THUOC HA PUONG HUYET DUONG
UONG TRONG DIEU TRI BENH
DAl THAO BUONG TIP 2



NOI DUNG

- Pai cwong vé bénh dai thao dwong tip2
» Thudc ha dwdrng huyét trong diéu tri bénh dai thao dwdng tip 2

« Khuyén céo lwa chon thuoc ha dwdng huyét trong diéu tri bn BTD tip 2



DINH NGHIA
PAlI THAO PUONG LA GI ?

Theo ADA 2014

“ bai thao duong la moét nhom
cac bénh ly chuyén héa dac
treng béi tang glucose mau do
khiéem khuyét tiét insulin, kh|em
khuyét hoat déng insulin ho#c ca
hai.

Tang glucose mau man tinh
trong dai thao duong sé gay tén
thwong, roi loan chic nang hay
suy nhiéu Co quan, dac biet la
mat, than, than kinh, tim va mach
mau.
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GANH NANG KINH TE

Chi phi diéu tri DTD Health Care

O

IS SPENT ON DIABETES
USD 612 billion
11% of worldwide health-care expenditure

USD 627 billion
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GANH NANG KINH TE

CHI PHI = CHI PHI TRUC TIEP + CHI PHi GIAN TIEP
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Bd 8 co ché sinh Iy bénh phirc tap

Giam tac dung
Incretin

Roi loan tiét Insulin Tang ly giai m&

Islet p-cell

-

Tang tai hap thu

Tang tiét Glucgon Glucose

Tang san xuat
glucose tai gan

Giam thu nhan
Glucose

Roi loan chirc nang
chat dan truyén TK

AGI, alpha-glucosidase inhibitor; DPP4i, dipeptidyl
peptidase-4 inhibitor; GLP-1a, glucagon-like
peptide-1receptor agonist; TZD, thiazolidinedione. DeFronzo RA. Diabetes. 2009;58(4):773-795; Tahrani AA, et al. Lancet. 2011;378:182-197.



Bd 8 co ché sinh Iy bénh phirc tap

GLP-1a; AGIs
Giam tac dung
Incretin
GLP-1a; TZDs,
DPP-4i, SU TZDs
GLP-1a;
DPP-4i
Tén‘gta'i hap thu Dapagliflozin
_ Glucose
Metformin, TZDs,
TZDs, GLP-1a Tang san xuat Giam thu nhan metformin
’ glucose tai gan Réi . Glucose
oi loan chirc nang
chat dan truyén TK
AGI, alpha-glucosidase inhibitor; DPP4i, dipeptidyl GLP-1a

peptidase-4inhibitor; GLP-1a, glucagon-like
peptide-1receptor agonist; TZD, thiazolidinedione.

DeFronzo RA. Diabetes. 2009;58(4):773-795; Tahrani AA, et al. Lancet. 2011;378:182-197.



1- METFORMIN



BIGUANIDES

CO CHE HOAT BDONG ’ ﬂ

1. Ngan can san sinh glucose tai gan:
. | tan tao glucose
. | ly giai glycogen
. | oxy héa acid bé
2. Tang hoat tinh cua insulin @ co quan dich: co & mé&
. 1 bat gitr & oxy hda glucose

=  1téng hop glycogen
. | oxy héa acid béo
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METFORMIN
VI SAO LA THUOC HANG PAU TIEN?
Hiéu qua da dwoc khang dinh

it tac dung phu
Khong lam tang can (giam can)

UKPDS da chirng minh Metformin xirng dang la diéu tri diu tay cho BN

DTD typ 2 qua can?3:

- 4074 BN DTD méi chan doan/15 trung tam

- Trong dé 1704 BN qua can (>120% can nang ly tuéng)

- Tudi TB: 53 tudi

- FPG: 6.1 — 15 mmol/L

- Thoi gian TB: 10.7 nam

- Metformin cé hiéu qua twong tw insulin, va sulfonylureas lam giam DH doi,
HbA,c va nguy co’ cac bién chirng vi mach man tinh.

- Metformin, khéng giong insulin hoac mét s6 sulfonylureas, 1am giam cé y
nghia cac bién ¢c6 mach mau Ion o cac BN thwa can

Hermann LS, Metander A. international textbook of diabetes. Chichester: Wiley; 1992 A
]

Tumer RC, Cull CA, Frighi V, et al. Glycemic control with diet, sulfonylurea, metformin, or insulin in patients with Type 2 diabetes mellitus:
progressive requirement for muitiple therapies (UKPDS 49) JAMA 1999.281:2005-2012

3. UK Prospective Diabetes Study (UKPDS) Group. Effect of intensive biood-glucose control with metformin on complications in overweight patiei@! Internal use only

with type 2 diabetes (UKPDS 34). Lance! 1998:352:354-865



METFORMIN — THONG TIN KE TOA
CHI PINH & LIEU DUNG

Chi dinh

¢ Metformin dwoc chi dinh diéu tri BTD typ 2, hoac la don trj liéu hoac
két hop voi cac thude DTD khac, bao gém ca insulin
e Metformin dac biét phu hop cho BN DTD typ 2 cé thira can

Liéu lwong va
cach dung

VOl METFORMIN IR:
Khéi dau: 500mg, 2 lan/ ngay hoac 850mg 1 lan/ngay
Cach chinh liéu:
- Nén tadng dan Ién 500mg/tudn hodc 850mg méi 2 tuan, tdng céng
2000mg méi ngay
- Cé thé chinh liéu t&r 500mg 2 lan/ ngay Ién 850mg 2 lan/ngay sau 2
tuan
Véi nhitng BN can KS DH chét ché hon, metformin cé thé duoc ting
dén téi da 2550mg/ngay. Liéu >2000mg cé thé dung nap tét hon khi
chia thanh 3 14n uéng cuing bita dn
METFORMIN XR
« Liéu kh&i dau: 500mg 1 lan/ngay cung véi bira an téi
« Co thé tang liéu tir t&r 500mg méi tudn dén téi da 2000mg 1 lan/ngay
cling véi bira an téi p

NL, >

19

1. Monthly Index of Medical Specialities. November 2008
2. Merck Serono. Glucophage. Summary of Product Charactenistics. 2005.



METFORMIN — THONG TIN KE TOA
CHONG CHi BINH & PO AN TOAN

Chéng chi dinh

e Qua man véi metformin hydrochloride hodc véi bat ky ta duoc nao
e DTD nhiém toan ceton va tién hén mé BTD
e Suy than (dd thanh thai creatinine <60mL/min hodc murc loc cau
than (GFR) <35 mL/min)
e Cac tinh trang cap tinh cé kha ndng lam thay ddi chirc ndng than:
— Méat nuéc
— Nhiém khuan nang
- Shock
e Cac bénh ly cdp hodc man tinh cé thé gay thiéu oxy & mé:
— Suy tim hodc suy hé hap
— Nhéi mau co tim méi
— Shock
e Suy gan, ngd déc ruou cap
e Cho con bu

Do an toan va
dung nap thuéc

e Co thé gay rodi loan tiéu hoa va nhiém toan lactic

20
1. Monthly Index of Medical Specialities. November 2008

/}
Set area descriptor | Sub level 1 .

2. Merck Serono. Glucophage. Summary of Product Charactenstics. 2005.



Metformin — Uu & Nhwoc diém 1-

Uu diém Nhuoc diém

e Co thé dung don tri liéu hodc két hop véicac |e Cob thé gay tac dung phu dudng
thuéc BDTD khac hoic véi insulin tiéu héa (ia chay, budn nén, nén va
e Duoc ADA va EASD khuyén cao la diéu tri dau dau bung) va nhiém toan lactic
tay; IDF va NICE khuyén cao sir dung sau ché | ¢ Khéng kiém soat duoc lau dai
dod an va tap luyén duwdng huyét & da sé BN
e Dac biét phu hop chocac BN DTD typ 2 ¢cd o Dai khi gdy nhiém toan lactic
thira can
e Cob dang phéng thich cham, uéng 1 lan/ngay
e Khéng gay ha dudng huyét
e Co thé lam giam can va ha thap lipid mau

Hadley-Brown M. NICE update on type 2 diabetes consolidates previous advice. Available at

www.e%gidelines co.uk/eguidelinesmain/gip/vol_11/nov_08/hadley-brown_diabetes_nov08 php. Last accessed 10th December 2008

Ir_[gﬁma _ nal2 ggsbetes Federation, Clinical guidelines taskforce Global guideline fortype 2 diabetes. Brussels: International Diabetes
eration :

Sanofi Aventis. Amaryl. Summary of product characteristics. 2008.

Merck Serono. Glucophage. Summa?' of Product Charactenstics. 2005. ‘

Tumer RC, Cull CA, Fnghi V, et al. G gcemlc control with diet, sulfonglurea metformin, or insulin in patients with Type 2 diabetes mellitus:

progressive requirement for multiple therapies (UKPDS 49). JAMA 1999,281:2005-2012.
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21  Medical Department - AstraZeneca Vietnam | July 2012 For internal use only 2




Tai sao khong nén dung dorn tri liéu lieu toi da

= Vi du: Metformin liéu: 500 — 2500 mg

Maximal
Therapeutic effect

Half-maximal

Hiéu qua giambH

Tac dung phu

Half-maximal Maximal
Liéu thudc

H6i DTD Canada — 2003: Nén phdi hop thuédc khi liéu Metformin dat ¥ liéu t6i da

Am J of Med 2000; 108(6A):155-225



2. Sulfonyureas



SULFONYLUREA
CO CHE: kich thich trwc tiép té bao B tuy tiét insulin

SU két hop véi SUR1 * T

" Glucose

SU‘

Pong kénh Kali, ngan dong
Kali tir trong té bao ra ngoai

Tang néng dé Kali ndi bao

Mo kénh Canxi, Canxi di vao

trong té bao R e
Ca?* influx . >
Canxi hoat héa protein noi TN
bao gitr nhiém vu phong Exocytosis of insulin

thich insulin tir té bao beta

ATP, adenosine triphosphate; ATPase, adenosine triphosphatase;
GLUT-2, glucose transparter-2; SUR1, sulphonylurea receptor 1; SU, sulphonylurea.

Insulin vao tuin hoéa mau

28 yrentz AJ, Bailey CJ. Drugs. 200565 385-411 For internal use only



SULFONYLUREA

Cac receptor cua SU

Receptor Vi tri

SUR1 Phan 16n & kénh Karp cla té bao B
'SUR2A ' Phan 16n & kénh Karp cla co tron ¢ tim & mach vanh
SUR2B

« SU dac hiéu tuy: tolbutamide, cloropamide, gliclazide, clipizide
%+ Hoat ddng trén SUR1
< Kich thich tiét insulin manh
« SU khong dac hiéu tuy: Glybenclamide (glyburide) & glimepiride
< Kich thich tiét insulin qua té bao B nhung cling tac déng trén tim & mach
vanh
< Glimepiride khéng gay nén tinh trang thiéu mau cuc bd nhuw glyburide vi
né khong khoa nhirng tac dong co Igi cua kénh natri ndi bao

29 Author | 00 Month Year Set area descriptor | Sub level 1 &



Nguy co ha dwong huyét la khac nhau
gitra cac thuoc trong nhém SU

30 -

2
i 123 123
8
46 I
1B

Severe hypoglycemia®  Bliclazide Glipizide Glimepiride Tolbutamide  Chlorpropamide Glyburide
n/1000 person years = 0.85 8.70 0.86 3.50 16.00 16.00

N
()
1

N
o
1

Relative Risk, %
—_ —_
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* The rate of severe hypoglycemia with gliclazide is very low (estimated at 0.1%)®!

*< 50 mg/dL.
a. Tayek J. Diabetes Obes Metab. 2008;10:1128-1129.
b. SEMDSA Type 2 Diabetes Guidelines Expert Committee. JEMDSA. 2017;22(Supp! 1):51-5196.




SULFONYLUREA
Chi dinh

Chi dinh diéu tri DTD typ 2:
» Thét bai v&i ché dé 4n & luyén tap thé lwc
« & nhirng BN khéng dung nap hoac CCD vé&i Metformin

* Don tri '
« Két hop vé&i cac nhéom thuoc DTD khac hoac insulin (ngoai
trir secretagogues nhw metaglitinides)

30



SULFONYLUREA

So sanh dwoc dong hoc cua cac SU

_ T1/2 | Tg tac déng | Thai trir qua than

Tolbutamide 6-12h  6-12h 100%
SU dworc Chlorpropamide” 24h  24-60 h 80%
thai trie chu Glibenclamide |3-5h | 16-24h 50%
yéu qua co’
quan nao? Gliclazide 6-12 h 12-24 h 70%
Glipizide 1-5h  12-24 h 70%
Glimepiride 10 h 16-24 h 50%

* Khong khuyén cado str dung do nhiéu TDP

3 P



SULFONYLUREA

Liéu dung

SUs Liéu dung
Gliclazide MR « Vién 30mg MR
* 1-4v/ngay
Glimepiride « Vién 1mg, khéi dau 1 vién/ngay

« Liéu téi da duoc khuyén cao 6mg/ngay

- Bat dau bang liéu thap dé tranh nguy co ha dwdng huyét

- Tang liéu mbi 2-4 tuadn dé dat hiéu qua téi da

33 1. Theo théng tin ké toa cda Diamicron MR & Amary! &



SULFONYLUREA
Chéng chi dinh & dung nap thuéc

Chéng chi dinh

e DTD phu thudc Insulin (vi du BTD type 1)

e H6n mé do DTD

e DTD cé nhiém toan ceton

e Suy than hoac suy gan

e Qua man v&i SU hoac cac ta duoc trong vién thudc

e Co thai

e Cho con bu

e Trwdng hop suy than hoac suy gan nang, phai
chuyén sang diéu tri bang insulin

D0 an toan va dung
nap thuéc

¢ Ha dwong huyét
e Tang can

34 1. Théng tin ké toa cia Diamicron & Amaryl For internal use only

S



SULFONYLUREA

Uu — nhwoc diém

Uu diém Nhwoc diém

o Kiém soat DH nhanh va hiéu qua |e Cé nguy co gay ha PH va tang

e Lam giam cé y nghia nguy co cac can
két cuc lien quan dén PTD so voi | e Khéng kiém soat dwoe PH lau
ché do an va tap luyén dai & da sé cac BN

e Ty lé bi bién ¢ ngoai y thap
e Cothé ubng 1 lan/ngay

e C6 thé phdi hop voi cac thude diéu
tri DTD khac va voi insulin

1. Sanofi Aventis. Amaryl. Summary of product characteristics. 2008
2. Turner RC, Cull CA, Frighi V, et al. Glycemic control with diet, sulfonylurea, metformin, or insulin in patients with Type 2 diabetes
mellitus: progressive requirement for muitiple therapies (UKPDS 49) JAMA 1999,281:2005-2012. pa

A
]
41 For internal use only &



3. Thudc e ché anpha- Glucosidase



Thudc e ché a-Glucosidase

Carbohydrate don gian
(disachharides & - (monosaccharides nhw

Carbohydrate phure tap

oligosaccharides) glucose)

» Thudc e ché a-glucosidase dau tién — acarbose (Glucobay™,
Bayer) dwoc giéi thiéu vao nhirng nam cudi 1980s
« Chi dinh diéu tri DTD typ 2:

- Cho nhirng BN khong kiém soat duwoc DH bang ché d6 an don thuan
- Cho nhirng BN dang diéu tri bang ché dé an va thu6c uéng ha bH

* Acarbose c6 dang vién 50mg va 100mg:
- Lieu khuyen cao la 150mg/ngay
- Ubng thudc vao dau bira an dé lam cham phan huy carbohydrates

49
1. Dauchi Sankyo Limited. Prandin. Summary of product characteristics. 2008

2. Novartis Pharmaceuticals Limited. Starlix. Summary of Product Charactenstics. 2006 For internal use only



Thuéc e ché a-Glucosidase
Co ché: wrc ché hap thu glucose, doc lap insulin

8o Tinh
Phia bén trong ban bot
- r Shl a:hmytons N Sugcrose
(TN P ¢ ' e N O Maltqse. a-Glucosidase
{4 § 4 A 7 > maltotriose, e
,‘ 4 D b g dextrins inhibitor (acarbose,
X KN { miglitol, voglibose)
i Iy %
% ' | 'S ' ;:ﬁ
| g E . TB biéu | m\ - ---a-Glucosidase enzymes
E = = mo rudét | :
_: 3
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Pac biét giam dwdng huyét sau an

For internal use only



4. Thiazolidinediones



TZD va céac bién cé tim mach

The IN
10 L} r 1 CV Events With Rosiglitazone

ESTABLISHED IN 1812 Better
Meta-analysis, Nissenetal*  Myocardial infarction (OR)

E ffC Ct O f~ P\() S lgl 1taz- Meta-analysis, Nissenetal*  CV death (OR)

Meta-analysis, Krall® Myocardial infarction (OR)

Meta-analysis of 42 trials, FDA© Myocardial ischemia (OR)
Data from Nissen and RECORD? Myocardial infarction (OR)
Data from Nissen and RECORD? CV death (OR)

Meta-analysis, Singh et al* Myocardial infarction (HR)

0 1
HR/OR

a. Nissen SE, et al. N EnglJ Med. 2007;356:2457-2471.1
b. Krall RL. Lancet. 2007;369:1995-1996.1*%
c. FDA website, 2013.1%
A0 LIPID & d. Bracken MB. N EnglJ Med. 2007; 357:937-938.14 - L
\&/ METABOLI( e.SinghS, et al. JAMA 2007;298:1189-1195.1%51 heart. Medscape




5. Cac thudc Incretin



31Version 1.3

Normal Glucose Homeostasis: Role of
Incretins:?

In response to meals, incretin :

hormones (GIP and GLP-1) ' Increased
are increasingly released from Glucose
the small intestine Upt

4 Insulin Secretion

\M".{N ~ Indirect

Incretin E; 'y - Pa‘néreas ' \ suppression

v \ * of glucagon

¥ Glucagon Secretion

Glucose
Homeostasis

Pancreatic cells
. respond to high
@ Incretins (GIP/GLP-1) levels of incretins

.Pancreatic beta cell

‘ Pancreatic alpha cell DPP-4 enzymes break Decreased
down incretins Glucose

Production

GIP=glucose-dependent insulinotropic peptide; GLP-1=glucagon-like peptide-1; DPP-4=dipeptidyl peptidase-4.
1. Kim W et al. Pharmacol Rev. 2008;60:470-512.
2. Drucker DJ. Cell Metab. 2006;3:153-165.



32Version 1.3

T2DM: Role of Incretinst2

In adults with T2DM,

incretins are released, Impaired
but the incretin-mediated Glucose
effects are diminished Uptake

Insulin Secretion

Less indirect

D|m|n|shed e ' e ! — . suppression
[ncretin EffG ") | A AN of glucagon

Glucagon Secretion

Incretin action on

@ Incretins (GIP/GLP- pancreatic cells is
reduced

@ Pancreatic beta cell

ncreased
Glucose
Production

@ Pancreatic alpha cell

1. Kim W et al. Pharmacol Rev. 2008;60:470-512.
2. Drucker DJ]. Cell Metab. 2006;3:153-165.



DPP-4 Inhibitor, Enhances the Body’'s ssversin 1.3

Natural Response to Food*+?

a DPP-4 inhibitor, sustains Increased
the effects of incretins in

adults with T2DM

Insulin Secretion

Glucose
Homeostasis

-~ of glucagon

&‘\; s . | InsclI.liref‘tession
% . g ¢ X .
THUGC UC CHE Ef} bp

DDP-1V 7

Pancreatic cells

DDP-4 inhibitor lowers FPG and PP
@ Incretins (GIP/GLP-1 respond to higher in a glucose dependant manner

’

levels of incretins
. Pancreatic beta cell

Decreased
Glucose
Production

‘ Pancreatic alpha cell

1. Kim W et al. Pharmacol Rev. 2008;60:470-512.
2. Drucker D]. Cell Metab. 2006:3:153-165.



Thubc rc ché men DDP IV

- Co cheé: trc ché DPP IV = tdng nong d6 GLP1
- Wu diém:

+ Ha glucose mau

+ It gay tut glucose mau

+ Giam HbA1C tr 1 - 1,5%

» Saxagliptin, sitagliptin, vildagliptin, linagliptin



FDA Céanh B4o Nguy Co Suy Tim véi hai thudc
diéu tri dai thao duwong (06/4/2016)

Co quan quan ly thudc va thwc phdm (FDA) Hoa Ky m&i dwa
ra canh bao ma&i vé tiém nang tdng nguy co suy tim & nhirng
BN BTD-2 dang st dung thuéc saxagliptin (Onglyza,
AstraZeneca) hoac alogliptin (Nesina, Takeda)

... canh bao méi nay sé dwoc thém vao trong nhan cua 2
thuoc tre ché dipeptidyl peptidase-4 (DPP-4 |) nay, véi
canh béo rang chiing c6 thé gay tadng nguy co’ suy tim,
dac biét @ nhirng BN c6 san bénh ly tim mach hay bénh
than

...thtr nghiém vé an toan tim mach th& 3 cta thudc e ché
DPP4 khéc, sitagliptin (Januvia, Merck), TECOS, cho thay
khong co dau hiéu suy tim trén tat ca BN DTP-2 dlng
thuoc.

http://www.medscape.com/viewarticle/861514_print
FDA Warns of Heart-Failure Risk With Two Diabetes Drugs - Miriam E Tucker, |April 05, 2016



http://www.medscape.com/viewarticle/861514_print

Thong tin ké toa tai Viét Nam da cap nhat tir thang 01/2016
THONG TIN KE TOA VN:

LUU Y DAC BIET VA THAN TRONG KHI 5U DUNG
Suy tim

Kinh nghié¢m trén bénh nhan suy tim d¢ III-IV theo phan loai NYHA con han ché. Trong nghien
ctru SAVOR, da ghi nhan ty 1€ bénh nhan nhap vién do suy tim & bénh nhan sir dung saxagliptin
ting nhe so véi gia diroc, mic di moi quan hé nhan qua chura duoc xac 14p (xem phan “Pdc tinh
diroc liec hoc”). Phén tich bd sung da khéng chi ra sy anh hwong khac biét gifta cac phin do
NYHA. Thén trong khi st dung Onglyza cho bénh nhéin c6 cic yéu to nguy co nhip vién do suy
tim nh tién st suy tim hodc suy thin mirc do trung binh dén niing|Bénh nhin nén dwoc biét nhitng
triéu ching suy tim déc trung va can bao cio ngay khi cé nhitng triéu chirng nay.

DU’ LIEU T NGHIEN CU’U SAVOR

Risk for hHF with or without baseline risk factors for HF or renal

Figure 9 ¢ .
g impairment at 2 years?**'
eGFR (mL/min) Prior HF Renal Impairment/Prior HF
100
Ps0.27 P«0.01 Pe0.03 P.013 FP045 Pe0.02 Pe0.27
_ 80
4 6(
P
w40
T 5
- 20 6.8 ~ 1.7 102 151 134 - Saxagliptin
1 18 8 53 23 17 L 0 46
0 —_--——-‘l=ﬂ—2 ] . == =
>60 <60 No Yos Neither aGFR <60 Both
or prior HF

11,63 1858 14,38 10¢ 10,416 5188

*2-year KM estimates

'aGFR <60 mL/min and/or history of HF

Scirica BM, Bhatt DL, Braunwald E, et al... Raz I. NEJM 2013; 369:1317-1326
Xin tham khao thong tin ké toa ONG — KXR dugc phé duyét tai Viét Nam nam 2016



Cap Nhat Nhan Thudc Alogliptin

Suy Tim
Trong nghién ciru EXAMINE tuyén nhirng BN DTD-2 mdi xay ra hoi
chirng vanh cap, 106 (3.9%) BN diéu tri véi NESINA va 89 (3.3%) BN

diéu tri v&i gia dwogc nhép vién vi suy tim sung huyét.

Can nhac nguy co va lgi ich cia NESINA trudc khi khéi tri @ nhitng
BN c6 nguy co suy tim, nhw nhirng BN c0 tién st suy tim
va tien s suy than, theo sat nhirng BN c6 dau hiéu hay triéu
chirng suy tim khi diéu tri. Khuyén BN |ap tirc bdo cdo vé nhirng triéu
chirng d3c trung suy tim. Né&u suy tim tién trién, danh gia va diéu tri

theo phac d6 hién tai va xem xét ngwng NESINA.
Updated 2016, Pl Nesina, Warning & Precaution (5.2)



Co ché hoat déng cua GLP-1 agonist®:

Tang tiét insulin phu thuéc glucose

1 810 8 200 T 599499

@\f'w.ﬁv‘\/\./v

Liraglutide

Kénh Ca2+

Tiét Insulin

Hinke SA et al. J Physiol 2004;558:369-380; Henquin JC. Diabetes 2000;49:1751-1760; Henquin JC. Diabetes 2004;53:548-S58; Drucker D. Cell
Metab 2006;3:153-165



Chi dinh

(Liraglutide 6mg/mL)
Chi dinh trong BDTD typ 2:
v Phoi hop v&i metformin hodc sulfonylure: BTD typ 2 khéng dap

(rng day dd mac du da s& dung liéu tdi da metformin hoac

sulfonylure c6 thé dung nap dworc.

v Phéi hop véi metformin va sulfonylure hodc metformin va
thiazolidinedion: BTD typ 2 khdng dap &rng day du v&i liéu phap hai

thuébc.

Thong tin ké toa da dwoc Bo Y Té Viét Nam chap thuan



Lwu y khi st dung

1. Than trong:

v Bé&nh nhan bi viém tuy hodc c6 bénh ly, tién st vé tuyén giap
v Phu n c6 thai va cho con bu

2. Bénh nhan suy gan, than

v Bénh nhan suy gan, than nhe va vira khéng can chinh liéu CI230ml/ph
v' Khéng dung cho bénh nhan suy gan, than nang

3. Chong chi dinh:
v Dj rng v&i béat cir thanh phan nao cla thudc

Xin tham kh&do thoéng tin ké toa chi tiét dwoc BYT chap thuan.



Thuoc GLP-1A
lam giam cac
bién co6 tim mach
do xo vira,
twr vong do
tim mach

European Heart Journal (2023) 00, 1-98
https://doi.org/10.1093/eurheartj/ehad192

s

TRIAL GLP-1 receptor
Three-point MACE agonist n/N (%)
EESETD wwscs(13%)
10871648 (7%)
83907356 (11%)
3384731 (7%)
9444349 (12%)
£1/1591 (4%)
18902717 (7%)

Subtoal (I = 14.9% P =0316)

Cardiovascular death

GEEED 215468 (5%)
41648 0%)
G 407356 5%)
1224731 (3%)
EEEED  5174M9 (6%
1571591 (1%)
752717 (3%)

Subtogal (I = 12.4% P = 0335)

Fatal or non-fatal myocardial infarction
| LEADER RO
EETID  svvecy
CEED s
18114731 (4%)
GEEIIEHED 234549 (5%)
371591 (2%)
GO oy
Subtowl (¥ = 16.2% P = 0.306)

Fatal or non-fatal stroke
EEEED 17Aes (%)
EE0TTD viveew)
GO 170
4TI (2%)
L REWIND LU TE ]
131591 (1%)
GO oen

Subtoal (¥ = 0.0%.P = 0.903)

Note: Veights are from random effects anaiysis

>
Placebo
n/N (%)
£9404£72 (13%)
14611649 (9%)
905/7396 (12%)
2814732 (3%)
66374952 (13%)
7611592 (5%)
12571359 (%)

27814672 (6%)
4611649 (3%)
38317396 (5%)
13074732 (3%)
34614952 (7%)
3071592 (2%)
5071359 (4%)

33974672 (7%)
£7/1649 (4%)
HUTINE (7%)
24074732 (5%)
23114352 (5%)
3571592 (2%)
5811359 (4%)

19974672 (4%)
4611643 (3%)
21817396 (3%)
10874732 (2%)
20514952 (4%)
1771592 (1%}
3171359 (2%)

Hazard ratio NNT

@5%Cy  (sncy [ value
- 0.57 (0.78-0.97) 0.01
— 3 074 (0.58-0.95) o016
- 031 (0.83-1.00) 0.061
—— 0.78 (0.66-0.50) 0.0006
-~ 0.58 (0.79-0.39) 0.026
—_ 079 (0.57-1.11) 047
g 0.73 (0.58-0.92) 0.0069
& 0.85 (0.80-0.90) &1 (44-32) <0.0001
_— 078 (0.66-0.93) 0.007
——— 038 (065-1.48) 092
—— 0.88 (0.76~1.02) 0.09
—_— 033 (0.73-1.1%) 058
— 0.31 (0.78-1.06) 021
—— 0.49 (0.27-0.92) 0021
g1 0.72 (0.50-1.03) 0.07
S 0.85 (0.78-0.93) 142 (37-305) 0.0005
——— 0.86 (0.73~1.00) 0046
081 (0.57-1.16) 026
- 0.7 (0.85-1.10) 0.2
—_— 0.75 (0.61-0.30) 0.003
— 0.96 (0.73-1.15) 043
—_— 104 (066168} 0.49
L 0.75 (0.54-1.05} 009
& 0.88 (0.81-0.36) 154 (37—463) 0.0048
it 0.86 (0.71-1.06) 0.6
045 (0.41—1.03) 0.06¢
—t 0.85 (0.70-1.03) 0.095
— - 0.86 (0.66—1.14) 0.30
—_—— 0.76 (0.62-0.54) 0010
0.76 (0.37-1.56) 043
S O 074 (047-1.17) 0139
Fa 0.381 (0.74-0.30) 171 (124-324) <0.000!
S E—
05 | 5

<
-

¥, Favours GLP-1RA

A

Favours Placebo %

@Eesc



6. THUOC UC CHE SGLT?2



T&i hap thu Glucose tai than & bénh BTD2

« Chét ddng van chuyén natri-glucose 2 (SGLT2) dong vai tro trong viéc

tai hap thu glucose than & ong than gan
- Viéc tai hap thu glucose than tang trong bénh DTD2

« O bénh dai thao dwdng typ 2, cac chat van chuyén glucose tang hon so

v&i nguwdi khde manh => lam tang kha nang tai hap thu glucose & than.

Wright EM, et al. J Intern Med. 2007;261:32-43.



Co ché than cua thubc e Ché SGLT2:
déc lap voi insulin nhw thé nao?

Cau than Ong lvon gan Ong lvgn xa Ona thu thap

Puong loc
qua nuéc tiéu

. [T

SGLT2 inhibitor

Pudng duwoc tai

\ hé_p thu

Quai Henle R
~70 g/ngay Tang duic‘)’ngxthai
twong rng voi ra nwoc tieu
280 kcal/ngay= -

— _
— g

R

alncreases urinary volume by only ~1 additional void/day (~375 mL/day) in a 12-week study of healthy subjects and patients with T2DM

44Wright EM. Am J Physiol Renal Physiol 2001;280:F10-8; Lee YJ, et al. Kidney Int Suppl 2007;106:S27-35;
Han S. Diabetes 2008;57:1723-9.



Céac co ché kiém soat dwdng huyét cii va méi trong
PbTb T214

Co ché phu thuéc insulin Co ché déc lap Insulin

Chit tc ché SGLT2

1 | Hoat déng Insulin

‘Thiazolidinediones & ”

Metformin

M6 m&, co va

2 | Tiétlnsulin  9an

*Sulphonylureas (\:/,_,/
*GLP-1R agonists*

Tuy
*DPP4 inhibitors* =
3 ‘Meglitinides A2 P
Thay the Insulin <

@sulin

> Thai trtr Glucose/ va nang lwon
Sw dung Glucose giweng

*In addition to increasing insulin secretion, which is the major mechanism of action, GLP-1 agonists and DPP4 inhibitors
also act to decrease glucagon secretion.

DDP4, dipeptidyl peptidase-4; GLP-1R, glucagon-like peptide-1 receptor; SGLT2, sodium-
glucose co-transporter-2.
1. Washburn WN. J Med Chem 2009;52:1785-94; 2. Bailey CJ. Curr Diab Rep 2009;9:360-7; 3.

Srinivasan BT, et al. Postgrad Med J 2008;84:524-31; 4. Rajesh R, et al. Int J Pharma Sci
Res 2010;1:139-47.



Loi ich 1am sang cla chat (rc ché SGLT2
trén bénh nhan BTD tuyp 2

Ha duong huyét 6n dinh

°*Giam ngd ddoc dudng

Loi niéu théam
thau

e Gidm cadn 6n dinh?

*Giam huyét ap° o *Gidm ti&c dung tdng can cua
cac thudc ha dudng huyéet

'Holman RR, et al. N Engl J Med 2008;359:1577-89; °Neumiller JJ. Drugs 2010;70:377-85; 3Lo MC, et al.
Nrm T Thoaw+ 201N TE~11KW 2aheaead AF ~+-a9n+ 1
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SGLT2i & Chirng cr trén bao vé tim mach
3 bién cé umE&WQﬁEE\@QE)OUtCOme (201

T vong c)) tim mach Phicabio

20+
Tir vong tim mach, NMCT, TBMN

= Placebo 8
P
ey g
g 157 g
3 Hazard ratio, 0.86 (95.02% Cl, 0.74-0.99) . 51 Hazard ratio, 0.62 (95% CI, 0.49-0.77) o
£ P=0.04 for superiority Empagliflozin P<0.001 Epagiiion
£ 10- 14% s
£
2
®
o

Patients with Event (%)
v
1

vl
1

Hiéu qua bao vé - Giam t& vong chung, t&r vong tim
mach/ nhap vién do suy tlm doéc lap voi KSbH

X
g 10 g 5
& Hazard ratio, 0.68 (95% Cl, 0.57-0.82) : o Hazard ratio, 0.65 (95% Cl, 0.50-0.85)
£ P<0.001 Empagliflozin = 41 p=0.002 Empagliflozi
3 3
3 g
g a
]__
0 "’" 0
n T T T T T T T 1 T T T T T T T 1
0 6 12 18 24 30 36 42 43 0 6 12 18 24 30 36 42 48
Month Month

Zinman B, et al. N Engl J Med, 2015,;373(22):2117-28.



Phong ngua va diéu tri suy tim cho bénh

nhan PTP tip 2

Khuyén céo Class Level
SAT2i (dapagliflozin, empagliflozin, or sotagliflozin) khuyén c4o str dung trén bénh nhan HFrEF va BTD tip 2 dé giam
nguy co’ nhap vién vi suy tim va tlr vong tim mach

Sacubitrilivalsartan hodc ACE-I khuyén céo str dung trén bénh nhan HFrEF va DTD tip 2 dé gidm nguy co nhap
vién vi suy tim va ttr vong

Chen beta khuyén céo st dung trén bénh nhan HFrEF va DTD dé giam nguy co' nhap vién vi suy tim va ttr vong

MRA duoc khuyén céo st dung trén bénh nhan HFrEF va BTD dé gidm nguy co nhap vién vi suy tim va ttr vong

Dapa-HF EMPEROR-Reduced SOLOIST-WHF
, . Total CV death, HHF, and urgent HF visit 4[)Time to cardiovascular death or HF hospitalization Total CV death, HHF, and urgent HF visit
1 100
2 HR (95% CI) 0.75 (0.65, 0.86) HR 0.67 (85% Cl 0.52-0.85)
HR 0.74 (0.65, 0.85) 2 p<0.0001 p=0.0009
0.00001 < . Placebo
g »{ P 30 4 80
< ] Placebo H
g 244 s g
4 Placebo T 2 60
g 2 ] e
i £ 204 e Sotaglifiozin
: 16 S Empaglifiozin 2 40
5, K] 2
z 12 Dapaglifiozin = :
3 e é 10 4 H
) 204
4
0 - v - T T T T \ 0 T T T T T T T T 1 0 T T T T T 1
o 3 6 s 2 8 W o 0 90 180 270 3680 450 540 630 720 810 0 3 6 9 2 15 18
Months from Randomizatio "
Mcmey 3ot L N Engl Med 2018, 8¢ 10.105GNE Moa 1911305 Days after randomization Months since randomization
Packer M, etal N Engl JMed 2020, doi 10.1086NE Moa2022190 Bhatt DL, et ol N Engl J Med 2020; doi 10.1058NE Moa2030183

www.escardio.org/quidelines

2023 ESC Guidelines for the management of cardiovascular disease in patients with diabetes
(European Heart Journal; 2023 —doi:10.1093/eurheartj/ehad192)


http://www.escardio.org/guidelines
http://www.escardio.org/guidelines

Phong ngita va diéu tri bénh than man cho

Khuyén cao

Uc ché SGT2 (canaglifiozin, empaglifiozin, or dapaglifiozin) khuyén céo st dung & bénh nhan
DTD tip 2 va c6 bénh than man v&i eGFR =20 mL/phat/1.73 m2 dé gidm nguy tim mach va

bénh than man

CREDENCE!

DKD; Giam 30%, NNT=21

A Primary Composite Outcome

3 0~
'; 07 Huzeed ratso, 0,70 (95% C), 0.59-0.82)
b > 7%
254 p-0.00001
ﬁ 80 20 Placebo
§ 20+ 15
w
g * 10+
2 SO~ 5. , Canagliflozin
240 ol ——
B - 0 6 2 18 24 X 2
<
-
£

No. at Risk

Placedo 2195 2178 2132 247 1725 11D 621
Cunaglificzin 2202 2181 2145 2081 1786 1211

bénh nhan PTP tip 2

DAPA-CKD?

DKD & CKD; Giam 39%, NNT=19

| A Primary Composite Outcome
““ Mazard ratio, 061 (95% C), 0.51-022)
204

1004 20 ®<to01
%04 .1 Patabo 1~
£ w0 [
P4
s ) 4 ‘
S wq ¥ e
v | o Dapagifio
_x o o S apagifior
¥ .o ‘ —
Z Dy T T d
3 Yo o 4 1 12 16 N M 13 3z
E 20
o] - _—
10 o pp——
) —r———— * . T N
0 4 8 12 16 20 24 28 3z
Maonths since Randomization
No. at Riak
Placebo 2152 1993 1906 1858 1791 1684 1232 M 2N

Dupsglifiopn 2157 20010 1955 1898 1841 1701 1288 33) 309

DKD & CKD; Giam 28%, NNT=27

Peccentape of Patients with Event

LA
/
/
;/
y,
//
N { Empagiiorin
>
Q 10 135 0 Placibo
0, 072 (9% <), 084087  _———
— — Empagifiozn
- ' A
0 1.5 20 25
Years of Follow-up
)29 124) labs
163 27 1533 624

www.escardio.org/quidelines

2023 ESC Guidelines for the management of cardiovascular disease in patients with diabetes
(European Heart Journal; 2023 —doi:10.1093/eurheartj/ehad192)

Class Level

EMPA-KIDNEY3



http://www.escardio.org/guidelines

SGLT2i: dwoec BYT Viéet Nam phé duyét cho 3 chi
dinh

Suy tim

Pai thao duond

PSTM giam - .ﬁ

4) DAPAHF D (- 'DAPACKD

' 4744BN DECLARE Y 4,304BN
17,160 BN

138 bn VN 282 bn VN

157 bn VN

Bao hiém y té chi Liéu don gian eGFR > 25 ml/phut
tra 10mg, ngay 1 lan Tiép tuc dén khi chay

thén,

cho ca 3 chi dinh thay thé than

Théng tu 20/2022/TT-BYT ban hanh ngay 31/12/2022 “Danh muc & ty 1&, diéu kién thanh todn dbi vdi thubc hda duoc,
sinh phdm, thubc phdng xa va chdt ddnh diu thubc pham vi duoc hudng cua ngudi tham gia bdo hiém y té



Hiéu qua ha PH cua céac thudc diéu tri DTD

Uc ché .
su  Metformin Glinide  ppp-Iv TzDs ~ Acarbose Insullfy r,innibitor

S

o\°

(

Giam HbA,,

2.5

3.0

Hiéu qua
don tri liéu

Nathan DM. N Engl J Med. 2007;356:437-40 and Nathan et al. Diabetes Care. 2009;32:193-203
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Xu hwéng thay doi cta cac khuyen céo dieu tri DTD:
Uu tien phong ngtra bien chirng Tim mach - Than & kiem
soat dworng huyeét

" Diabetes Care ™ Diabetes Care | Diabetes Care
‘ ’.ISWTEANDARDS OF | STANDARDS OF /. STANDARDS OF
MEDICAL CARE

'MEDICAL CARE MEDICAL CARE
IN DIABETES—2018 IN TES.

IN DIABETES ~2017

* Tranh ha glucose » Kiém soat da yéu té ngu « Kiém soat dwing huyét &
* Ngtra bién cé tim mach « Ngtra bién cé tim mach - than glam can

oAl | 2024 |

N \__/

2018 ottty =
» Kiém soat dudng huyét - Kiém soat dwdng huyét « Ngira bién ¢é tim mach - than
« Kiém soat dwéng huyét + Tranh ha glucose
y co

sses Diabetes Care

|



HINH 7 (9.3). CAC THUOC SU’ DUNG TRONG DTD TYP 2: TIEP CAN TONG QUAT

LOI SONG LANH MANH, CHUONG TRINH GIAD DUC VA HO TRO TU QUAN LY BENH BAI THAD DUONG (DSMES), CAC YEU TO XA HOI QUYET BINH BEN SUC KHOE (SDOH)|
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BANG 3. CAC YEU TO CAN CAN NHAC KHI LUA CHON THUOC
TRONG DIEU TRI BDTD TYP 2 O NGUOI1 TRUONG THANH
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Xin tran trong cdm on sy lang nghe
cua quy déng nghiép!



