhiéu hoat tinh.

¢) Gliclazide: Thudc c6 ham lugng 80mg, tac dung kéo dai 12 gio. Liéu
khoi dau 40- 80mg/ngay. Liéu ti da 320 mg/ngay. Dang phong thich cham co
ham luong 30-60mg, liéu khuyén céo ti da cua dang phong thich cham la 120
mg/ngay. Thudc duoc chuyén hoa hoan toan & gan thanh chat dian xuat bat hoat.
Thudc it gay ha glucose huyét hon cac loai sulfonylurea khac va duoc chon vao
danh sach cac thudc thiét yéu dé diéu tri DPTD cua T6 Chirc Y té Thé gidi.

d) Glipizide: Thuéc hién khong lwu hanh tai Viét Nam. Thudc c6 2 ham
lwong 5-10mg. Bé thudc phat huy tac dung tbi da sau an, can ubng 30 phut trudc
khi an. Liéu khai dau 2,5-5mg, lidu téi da c6 thé dung 1a 40 mg/ngay nhung liéu
t6i da khuyén dung 1a 20mg/ngay. Thude duoc chuyén héa 90% & gan, phan con
lai thai qua than. Chéng chi dinh khi c6 suy gan. Do thai gian ban hay ngén, c6
thé dung & nguoi gia, suy than nhe.

Thudc ciing c6 dang phdng thich cham véi ham luong 2,5-5-10mg.

Tom lai:

Co ché tac dung chinh cua sulfonylurea 14 tang tiét insulin ¢ té bao beta
tuy. Do d6 tac dung phu chinh caa thudc 12 ha glucose huyét va ting can. Can
cha y khi dung cho bénh nhan 16n tudi vi c6 nguy co ha glucose huyét cao hon
do bénh nhan d& bo an, an kém va c6 chirc nang than suy giam. Pa sé cac thude
thai qua than nén can chl y giam liéu hay ngung thudc khi bénh nhan cé suy
than. Néu thude dugc chuyén hda & gan, can ngung khi co suy té bao gan. Thudc

dugc dung trudc an 30 phat.
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Hiéu qua ha glucose huyét téi wu cua thude dat & lidu bang nua liéu téi
da cho phép. Can than trong dung liéu cao hon vi ¢ thé 1am ting tac dung phu.

2. Glinides

Hién coO tai Viét Nam: Repaglinide ham lwong 0,5-1-2mg

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

Thube duoc hap thu nhanh & rudt, chuyén héa hoan toan & gan va thai
qua mat, do do thoi gian ban hay ngan dudi 1 gio. Thude 1am ting tiét insulin
nhanh nén liéu thuong ding 14 0,5-1 mg udng trudc cc bira an 15 phut. Liéu ti
da 16 mg/ngay.

Téc dung chu yéu cua thubc 1a giam glucose huyét sau an. Thubc ciing
lam tdng can va c6 nguy co ha glucose huyét tuy thdp hon nhom sulfonylurea.
Do thoi gian ban hiy ngan, thude ¢ thé ding o ngudi gia, khi suy than.

3. Metformin

La thudc duy nhét trong nhom biguanide con dwgc sir dung hién nay.
Thudc khac trong nhém 1a phenformin d bi cAm dung vi ting nguy co nhiém
acid lactic.

Co ché tac dung: giam san xuat glucose & gan. C6 tac dung yéu trén ting
hiéu (ng incretin. Thudc 1am giam HbAlc khoang 1 - 1,5%. Liéu thuong ding
500-2000 mg/ngay. It khi can dung dén liéu 2500mg/ngay, & liéu nay tac dung
giam glucose huyét khong tang nhiéu nhung tac dung phy s& nhiéu hon.

Chéng chi dinh: bénh nhan suy than (d6 loc cau than uéc tinh eGFR <
30 mL/phat, giam liéu khi d6 loc cau than wdc tinh trong khoang 30-45
ml/phat), suy tim ning, cac tinh hudng giam luong mau dén to chuc (md)
va/hoic giam oxy dén céc to chic (md) nhu choang, bénh phdi tic nghén man
tinh. Néu bénh nhan dai thao dudng méi chan doan da co do loc cau than udc
tinh <45ml/phat, nén can nhac can than viéc ding metformin.

Than trong khi diing Metformin & bénh nhan > 80 tudi, nhitng bénh nhan
c6 nguy co nhiém acid lactic nhu suy than, nghién rugu man. Ngung Metformin

24 gio truge khi chup hinh véi thude can quang, phau thuat. Cho bénh nhan
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udng du nudc hay truyén dich ¢é phong ngira suy than do thudc can quang.

Thude dung don doc khong gay ha glucose huyét, khong lam thay doi
can ning hodc co thé giam can nhe, 1am giam hap thu vitamin B12 nhung it khi
gay thiéu mau. Tac dung phu thuong gap 1a budn non, dau bung, tiéu chay, cé
thé han ché bang cach dung liéu thap tang dan, uéng sau bira an hodc dung dang
phéng thich cham.

Thudc c6 thé 1am giam nguy co tim mach va nguy co ung thu, tuy nhién
bang ching chua rd rang.

Cach dung: dung truéc hodc sau dn, nén khoi dau ¢ lidu thap va tang liéu
tir tir mdi 5 - 7 ngay dé lam giam tac dung phu trén duong tiéu hoa

Metformin thuong dugc lua chon 1 thube khai dau diéu tri & bénh nhan
dai thao duong tip 2.

Gia thuyét vé co ché tac dung madi cua
Metformin

T L. IR & GIPR

\
[ |\ (1 ::: g

4. Thiazolidinedione (TZD hay glitazone)

Co ché tac dung: Hoat hda thy thé PPARY, tang biéu 16 chat chuyén cho
glucose loai 1-4 (GLUT1 va GLUT4) giam nong d6 acid béo trong mau, giam
san suat glucose tai gan, ting adiponectin va giam su phong thich resistin tir té
bao md, ting chuyén hoa té bao md kém biét hoa (preadipocytes) thanh té bao
m& truong thanh. Tom lai thube 1am ting nhay cam vai insulin ¢ té bao co, md
va gan. Giam HbAlc tir 0.5 - 1,4%

Hién nay tai Viét Nam chi c¢6 Pioglitazone con dugc sir dung. Ngoai tac
dung giam glucose huyét, Pioglitazone lam giam triglycerides 9% va ting HDL

15%. Khi ding chung véi insulin, liéu insulin c6 thé giam duoc khoang 30-50%.
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Nhém TZD khéng gay ha glucose huyét néu dung don doc. Thude 1am
phU/ting can 3-4%, khi dung cung véi insulin, ¢ thé ting can 10-15% S0 VGi
muc nén va ting nguy co suy tim. Thudc ciing 1am ting nguy co giy xuong (O
phu ni¥), thiéu mau.

Gan day co6 méi lo ngai rang pioglitazone c6 thé 1am tang nguy co ung
thu bang quang. Hién nay Bo Té Viét Nam van cho phép st dung pioglitazone,
tuy nhién khi str dung pioglitazone can phai hoi ki bénh nhan vé tién sir ung thu,
dic biét 1a ung thu bang quang, kiém tra nuée tiéu tim hong cau trong nudc tiéu,
nén ding liéu thap va khdng nén dung kéo dai.

Thuédc dugc dung 1 1an mdi ngay, khoéng phu thudc bita dn. Liéu khuyén
cao Pioglitazone 15-45 mg/ngay.

Can theo d&i chirc nang gan truéc khi diéu tri va dinh ky sau 6. Chdng
chi dinh: suy tim dg I11-1V theo Hiép Ho6i Tim New York (NYHA), bénh gan
dang hoat dong, enzyme gan ALT ting gap 2,5 giGi han trén cua tri sé binh
thuong.

5. Ut ché enzyme a-glucosidase

Co ché tac dung: thudc canh tranh va tc ché tac dung cua enzyme thay
phan duong phtc thanh dudng don, do d6 1am cham héap thu carbohydrat tir
ruot. Giam HbAlc tir 0,5 - 0,8%

Thudc cha yéu giam glucose huyét sau an, dung don doc khong gay ha
glucose huyét. Tac dung phu chu yéu ¢ duong tiéu hoa do ting luong
carbohydrat khong duoc hap thu ¢ rudt non dén dai trang, bao gdom: sinh bung,
day hoi, di ngoai phan 1ong.

Udng thude ngay trudc an hoic ngay sau miéng an dau tién. Bira an phai
O carbohydrat.

Thudc hién co tai Viét Nam: Acarbose (Glucobay), ham lugng 50 mg.
Liéu dau co thé tir 25 mg udng ngay dau bira an, 3 1an/ngay.

6. Thudc c6 tac dung Incretin

Thudc ¢ tac dung incretin 1am ting tiét insulin tiy thuoc mic glucose

va it nguy co giy ha glucose huyét. Rugt tiét ra nhiéu loai incretin, hormon &
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rudt co tac dung ting tiét insulin sau an bao gdm glucagon like peptide-1 (GLP-
1) va glucose dependent insulinotropic polypeptide (GIP). Nhém nay gém 2
loai: thudc ddng van thu thé GLP-1 dang tiém (glucagon like peptide 1 receptor
analog-GLP-1RA) va thudc tc ché enzyme dipeptidyl peptidase-4 (DPP-4).
Glucagon like peptide 1 1a mot hormon duoc tiét ra & phan xa rudt non khi thirc
an xubng dén rudt. Thude 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 nao gy chan dn. GLP-1 bj thoai giang nhanh chdong bai enzyme
dipeptidyl peptidase - 4, do d6 cac thudc tc ché enzye DPP-4 duy tri nong do
GLP-1 noi sinh, khong 1am ting cin va khong gy ha glucose huyét.

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

Co ché tac dung: e ché enzyme DDP- 4, mot enzyme thoai giang GLP-
1, do d6 1am ting nong d6 GLP-1 (glucagon-like peptide) c6 hoat tinh. Thuéc tc
ché enzyme DPP-4 lam giam HbA1c tir 0,5 - 1,4%.

Dung don doc khong gay ha glucose huyét, khong thay doi can nang.
Thubc duoc dung nap tét. Hién tai & Viét nam c6 cac loai:

Sitagliptin: vién udng 50-100mg uéng. Liéu thuong dung 100 mg/ngay
uéng 1 1an, giam dén 50 mg/ngay khi d6 loc cau than wdc tinh con 50-30ml/1
phat va 25 mg/ngay khi do loc cau than giam con 30 ml/1 phat. Tac dung phu c6
thé gap 1a viem hau hong, nhidm khuan hd hép trén, di ung ngtra ngoai da, dau
khép. Nguy co viém tuy cap thay d6i theo nghién ciu.

Saxagliptin: vién 2,5-5mg, uéng 1 lan trong ngay. Liéu giam dén 2,5
mg/ngay khi do loc cau than giam duéi 50 ml/1 phat. Thubc giam HbAlc
khoang 0,5-0,9%. Tac dung phu gém viém hau hong, nhiém tring hd hap trén,
man ngua, di ang, nhidm tring tiét niéu.

Vildagliptin: vién 50 mg, udng 1-2 lan/ngay. Giam HbAlc khoang 0,5-
1%. Tac dung phu gdom viém hau hong, nhiém tring ho hap trén, chong mat,
nhirc dau. C6 1 sé béo cdo hiém gap vé viém gan khi dung thubc. Khuyén cao
theo dbi chirc nang gan mdi 3 thang trong nam dau tién khi st dung va dinh ky

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

90% thubc duoc thai khdng chuyén hda qua dudng gan mat, 1-6% thai
qua dudng than vao nudc tiéu. Thudc khong can chinh lidu khi do loc cau than
giam dén 15 ml/pht.

Téc dung phu c6 thé gap: ho, viém hau hong, man nguaa, di tng, viém
tuy cap.

b) Thude dong van thu thé GLP-1 (GLP-1RA: GLP-1 Receptor
Analog): Hién nay tai Viét Nam chi luu hanh Liraglutide.

Liraglutide I1a chat ddng van hoa tan co acid béo acyl hoa (¢ vi tri 34
cua phan tu, 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 gitr nguyén ai luc vai thu
thé GLP-1 va viéc gan thém chudi C16 acyl cho phép phan tir gan vai albumin,
do vay ngan can tac dung cua enzyme DPP-4 va kéo dai thoi gian tac dung cua
thudc. Thoi gian ban huy cua Liraglutide khoang 12 gio.

Thuéc giam HbAlc khoang 0,6-1,5%. Trong nghién ctu LEADER &
nguoi DTD tip 2 ¢6 nguy co tim mach cao, Liraglutide giam t&r vong do tim
mach, nhdi méau co tim khéng tir vong, dot qui khong tir vong va giam can tur
1kg-2,8kg so va&i nhom gia duoc.

Téc dung phu chinh caa thudc 12 budn nén, nén gip khoang 10% truong
hop, tiéu chay. C6 thé gap viém tuy cip nhung hiém. Trén chuét thi nghiém
thudc 1am ting nguy co ung thu giap dang tay, tuy nhién tuyén giap ngudi it thu
thé voi GLP-1. Kha niang hién tuong ndy ¢ ngudi 1a thip nhung khong thé loai
trir hoan toan. Liraglutide nén dugc sir dung than trong & nguoi €O tién sur ca
nhan hoic gia dinh bi ung thu giap dang tay hoic bénh da u tuyén noi tiét loai 2.

Liéu sir dung 0,6 mg tiém dudi da mdi ngay, sau 1 tuan co thé ting dén
1,2 mg/ngay. Liéu téi da 1,8 mg/ngay. Khoéng c6 nhiéu nghién cau vé
Liraglutide & ngudoi suy than, tuy nhién khuyén céo than trong khi do loc cau

than giam <30 ml/1 phut.
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7. Thuéc wc ché kénh dong van chuyén Natri-glucose SGLT?2
(Sodium Glucose Transporter 2): Glucose dugc loc qua cau than sau d6 duoc
tai hap thu cha yéu & ng than gan dudi tdc dung cua kénh ddng van chuyén
Natri-glucose (Sodium Glucose coTransporters (SGLT). SGLT?2 gilp tai hap thu
khoang 90% glucose loc qua cau than, do d6 tc ché tac dung kénh nay & bénh
nhan DTD tip 2 s& lam ting thai glucose qua duong tiéu va gidp giam glucose
huyét. Hién nay tai Viét Nam chi luu hanh thubc Dapagliflozin.

Dapagliflozin: giam HbAlc 0,5-0,8% khi dung don doc hoac phdi hop
véi thude vién khac hoic insulin. Cac nghién cau d6i ching gia dugc cho thay
diéu tri véi dapagliflozin 10mg lam giam 3,7 mmHg huyét 4p tam thu va giam
0,5 mmHg huyét ap tim truong & tuan 24 so véi ban dau. Sy giam twong tu
duoc ghi nhan dén tuan 104. Dapagliflozin 10mg cho hiéu qua giam can tir 2 -
4kg, do giam luong mé thay vi giam mé nac khi do bang DXA.

Liéu thuong ding 1a 10 mg, licu 5 mg duoc khuyén cdo khoi dau ¢
ngudi suy gan nang (Child Pugh C), néu dung nap tét tang 1én 10mg.

Thudc sé& giam tac dung khi do6 loc cau than suy giam, thong tin ké toa
cho biét khong khuyén céo sir dung Dapagliflozin cho bénh nhan suy than trung
binh dén suy than nang (d6 thanh thai creatinin [CrCI] < 60 ml/phat hodc d6 loc
cau than udce tinh [eGFR] < 60 ml/phit/1,73 m2).

Cac tac dung phu c6 thé giap: Nhiém nim dudng niéu duc, nhiém tring
tiét niéu. C6 thé gap nhiém ceton acid voi mic glucose huyét binh thuong (do
d6 khong sir dung thude ndy ¢ DTD tip 1 va than trong néu nghi ngo bénh nhan
DPTP tip 2 thiéu insulin trAm trong).

Théng ké qua 22 nghién cau 1am sang, nhimng truong hop ung thu bang
quang méi duoc chan doan dwgc béo céo & nhom bénh nhan diéu tri véi
Dapagliflozin 1a 10/6045 (0,17%) va & nhdm bénh nhan diéu tri voi gia dugc
hozc thudc so sanh 1a 1/3512 (0,03%). Cac yéu t6 nguy co ung thu bang quang
va tiéu mau (mot du chi can 1am sang caa khdi u da co) twong tu nhau giita cac
nhém diéu tri lic ban dau. Tuy nhién chua c6 bang chung rd rang la

dapagliflozin ting ty |€ cac loai ung thu nay.
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8. Cac logi thuéc vién phai hep

Do ban chat da dang cia co ché bénh sinh DTD tip 2, viéc phdi hop

thudc trong diéu tri s& mang lai hiéu qua giam glucose huyét tét hon, dong thoi

giam tac dung phu khi ting liéu mot loai thuc dén tbi da. Nguyén tac phoi hop

la khong phéi hop 2 logi thusc trong cing 1 nhom, thi du khéng phéi hop

gliclazide voi glimepiride.

Ngoai ra vién thudc phédi hgp 2 nhém thude s& gilp cho sb vién thube

can sir dung it hon, 1am tang tinh tuan thu ding thudc cua bénh nhan. Bat loi cua

vién thudc phdi hop 1a khdng thé chinh liéu 1 loai thuéc.

Hién nay tai Viét Nam c6 cac thubc vién phéi hop Glyburide/ Metformin

(glucovance),

(Janumet),

Amaryl/
Vildagliptin/

Metformin

Metformin

(coAmaryl),

(Galvusmet),

Sitagliptin/

Metformin

Saxagliptin/Metformin

(Komboglyze) dang phong thich cham. Pioglitazone/Metformin.

Bang 5: TOm tit wu, nhwoc diém cia cac thudc vién ha glucose huyét dwong
uong va thuoc tiém khéng thugc nhdm insulin

Nhém thudc

Co ché tac dung

Uu diém

Nhuwoc diém

Sulfonylurea

Kich thich tiét insulin

Duoc sir dung lau nam
| nguy co mach mau nho

| nguy co tim mach va tu
vong ?

Ha glucose huyét

Tang can

Glinide Kich thich tiét insulin || glucose huyét sauan  |Ha glucose huyét
Tang can
Dung nhiéu lan
Biguanide  |Giam san xuét glucose ¢{Puoc st dung ldu nim  [Chdng chi dinh &
gan Duing don doc khong gay 261N nhan suy than
C6 tac dung incretin yéuha glucose huyét (chong chi dinh tuyet
‘ ' - doi khi eGFR <30
Khéng thay doi can nang, ml/phut)
c6 thé giam can . L
cgla Roi loan tiéu hoa:
| LDL-cholesterol, | dau bung, tiéu chay
triglycerides x . i
gy Nhiem acid lactic
| nguy co tim mach va tu
vong
Pioglitazone |Hoat héa thu thé PPARy|Dung don doc khong gay [Tang can
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Dung nap tét

(TZD) Téng nhay camvsi 1@ 9lucose huyet PhU/Suy tim
insulin | triglycerides, 1 HDL- Gay xuong
cholesterol \
K bang quang
Uc ché Lam cham hép thu Dung don doc khdng gay R loan tiéu hoa:
enzyme a- |carbohydrate ¢ rugt ha glucose huyét sinh bung, day hoi,
glucosidase Téc dung tai chd tiéu phan long
£ < Giam HbA1c 0,5 -
Glucose huyeét ’
l yét sau an 0.8%
Uc ché Uc ché DPP-4 Dung don doc khong gay  Giam HbA1c 0,5 -
anym DPP- | am ting GLP-1 ha glucose huyét 1%

Co thé gay di ang,
ngtra, n6i mé day,
phu, viém hau hong,
nhiém trung ho hap
trén, dau khop

Chura biét tinh an
toan lau dai

Nhom trc ché

Uc ché tac dung cua

Dung don doc it gay ha

Giam HbAlc 0,5-1%

trc ché su tiét glucagon,
thudc ciing lam cham
nhu dong da day va
giam cam giac thém an

tir vong lién quan dén bénh
tim mach ¢ BN BTD tip 2
c6 nguy co tim mach cao

kénh déng kénh déng_ van chyyérl glucose huyét Nhidm ndm duong
- ang tha _ . NSRS  x
SGLT2  (duong tiéu Giam huyét ap beng he e nhiem
Giam tir vong lién quan £ ..
dén benh tim mach ¢ BN Mat xuong (V6
PTD tip 2 c6 nguy co tim [canagliflozin).
mach cao®
Thudc dong [Thudc 1am ting tiét Giam glucose huyét sau an,|Giam HbA1c 0,6-
van thu thé  |insulin khi glucose ting [giam can. Dung don doc it |1,5%
GLP-1 cao trong mau dong thoilgay ha glucose huyét Giam

Buon ndn, non, viem
tuy cap.

Khoéng dung khi co
tién str gia dinh ung
thu giap dang tuy,
bénh da u tuyén noi
tiét loai 2
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Bang 6: Tom tat lidu ding cé&c thudc vién ha glucose huyét udng

Thudc Ham lrong  |Liéu mdi ngay Thoi gian tac dung
Sulfonylurea
Tolbutamide  250-500 mg  0,5-2 gam chia ubng 2-3 lan 6-12 gio
Chlorpropamidel00-250 mg  0,1-0,5 gam udng 1 lan duy nhat [24-72 gio
Glimepiride ~ 1-2va4mg [1-4 mg/ngay lidu thong thuong. 24 gio
Licu toi da 8mg/ngay
Gliclazide 80 mg 40mg-320 mg vién thuong, chia |12 gio
30-60 mg uong 2-3 lan
dang phong  [30-120 mg dang phong thich 24 gio, dang phong
thich cham  icham, uong 1 lan/ngay thich cham
Glipizide 5-10 mg Vién thuong 2,5-40 mg udng 30 [6-12 gio
2,5-5-10 mg p}lfl‘[ tr‘u:éc khi an 1 hoac 2
dang phong lan/ngay
thich cham  Dang phong thich cham 2,5 -10  |Dang phong thich
mg/ngay uong 1 lan. Lieu toi da |chdm 24 gio
20 mg/ngay uong 1 lan
Glinide
Repaglinide  0,5-1-2mg  [0,5-4 mg/ngay chia ung truéc 3 gid
cac bira an
Thudc tang nhay cdm véi insulin
Metformin 500-850- 1-2,5 gam, udng 1 vién sau an, [7-12 gio
1000mg Dang ngay 2 - 3 lan
PL‘?”Q thich Dang phong thich chdm: 500-  |Dang phéng thich
%%mrﬁgwo_ 2000 mg/ngay ubng 1 14n cham: kéo dai 24 gio
Pioglitazone  [15-30-45 15-45 mg/ngay 24 gio
mg/ngay

Thuéc ¢ ché en

zyme alpha glucosidase

Acarbose

50-100 mg

25-100mg udng 3 lan/ngay ngay
trugc bira an hodc ngay sau
micng an dau tién

4 gio

Nhom izc ché enzyme DPP-4

Sitagliptin

50-100mg

Liéu thuong ding 100mg/ngay
Khi d6 loc cAu than con 30-50
ml/1 phut: 50 mg/ngay

Khi do loc cau than con 30ml/l
phut: 25 mg/ngay

04 gid
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Saxagliptin

2,5-5mg

2,5- 5mg/ngay, udng 1 lan

Giam liéu dén 2,5 mg/ngay khi
d6 loc cau than < 50ml/1pht
hoac dung cung thubc wc ché
CYP3A4/5 manh thi du
ketoconazole

24 gio

Vildagliptin

50 mg

50 mg udng 1-2 lan/ngay. Chéng
chi dinh khi AST/ALT tang gap
2,5 gidi han trén cua binh thuong

24 gio

Linagliptin

5mg

5 mg udng 1 1an /ngay

24 gio

Thuac ¢ ché ké

nh SGLT?2

Dapagliflozin

5-10 mg

10 mg/ngay, udng 1 lan. 5 mg khi

cd suy gan

24 gio
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PHU LUC 04: CAC LOAI INSULIN

1. Cac loai insulin

1.1. Theo cau trdc phan tir:

- Insulin nguoi'/human insulin/insulin thuong/regular insulin: duoc tong
hop bang phuong phap tai té hop DNA, rat tinh khiét, it gay di tng va dé khang
do tu mién va loan dudng md md tai chd tiém. Thudc ciing c6 thé bao quan &
nhiét d6 phong <30 do C va c6 thé mang theo khi di du lich mién 1a tranh nhiét
d6 rat nong hoic 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 ki thuat tai t6 hop DNA, nhung ¢
thay doi cu trdc bang cach thay thé mot vai acid amin hoic gin thém chudi
polypeptide dé thay doi duoc tinh.

Vi du mot sé insulin analog gdm insulin tac dung nhanh nhu Aspart,
Lispro, Glulisine va insulin tdc dung kéo dai nhu Detemir, Glargine. Hién nay,
insulin Degludec tac dung kéo dai di duoc cap phép luu hanh & Viét Nam.

1.2. Theo co ché tac dung:

a) Insulin tac dung nhanh, ngin:

- Insulin nguoi (regular insulin) 12 loai tinh thé insulin zinc hoa tan, tac
dung 30 phut sau khi tiém duéi da, va kéo dai 5-7 gio véi liéu thuong dung, liéu
cang cao thoi gian tac dung cang kéo dai. Thubc cd thé truyén tinh mach khi
diéu tri cAp ctu hdn mé do nhidm ceton acid, ting ap luc tham thau mau, khi
phau thuat.

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

Insulin Aspart: Thay thé proline & vi tri B28 bang aspartic acid

Insulin Lispro: proline & vi tri B28 doi chd vai lysine & vi tri B29

Insulin Glulisine: Asparagine ¢ vi tri B3 duoc thay thé bang lysine va

lysine & vi tri B29 duoc thay thé bang glutamic acid.

! Insulin ngwoi hay con cé cac thuat ngir khac twong duong trong diéu tri 1& human insulin, insulin
thwdng, regular insulin
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03 loai insulin nay it c6 khuynh hudng tao thanh hexamer so véi human
insulin. Sau khi tiém duéi da, thudc phan ly nhanh thanh monomer va dugc hap
thu, dat dinh tac dung sau 1 gio. Su thay ddi cAu trdc nay khéng anh hudng dén
viéc gan vao thu thé insulin, ngoai ra thoi gian kéo dai tac dung khoang 4 gio,
khong thay d6i theo lidu dung. Do tac dung nhanh cua insulin analog, bénh nhan
can luu y ¢ du luong carbohydrat trong phan dau cua bira an.

b) Insulin tac dung trung binh, trung gian:

NPH (Neutral Protamine Hagedorn hoic Isophane Insulin): thubc c6 tac
dung kéo dai nho phdi hop 2 phan insulin zinc hoa tan véi 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 gid va thoi gian kéo dai khoang 10-20 gio. Thuong can tiém 2 lan
mot ngay dé dat hiéu qua kéo dai.

¢) Insulin tac dung cham, keéo dai:

Insulin glargine: Asparagine & vi tri A21 dugc thay thé bang glycine va
2 phan tir asparagine duoc gan thém vao dau tan carboxyl caa chudi B. Insulin
glargine la dung dich trong, pH acid. Khi tiém dudi da, thubc s& lang dong thanh
cac phan tir nho duoc phdng thich tir tir vao mau. Thude kéo dai tac dung 24 gio,
khong c6 dinh cao rd rét trong méu, khi tiém 1 lan trong ngay s& tao mot nong
d6 insulin nén. Thudc khong duoc tron 1an vai human insulin.

Insulin analog detemir: threonine & vi tri B30 duoc lay di va chudi acid
béo C14 (tetradecanoic acid duoc gan véi lysine & vi tri B29 bang phan tng acyl
hoa). Thudc kéo dai tic dung 24 gio va ¢ thé tiém dudi da 1-2 lan/ngay dé tao
nong dd insulin nén. Thuéc sir dung dirgc cho phu nir c6 thai.

Insulin degludec: la insulin analog, threonine & vi tri B30 bi cat bo va
lysine & vi tri B29 duoc gan két véi hexdecanoic acid théng qua gamma-L-
glutamyl. Trong dich chaa c6 phenol va kém, insulin degludec & dang
dihexamer, nhung khi tiém duéi da, ching két hop thanh nhitng chudi
multihexamer rat én, gdm hang ngan dihexamer. Cac chudi nay phan tan rat
cham & mo6 dudi ra va cac phan tir insulin monomer dugc phéng thich tir tir vao

mau vai ndng do on dinh.
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Thoi gian ban hay cua thudc 1a 25 gio. Thudc bat dau tac dung 30-90
phut sau khi tiém dudi da va kéo dai tdc dung hon 42 gio.

d) Insulin trén, hén hep 2:

Insulin trén sin gom 2 loai tac dung nhanh va tac dung dai trong mot lo
hoac mot bt tiém.

Thudc s& c6 2 dinh tac dung, insulin tdc dung nhanh dé chuyén hoa
carbohydrat trong bira an va insulin tac dung dai dé tao ndng do insulin nén giira
cac bira an. Hién co cac loai:

- Insulin Mixtard 30: 70% insulin isophane/30% insulin hoa tan

- Novomix 30: gdm 70% insulin aspart két tinh vé&i protamin/30%
insulin aspart hoa tan

- Ryzodeg: gom 70% insulin degludec/30% insulin aspart

- Humalog Mix 70/30: gom 70% NPL(neutral protamine lispro)/30%
Insulin Lispro

- Humalog Mix 75/25: gdm 75% NPL(neutral protamine lispro)/25%
Insulin Lispro

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

2. Ky hiéu va nong @ insulin

Mot lo insulin c6 10 mL, véi cac nong do6 khac nhau. Hién trén thi
truong co 2 loai la 40 1U/mL (U 40-mot lo 10 ml ¢6 400 don vi) va 100 1U/mL
(U100- mét lo 10 ml c6 1000 don vi). Chl y phai ding loai 6ng tiém phu hop
v6i ndng do thude: insulin loai U 40 phai dung éng tiém insulin 1ml = 40 IU,
insulin U100 phai ding ong liém 1mI=1001U.

Hién nay, WHO khuyén c&o nén chuan héa vé ham luong 100 1U/ml dé
tranh truong hop bénh nhan dung nham éng va kim tiém dan téi cac phan tng
khéng mong mudn.

Céch ghi hoat lyc cua insulin:

% Thuat ng@ insulin trén, hén hop co6 y nghia twong dwong véi insulin trén trwéce, insulin trdn san,
insulin 2 pha hay premix
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Chuan qudc té dugc xay dung dé xac dinh hoat luc insulin ngudi, khéng
bao gdom insulin analog. Chi st dung don vi quéc té (IU) dé ghi hoat luc insulin
ngudi. Hoat lyc cua insulin analog thudng dugc ghi bang don vi (U).

Liéu Insulin khi tiém tinh theo don vi, khong tinh theo ml.

Hién nay co loai bat tiém insulin cho human insulin, insulin analog, moi
but tiém ¢6 300 don vi insulin.

3. Bao quan

Tt nhat dé & 2-8°C s& giit duoc téi khi hét han sir dung. Néu khdng cé
ta lanh c6 thé dé & nhiét phong <30°C cho phép giir duoc 1 thang ma khdng
giam tac dung ddi véi céc loai insulin san xuat bang phuong phap tai to hop
DNA.

Néu insulin d¢é & nhiét d6 > 30°C s& giam tac dung. Ludn cé ging giir
insulin trong moéi truong thoang mat, khdng tiép xdc tryc tiép véi anh sang mat
troi. Néu dung da lanh can chu y khong duoc lam ddng lanh insulin. Khong
dwoc dé trong ngan da 1am hong insulin.

4. Sinh kha dung caa cac loai insulin

Bang 7: Sinh kha dung ciaa cac loai insulin

Loai insulin Khéi dau tac dung | Pinh tac dung [Thai gian kéo dai tac dung
gl‘jfi';i”nfpa”’ ISpro,| 5 15 phat 30-90 phit 3-4 gid
Human regular 30-60 phat 2 gio 6-8 gio
Human NPH 2-4 gio 6-7 gio 10-20 gio
Insulin glargine 30-60 phat Khong dinh 24 gio
Insulin detemir 30-60 phat Khong dinh 24 gio
Insulin degludec 30-90 phat Khong dinh 42 gio

Chu thich: Thoi gian tac dung cua insulin c6 thé thay ddi iy co dia bénh nhan, vi tri tiém chich. Thoi gian trén
dva vao két qua cta céc thir nghiém 1am sang.
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5. C4&c loai insulin hién cé tai Viét Nam:
Bang 8: Cac loai Insulin hién c6 tai Viét Nam

Insulin analog tac dung nhanh, ngan
- Aspart (Novo rapid)

- Lispro (Humalog rapid)

- Glulisine (Apidra)

Insulin ngueoi tac dung nhanh, ngan

Regular Insulin- Insulin thuong

Insulin nguoi tdc dung trung binh, trung gian
NPH Insulin

Insulin analog tac dung cham, kéo dai
- Insulin Glargine (Lantus U 100)
- Insulin Detemir (Levemir)

- Insulin Degludec (Tresiba)

Insulin trén, hon hop

- 70% insulin isophane/30% Insulin hoa tan (Insulin Mixtard 30)

- 70% NPL/30% Lispro (Humalog 70/30)

- 75% NPL/25% Lispro (Humalog 70/30)

- 50% NPL/50% Lispro (Humalog 50/50)

- 70% Insulin Aspart Protamine/30% Insulin Aspart hoa tan (Novomix 30)

- 70% insulin Degludec/30% insulin Aspart (Ryzodeg)

6. Cach si dung insulin , ’
- Insulin la thuoc c6 tac dung ha glucose huyét manh nhat. Khéng co gidi

han trong viéc giam HbAlc.

- Khéng c6 gidi han lidu insulin.

- Insulin chi duoc tiém duéi da (ngoai trir truong hop cap cau), vi tri
tiém 12 & bung, phan trén canh tay, dui. Insulin duoc hap thu thay d6i tly tinh
trang BN, vi tri tiém.

- Truong hop cap cau hdn mé do nhiém ceton acid, ting ap luc tham
thau mau, luc phau thuat, Regular insulin (Insulin thuong) dugc sir dung dé

truyén tinh mach.
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- Dung phéi hop vai thude vién: lidu khoi dau cua insulin nén (dung
insulin tac dung trung binh hay tac dung dai) la 0,1 - 0,2 don vi/kg , tiém dudi
da vao budi téi trude khi di ngai hoic vao mot gio nhat dinh trong ngay.

- Piéu tri chi bang insulin (TP tipl - DT tip2) c6 biéu hién thiéu hyt
insulin nang: lidu khoi dau insulin 1a: 0,25 - 0,5 don vi/kg can ning/ngay. Tong
licu Insulin chia thanh 1/2 -1/3 dung cho insulin nén (Glargine, Detemir hoic
NPH), phan con lai chia tiém trudc 3 bira an sang, trua, chiéu (Regular insulin
hoac Aspart, Lispro, Glulisine).

- C6 thé dung insulin tron san, thuong insulin tron san tiém 2 lan/ngay
tredc khi an sang va chiéu. Insulin tron san loai analog cé thé tiém 3 lan/ngay.

- biéu chinh liéu insulin mdi 3-4 ngay.

7. Tac dung phu

a) Ha glucose huyét:

Ha glucose huyét 1a bién chung thuong gap nhat khi tiém insulin. C6 thé
gap trong cac trudong hop: tiém qua liéu insulin, bo bira an hodc dn muodn sau
tiém insulin, van dong nhiéu..

Can chi dan cho bénh nhan cach phét hién céc triéu chiing sém cua ha
glucose huyét: d6i, bdn chon, hoa mat, vd md hdi, tay chan lanh. Khi glucose
huyét xuéng dén khoang 54 mg/dL (3 mmol/L) bénh nhan thudng c6 cac triéu
chtng cudng giao cam (tim dap nhanh, héi hop, ¢6 md héi, lanh run) va ddi giao
cam (budn noén, doi). Néu cac triéu chiang nay khong duoc nhan biét va xur tri
kip thoi, glucose huyét giam xuéng dudi 50 mg/dL (2,8 mmol/L) s& xuat hién
c4c triéu ching than kinh nhu but rat, 10 1an, nhin mo, mét mai, nhie dau, noi
kho. Glucose huyét giam hon nira c6 thé dan dén hén mé, kinh giat.

Khi ¢6 biéu hién than kinh tu chi, can do glucose huyét mao mach ngay
(néu c6 may) va an 1-2 vién duong (hoic 1 miéng banh ngot hoic 1 ly sira...)

Céch phong ngtra:

- Gido duc bénh nhan, ngudi nha, ngudi chim séc nhan biét cc triéu
chung cua ha glucose huyét va phong tranh cac tinh huéng cé thé ha glucose

huyét.
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- Khéng nén chon céach dung insulin tich cuc trong cac truong hop sau:
khong cd kha ning tu theo ddi glucose huyét, thi du ngudi gia, khéng c6 may
thir duong, réi loan tdm than, nhiéu bénh di kém, bién ching ning (suy than
man giai doan cudi, tai bién mach méau n3o...)

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

Do qua liéu insulin. Tai thoi diém qué liéu insulin dan toi ha glucose
huyét 1am phéng thich nhiéu hormon diéu hoa nguoc (catecholamine, glucagon
...) gy ra tang glucose huyét phan ung.

Hién tuong nay c6 thé xay ra vao bat ki lic ndo trong ngay, nhung
thuong xay ra vao giita dém va do glucose huyét sang luc doi thay cao. C6 thé
nham vai thiéu liéu insulin. Néu chi dinh do glucose huyét gitta dém c6 thé thay
c6 ldc glucose huyét ha thap trong hién tuong Somogyi (thi du 3 gio séng
glucose huyét 40 mg/dL (2,22 mmol/L), 6 gio sang 400 mg/dL (22,2 mmol/L).
Can giam liéu insulin khi c6 hién twong nay.

¢) Di #ng insulin: ngay nay rat hiém gip véi loai insulin nguoi tai to
hop DNA.

d) Loan duwong md mé: teo mé md hoac phi dai mdé mg. Phong ngua:
luan chuyén vi tri tiém.

e) Tang can

8. Gi4o duc bénh nhan va ngwoi nha vé sir dung insulin: Gido duc
bénh nhan va nguoi nha vé cac noi dung sau:

- Céch tu tiém insulin tai nha (dung but tiém, 6ng tiém)

- Nhan biét va phong tranh cac yéu té nguy co ha glucose huyét.

- Biét cach tu theo dbi glucose huyét tai nha.

- Biét xr tri s6m con ha glucose huyét.
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PHU LUC 05:
TUONG QUAN GIUA GLUCOSE HUYET TUONG TRUNG BINH
VA HBALC

1. Pai cuong vé HbAlc

HbAlc duoc thanh Iap do sy két hop giira glucose va géc NH2 cua
valine ¢ dau tan caa chudi betaglobin cua huyét sic t, phan tng nay khong can
men va duoc goi 12 phan tng glycosyl héa (glycosylation). Téc do glycosyl hoa
cua huyét sic té tiy thuoc ndong do glucose trong mau va HbALc ton tai trong
sudt doi song caa hong cau (khoang 120 ngay). Hong cau méi thanh lap khdng
chira HbAlc va hong cau sap bi dao thai chtra nhieu HbAlc nhat. HbAlc phan
anh ndng do glucose trung binh trong mau trung binh 6-8 tuan truéc khi do.

Truéc kia, HbAlc do bang phuong phéap sac ky long cao ap (thuc hién
trong nghién citu DCCT tai M¥ va nghién citu UKPDS tai Anh), duoc dién dat
két qua 1a %, gan day Lién doan Pai thao duong Qudc té dé nghi trinh bay két
qua theo mmol/mol. Tai Viét Nam bat dau c6 phuong phap mién dich dé do
HbA1c tai mot s6 thanh phé 16n.

2. Twong quan giira HbAlc va nong dé glucose huyét trung binh:

Bang 9: Twong quan giita HbAlc va nong dé glucose huyét trung binh

HbAlc (%) |HbAlc (mmol/mol)| Glucose huyét trung binh (mmol/L)
13 119 18 mmol/L
12 108 17 mmol/L
11 97 15 mmol/L
10 86 13 mmol/L
9 75 12 mmol/L
8 64 10 mmol/L
7 53 8 mmol/L
6 42 7 mmol/L
5 31 5 mmol/L
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Bang nay chi c6 tinh cach tham khao vi tri s6 glucose huyét dao dong rét
nhanh, do d6 tot nhét 14 tu do duong huyét nhiéu lan trong ngay (d6i véi PTD
tip 2 cd thé do lic doi, sau an, trude khi di nga) dé biét sy dao dong cua dudng
huyét va anh huong caa bita an. Khi glucose huyét da twong ddi on dinh, c6 thé
do glucose huyét véi tan xuat thua hon.

HbAlc thudng duoc khuyén cdo do 3 thang mot lan dé theo di sat tinh
trang kiém soat glucose huyét, néu glucose huyét thuong xuyén 6n dinh c6 thé
do 6 thang mot 1an. Mac glucose huyét 6n dinh dé phong ngtra cac bién chung
cho ngudi TP con tré, khéng ¢ bénh ddng méc 1a HbAlc <6,5-7%.
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