Pai thao duong type 2: cap

nhat chan doan va diéu tri

PGS, TS Nguyen Thy Khué



C4ac yéu to gop phan 6n dinh glucose huyét

Pao tuy } ﬁ
TB a san xuat glucagon | ﬁ
oy
e
insulin

insulin

Glucose huyét



Sinh ly bénh BDTD: 3 khiém khuyét co’ ban
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115. Copyright © 1970 Massachusetts Medical Society. All rights reserved.



INCRETIN: TAC DPONG PHU THUOC GLUCOSE
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. . . . .Minutes .
GLP-1 = glucagon-like peptide-1; GIP = glucose insulinotropic p(r)]Iypeptlde
from Kieffer T. Endocrine Reviews. 1999;20:876—913. Drucker DJ. Diabetes Care. 2003;26:2929-2940. Nauck MA et al. Diabetologia.
1993;36:741-744.

Adapted from Nauck MA et al. Diabetologia. 1993;36:741-744. Copyright © 1993 Springer-Verlag.



* Co’ ché lam tang glucose huyét

Giam hiéu wng
Incretin

Tang ly giai
mo mé&

Té bao-A dao tuy

Tang tiét
Glucagon

san xuat Glucose
0’ 3

! Thu nap Glucose

q

Réi loan chirc nang
Neurotransmitter

Reprinted with permission from DeFronzo R et al. Diabetes. 2009;58:773-795.
Copyright © 2009 American Diabetes Association. All rights reserved.



Vi tri tdc ddng cla céac thudc diéu tri d

dwong type 2

GLP-1 receptor analogs Pc ché men DPP-4 (Gliptins)

Cai thién cam rng cua dao tuy v&i glucose, Kéo dai tac dung GLP-1 ->cai thién cam

giam cam giac théem an trng cua dao tuy véi glucose, tang thu
nap glucose

Biguanides

Tang thu nap glucose va
giam san xuat glucose &
gan

Thiazolidinediones
Giam ly giai mé m&
Tang thu nap glucose &
mo co van

Giam san xuat glucose &
gan

Sulfonylureas ’
Tang tiét insulin t té bao
B-tuy

a-glucosidase inhibitors
Lam cham sw hap thu
carbohydrate

Glinides’ ]
Tang tiét insulin tr té bao
B-tuy

DDP-4=dipeptidyl peptidase-4; GLP-1=glucagon-like peptide-1; T2DM=type 2 diabetes mellitus.
Adapted from Cheng AY, Fantus IG. CMAJ. 2005; 172: 213-226. Ahrén B, Foley JE. Int J Clin Pract. 2008; 62: 8—14.




Gia thuyét vé co ché tac dung méi cua
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Khuyén cao ADA/EASD 2012
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i Dinh dwéng diéu tri, kiem soat can nang, tang van déng

i DPon tri khéi dau
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= Chién Iwgc Insulin (Tiém nhiéu lan)

phurc tap

Inzucchi et al. Diabetologia 2012;55:1577-96

ADA, American Diabetes Association; DPP-4i, dipeptidyl peptidase 4 inhibitor; EASD, European Association for the Study of Diabetes; GLP-
1RA, glucagon-like peptide-1 receptor agonist; HbA,., glycosylated haemoglobin;; SU, sulphonylurea; TZD, thiazolidinedione



Thay d6i cach séng: dinh dwéng va luyén tap

Sau dé, tai méi bwéc, néu khong dat muc tiéu, HbA 1c<7%
Lwa chon dau tién

Metformin Sulfonylurea

! hoac Wc ché men aglucosidase

Lwa chon thw hai

Sulfonylurea Metformin hoiac Uc ché men aglucosidase
Uc ché men DPP-IV
Thiazolidinediones

v
Lwa chon thw ba

Insulin nén hoac Wc ché men aglucosidase hoac thudc déng van
Uc ché men DPP-IV GLP-1
Hoac Premix Thiazolidinediones

\ 4
Lwa chon thir tw

Insulin nén+ Insulin nén hoac
h 1

Insulin trwdc an Insulin Premix Lwu do cua IDF
Diéu tri DTD type 2



Phac do diéu tri DPTD type 2 -H6i NT & BTP VN

Chuyén sang bwérc tiép theo khi khéng dat muc tiéu HbA1c<7% sau 12 tuan
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Lwu do diéu tri PTD type 2 cho ngwdi I&n tuoi

Blood Glucose Treatment Algorithm for Older People

Lifestyle measures ] ] = usual approach
[] = alternative approaches
Then, at each step, if not at individualized target HbA, |:| = other options (alphabetical order)
Consider as first line therapy Acarbose or
Sulfonylurea Glinides or
or Insulin or
DPP-4 inhibitor SGLT2 inhibitors or _ _
Thiazolidinedione Considerations:
* Functional capacity
Consider as second line - dual therapy by adding to first line/* * Frailty
- Acarbose or + Dementia
b Glinides or + End of life
(if not used first line) GLP-1RA or o .
Insulin or Medication Choice:
SGLT2 inhibitors or * Renal function
Thi lidinedi * SU with low
Consider as third line — triple oral therapy, insulin or GLP-1 k= lazolldinecione hypoglycaemia risk
* medication side
Acarbose or effect profile
0 GLP-1RA Glinides or * potential harms of
SGLT2 inhibitors or medications which
. Y. . induce weight loss
Thiazolidinedione « Cost
. * Availability
Subsequent options * Local prescribing rules
Change oral agent or | | Basal + &2§zzgﬂnuelneﬁecnve
Basal or Pre-mix |0 GLP-1RA [ meal-time

insulin | insulin

IDF 2013



Pém Carbohydrate cho BDTD type 2

» An khau phan carbohydrate c6 dinh la yéu to hang dau
dé thudc cé hiéu qua (du 1a thudc vién, Insulin, hay phoi
hop)

. Kiém séat khau phan néu mudn gidm can




Thap dinh dwong




Chét béo (dau)= 2 suét

Trai cay= 2 suét

Rau (vegetables)= 4 suat

Legumes(dau), hot, thwc pham giau dam=>5suat

Ngii coc= 6 suat




Van déng thé lwc: Lovi ich

« Giam can

« Cai thién chwrc nang tim mach

«  Cai thién thé hinh

«  Tang kha nang lam viéc thé chat

- Cai thién cam giac khée manh va chat
lworng cudc song

It nhat 30 phut mdi ngay, co thé chia lam nhiéu lan



Loi thé cua kiém soat tich cwe glucose huyét:

UKPDS tiép tuc theo dai thém 10 ndm

M Any diabetes-relatedend M Microvascular
point disease

Intensive vs conventional

treatment
| |
Randomization Trialend 10-year follow-up

1977-1991 1997 2007

[y
o
|

Reduction in risk vs
conventional therapy, %

N
o
1

*P <.05, tP = .052 (intensive vs conventional treatment)

UKPDS group, Holman et al



Chon muc tiéu HbA1c theo dieu kién

cua bénh nhan

Pieu kién xa héi/hoc
Bénh da lau van

Con song dwoc bao nhiéu nam? Lwa Cé6 roi loan nhan thirc ?
Yéu, thé Iwc kém chon Tinh trang tam ly

C6 bénh di kem cua Dung nap thuéc

Pa cé bién chirng ré bénh Kha nang tiép can va

IDELT chi tra thuéc
Muc teu Thay d6i muc tiéu
theo ADA<7% i

Raz D care 2013; 36:1779-1788



That bai th&r phat véi don tri liéu

Bénh nhan qua can trong nghién coru UKPDS

Bénh nhén co Hb A,; <7% vé&i don tri

3 nam 6 nam 9 nam
Dinh dwo'ng 23 12 1
Sulfonylureas 45 28 21

Metformin 44 34 13

Turner RC et al. UKPDS 49. JAMA. 1999;281:2005-2012



Thém loai thudc nao cho bénh nhan?

Insulin nén tac dung dai (glargine-detemir)
— Tot, nhwng dé cé nguy co ha glucose huyét
— Tang can
« Sulfonylurea
— CO6 nguy co’ Ha glucose huyét
— Tang can
— Reé
« Gliptins
— [t nguy co ha glucose huyét
— Khéng tang can
— Dat
« c ché men alpha glucosidase
— Uong nhiéeu lan, ngay dau bira an, bira an phai cé carbohydrat
— It gay ha glucose huyét
« Thiazolidinediones
— Phu, tang can, nguy co suy tim
— Mat xwong
* Glinides
 GLP-1receptor agonist: VN chwa c6



Lwa chon thudc diéu tri tang glucose huyét &

bénh nhan suy churc nang than
Thubc Chon lwa/lwu y khi diéu tri

Metformin CCD: eGFR < 45 ml/phut

Tw dién Dwoc Pham Anh, Hiép Hoi Than Nhat
Ngwng Metformin khi DLCT wéc tinh<30ml/phut

SU thé hé 1 |Khdng nén dung

SU thé hé 2 | Glipizide dwoc khuyén cao

Glimepiride, Gliclazide: giam liéu

KDOQI 2012: Gliclazide khéng can giam liéu
Khong dung glyburide

Meglitinides | Repaglinide dl‘Jr]g duwoc trong Bénh thé‘n man
(BTM) tr nhe dén nang, khéng chinh liéu

eGFR: estimated glomerular filtration rate- DLCT: dd loc cau than



Lwa chon thudc diéu tri tdng glucose

huyét & b&nh nhan suy chirc nang than

Thubc

Chon lwa/lwu y khi diéu tri

Uc ché enzym

Acarbose dung cho BTM nhe, trung binh.

alpha Khong dung khi suy than nang, loc than
glucosidase

Thiazolidine Khéng chinh liéu & bénh nhan BTM
diones

(pioglitazone)

Khéng dung & bénh nhan c6 nguy co suy
tim.

Insulin

Liéu khong dwa trén chirc néng than,
nhwng tuy thuoc muc tieu glucose huyet
can dat ma khong gay ha glucose huyét




Lwa chon thudc diéu tri tang glucose huyét

& bénh nhan suy chirc nang than

Nhom Incretins

Thubc Chuyén hoéa Chinh liéu trong BTM
/thanh loc

Sitagliptin Than 50 mg/ngay néu BLCT 30 - 60 mL/ph
25 mg/ngay néu BLCT < 30 mL/ph

Saxagliptin Gan/than 2.5 mg/ngay néu BDLCT< 30 mL/ph

Linagliptin | Dwéng mat Khéng can chinh liéu

Vildagliptin Than 50 mg/ngay néu BLCT 30 — 50 mL/phut
50mg/ngay néu BLCT < 30 mL/phut

Liraglutide Khéng can chinh liéu; than trong khi bat

dau hodc tang liéu & bé&nh nhan suy than




Sw tiét Insulin sinh ly:

Khai niém Basal (Nén)/Bolus(trwéc an)
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Bat chwdc tw nhién: basal/bolus

Insulin néi sinh
Bolus insulin

Insulin nén

An Sang Trwa Chiéu Lac di ngu

Adapted with permission from McCall A. In: Insulin Therapy. Leahy J, Cefalu W, eds. New York, NY:
Marcel Dekker, Inc; 2002:193



Khai niém Insulin nén/trwdc an (bolus)

+ Insulin nén
— Uc ché sw san xuat glucose gitra cac bira an va qua
dém
— Néng d6 gan nhw hang dinh
— 50% nhu cay hang ngay
* Bolus Insulin (Tiém vao bira an)
— Gidi han sw tang glucose huyét sau an
— DPinh tac dung khoang 1 gi& sau khi tiém

— 10% - 20% nhu cau insulin hang ngay trwedc mdi bira
an.



Insulin ngu ol

A-chain 21 amino acids

B-chain 30 amino acids

Tw két dinh
trong dung dich

Dung phwong phap tai td hop protein



Insulin analog

Insulin nguwo:
dimer, hexamer
trong dung dich

Insulin Aspart: sw tw
két dinh bi gi®i han,

dang monomer trong
dung dich

Insulin Lispro: sw tw
két dinh bj gi&i han,

dang monomer trong
dung dich

Glargin'e: tan trong pH
acid, ket tua & pH trung
tinh (mo6 dwéi da)




INSULIN tiém dwdl da

Loai Insulin Kh&i dau Tac dung Kiém soat anh
tac dung dinh hwong trong

Bolus Insulin
Aspart (Novolog) <15-30 phut 0.5-1.5¢ 3-5 gio

Lispro (Humalog)
Glulisine (Apidra)

Regular 30-60 phut 2-4 g 4-6 g (bira an ké)
Insulin nén

Glargine (Lantus) 1-2 gi&y Khéng dinh 24 gio

Determir (Levemir) 1-2 gio 6-8 gio 24 gio

NPH 1-2 Qi 4-10 gi& 12-14 gio
Tron san

70/30 NPA/Aspart <15-30 phut 2 dinh
(aspart mix)
70/30 NPH/Regular | 30- 60 phut 2 dinh
(human mix)




Khi thudc vién khéng du hiéu qua

« Chuy céc dau hiéu sau day
— Tang glucose huyét
— Tang HbA, -
— Giam can khéng giai thich dwoc
— C06 thé ceton trong nwdc tiéu
— Kho ngu
— Khat nuwéc
- Bwdc ke tiep
— Quyét dinh bat dau Insulin
— Giai thich cho bénh nhan



Bat dau Insulin & BDTD type 2

Chon loai Insulin tuy thuéc nong dé glucose huyét

Chon loai insulin va th&i diém tiém thubc dwa trén mac glusoe huyét
cla bénh nhan (tang luc déi, sau an trwa, an chiéu, luc di nga)

Chon loai insulin hién cé trén thi trwwong

Tac dung nhanh (tiém trwéc an): lispro, aspart

Tac dung ngan (tiém trwéc an): regular insulin (Insulin thuwéong)
Tac dung trung binh (Insulin nén): NPH, lente

Tac dung dai ((Insulin nén): Levemir, glargine

Insulin hén hop (30/70)

Insulin nén: Insulin tac dung dai hoac tac dung trung binh.
Insulin bolus: tiém trwéc an: insulin tac dung ngan

Chinh liéu 3-7 ngay

Muc tiéu: giong tw tiét insulin néi sinh...



Bat dau v&i Insulin nén: Loi diém

Chi tiém mot mdi: Insulin tac dung trung binh
hoac dai

Tac dung tt tlr, an toan, va chinh liéu don gian.
Liéu thap

It tang can

Kiém soat glucose huyét hiéu qua

Bénh nhan tiép tuc duing thudc vién.
Co6 thé giam liéu sulfonylurea



Bat dau st dung insulin nhw thé nao & bénh

nhan DTD type 2

Lwu dé chinh liéu — phac do dung insulin nén*

NPH hodc Glargine hoac Detemir 1 lan méi ngay

Bat dau véi lieu 10 U hodc 0.2 BV/kg, thay doi tirng 2 DV m6i 3 ngay dwa
trén glucose huyét trwwéc an sang cho dén khi dat muc tiéu (70-130 mg/dL)

!

HbA,. 27.0% sau 3 thang

!

Kiém tra glucose huyét trwéc an sang, biva trwa, bira chiéu, va trwéc khi ngu

Thém insulin tac dung nhanh vao trwéc bira &n néu mirc glucose huyét ting
cao nhat

Bat dau 4 BV va chinh liéu ttrng 2 BV méi 3 ngay dwa trén mirc glucose huyét

Thém insulin trwéc bira an néu HbA . 27.0% sau 3 thang

* Dung Insulin can quan tam dén nép séng va gio an; luu d6 ndy cung cap huéng dan cin ban dé
bat dau va chinh lieu insulin nén. Ciing co6 thé dung insulin hon hop tiém 1 hoac 2 1an/ngay

Nathan DM et al. Diabetes Care. 2006;29:1963-1972



Bat dau dung insulin nhw thé nao cho bénh

nhan Dal thao dwong Type 27

IDF Global Guideline cho DTD Type 2

< Insulin 1a phwong tién hiéu qua nhat dé gidm glucose
huyét

< Insulin c6 thé dwoc khdi tri bang insulin nén hoac
insulin trén san

< Bat dau dung insulin khi da dung thudc vién dén liéu
téi da dung nap dwoc ma HbA1c van >7.5 %
(HbAlc)

< Bat dau bang liéu thap, tang liéu nhanh néu chwa dat
muc tiéu trong thang dau

IDF. Global Guideline for Type 2 Diabetes. 2005



Dung Insulin ngay luc m&1 chan doan

PTD type 2
» Gay
» Co triéu chirng 1am sang cua tang glucose
huyét

* HbAlc >11%
» Glucose huyét doi> 300 mg/dL (16.7 mmol/L)

» Glucose huyét bat ky > 350 mg/dL (19.4
mmol/L)




Bién chirng cla suw st dung insulin

« Ha dwdng huyét

« Ha Kali huyét

 Tang can

. Tang dwdng huyét do phan &ng (hién twong
Somogyl)

* Hién twong Dawn

* Di wng

* Loan dwdong mo:.
— Teomo
— Phi dai mé mo



Hien twong Somogy!

10\

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

Nguyén nhan:

Do ting cac hormon di khang X tri: ‘
insulin khi ¢ ha glucose huyét vé Giam insulin tac dung trung binh
dém. hoac dai trwdc an chiéu.

Tang san xuét glucose tir gan. Tiém insulin vao luc 21 gio, truéc
P& khang insulin do tac dung cua khi ngu

cac hormon khang insulin An blra 1& trwec khi di ngu.






Chu y khi tiem Insulin

« Khi tiém Insulin, can an dang gi® va da lwgng carbohydrate trong méi
blra an

« Thay dbi ché tiém tai 1 ving

« Ba&o quan thubc & +2°C dén +8°C

 Tranh anh sang, nang

. But titm: dé & nhiét dé phong (25°C), dirng

Lo thubc cé 10 ml, gom 2 loai
— 1ml ¢6 40 don vi Qubc té (IU) U 40
— 1ml c6 100 don vi Qudc té (IU) U 100

« Néu dung lo thudc, phai dung bom tiém phu hop
— U 40 dung bom tiém insulin 1ml chia 40 don vi
— U 100 dung bom tiém 1ml chia 100 don vi



Cac vi tri va cach tiem insulin

IR

Subcutaneous|Fat




Can nhan manh tiét ché, luyén tap va gido duc strc khée cho bénh nhan
trong sudt qua trinh diéu tri

Trong thwe hanh 1am sang, can chon Iwa (rng dung guidelines trong trng
trwdng hop cu thé

O bénh nhan gia, nén canh giac bénh nhan cé thé bj suy chirc nang
nhiéu co quan (nhat la chirc nang than)

O bénh nhan coé nhiéu bénh di kém, ngudi gia yéu, can chon muc tiéu
glucose huyét cao hon & ngudi tré

Nam virng dac diém cla tng loai thudc va cach sir dung dé chon lva
phu hgp v&i bénh nhan
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