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NOi dung

1. Tién bd cla thubc diéu trj dai thao duong
2. Cac GLP-1 RA hién nay, tac dung
3. GLP-1 RA vai tro bao vé tim mach va than

4. Huwdng dan hién tai cia GLP-1 RA
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CAC GLP-1 RA HIEN NAY PU'QC CHAP NHAN BO1 FDA
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GLP-1 tac ddng lén nhiéu co quan dich khac nhau
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Adapted from Baggio & Drucker. Gastroenterol 2007;132;2131-57




Lo'i ich cia GLP-1 RA qua cac nghién ctru



CVOTs in diabetes: GLP1-RA
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GLP-1RA CVOTs. Patient population

REWIND!? ELIXA2 EXSCEL3 SUSTAIN 64 LEADERS HARMONY®
(N=9901) (N=6068) (N=14,752) (N=3297) (N=9340) (N=9463)
Drug tested Dulaglutide Lixisenatide Exenatide Semaglutide Liraglutide Albiglutide
—— 1.5mg 20 pg* 2.0 mg 0.50r1 mg 1.20r1.8mg 30 mg*
g /week /day /week /week /day Jweek
Mean age,
years 66 60 63 65 64 64
Gender, %
Saninba 46 31 38 39 36 30
Diabetes 10.0 9.3 12 13.9 12.8 14

duration, years

[PriorCVD, % ] [ 31 ] [ 100 ] [ 73 59 72 ] [100 ]

Mean BMI,
kg/m?2

32 30 32 33 33 32

Mean HbA,,, % 7.3 7.7 8.0 8.7 8.7 8.7




GIAM TU’ VONG TIM MACH TRONG NGHIEN CU’'U LEADER
Liraglutide: LEADER results
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Albiglutide was withdrawn from the worldwide market in July 2018

Phan tich gop cac CVOTs cuia GLP-1 RA
Nh6i mau co tim c6 hay khong gay tir vong

HR

GLP-1 RAn/N (%) Placebo n/N (%) (95% CI) p value
ELIXA 270/3034 (9) 261/3034 (9) —'ﬂ— 1.03 (0.87; 1.22) 0-71
i
LEADER 292/4668 (6) 339/4672 (7) —o—«l 0.86 (0.73; 1.00) 0-046
a
SUSTAIN 6 54/1648 (3) 67/1649 (4) — e 0.81 (0.57; 1.16) 0-26
i
EXSCEL 483/7356 (7) 493/7396 (7) e 0.97 (0.85; 1.10) 0-62
]
Harmony i : .
Outcomes 181/4731 (4) 240/4732 (5) —— : 0.75 (0.61; 0.90) 0-003
REWIND 223/4949 (5) 231/4952 (5) .5' 0.96 (0.79; 1.15) 0-63
E]
PIONEER 6 37/1591 (2) 31/1592 (2) ' - 1.18 (0.73; 1.90) 0-49
Overall :
(12=27.4%, 1540/27 977 (6) 1666/28 027 (6) .} 0.91 (0.84; 1.00) 0.043
p=0-219) !
F]
0.125 0.25 B:5 1 2

< »
< >

Favours GLP-1 receptor agonist Favours Placebo

CI, confidence interval; CVOTs, cardiovascular outcome trials; GLP-1 RA, glucagon-like peptide-1 receptor agonist; HR, hazard ratio
Kristensen SL et al. Lancet Diabetes Endocrinol 2019;7:776-785



GIAM TU VONG DO DOT QUY TRONG NGHIEN CU’U SEMAGLUTIDE
Semaglutide: SUSTAIN-6 results
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Marso et al. New EnglJ Med 2016;375:1834-44.



GLP-1RAs duwoc chirng minh lgi ich ro voi dot quy
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Michael A, Daniel R, et al: GLP-1 receptor agonists in the treatment of type 2 diabetes e state-of-the-art. Molecular Mechanism review 2020. Accepted
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GLP-1 RA va tiém ning bao vé than QUA PHAN TiCH TONG HOP

Composite kidney outcome including macroalbuminuria .
ELIXA 172/2639 (6%) 203/2647 (6%) — 0-84 (0-68-1-02) 0-083
LEADER 268/4668 (6%) 337/4672 (7%) —_— 0-78 (0-67-0-92) 0-003
SUSTAIN-6 62/1648 (4%) 100/1649 (6%) @ : 0-64 (0-46-0-88) 0-006
EXSCEL 366/6256 (6%) 4076222 (7%) . 0-88 (0-76-1-01) 0-065
REWIND 848/4949 (17%) 970/4952 (20%) —— 0-85 (0-77-0-93) 0-0004
Overall 1716/20160 (9%)  2017/20142 (10%) <> 0-83(0-78-0-89) 62 (48 to 96) <0-0001
(*=0-0%, p=0-413) . ]
Worsening of kidney function
ELIXA 35/3032 (1%) 41/3031 (1%) : * 116 (0.74-1-83) 051
LEADER 87/4668 (2%) 97/4672 (2%) + 0-89 (0-67-1-19) 043
SUSTAIN-6 18/1648 (1%) 14/1649 (1%) - o p 128 (0-64-2-58) 0-48
EXSCEL 246/6456 (4%) 273/6458 (4%) | 0-88 (0-74-1-05) 016
REWIND 169/4943 (3%) 237/4952 (5%) —— 070 (0-57-0-85) 0-0004
Overall 555/20753 (3%) 662/20762 (3%) iy ! 0-87(0-73-1.03)  245(118 to-1064t) 0-098
(P=42-7%, p=0-137) | ; |
05 1 15
4“— —»

Favours GLP-1  Favours
receptor agonist placebo

Kristensen SL, Rerth R, Jhund PS, et al. Lancet Diabetes Endocrinol. 2019;7(10):776-785



Liraglutide vs insulin glargine and placebo in combination
with metformin and sulfonylurea therapy in type 2 diabetes
mellitus (LEAD-5 met+SU): a randomised controlled trial

D. Russell-Jones - A. Vaag - O. Schmitz - B. K. Sethi - N. Lalic -
S. Antic - M. Zdravkovic - G. M. Ravn - R. Simé -

on behalf of the Liraglutide Effect and Action

in Diabetes 5 (LEAD-5) met+SU Study Group

Muc dich: so sanh hiéu qua va d6 an toan cua liraglutide so vdi gia dwoc va insulin glargine két hop vdi
metformin va glimepiride.

Phuwong phap: 581 bénh nhan dai thao dwdng type 2, Bénh nhan dwoc chon ngau nhién (2: 1: 2) dung
liraglutide 1,8 mg mot [an mbi ngay (n = 232), liraglutide gia dwgc (n = 115) va insulin glargine (n = 234), tat ca
déu két hgp vdi metformin (1 g hai lan hang ngay) va glimepiride (4 mg x 1 [an / ngay)



LEAD-5: Thay d6i HbA,_va can nang theo mirc ban dau

Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4
Ban ddu (%) 85 84 88 85 83 86 85 87

Ban dau (%) 7.2 7.1 7979 85 86 9.5 9.4
N: 62 63 5569 50 45 60 50

N: 61 63 5569 49 44 59 49
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Russell-Jones et al. Diabetologia 2009



LEAD-5: Ti Ié dat muc tiéu HbA1C va ha PH nhe

Ti le ha dudong huyet nhe Ti 1é dat muc tiéu HbA1C
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Reduction from Baseline in A1C (%)

HIEU QUA GIAM HbA1c CUA CAC GLP1
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GLP-1 RECEPTOR AGONISTS FOR TYPE 2 DIABETES



HIEU QUA GIAM CAN NANG CUA CAC GLP-1 RA
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GLP-1 RA TRONG HU'O'NG DAN DIEU TRI



INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF'

+ASCVDAndicators
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FIRST-LINE Therapy is Metiormin and Comprehensive Lifestyle (including weight management and physical activity)
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1):S111-S124



GLP-1 RA la thudc
tiém dwoc wu tién
lra chon hon insulin
sau khi that bai
thudéc udng

Consider GLP-1 RA in most patients prior to insulin®
INITIATION: Initiate appropriate starting dose for agent selected (varies within class)
TITRATION: Titration to maintenance dose (varies within class)

If above A1C target
R 2

Add basal insulin®

Choice of basal insulin should be based on patient-specific considerations, including cost.
Refer to Table 9.3 for insulin cost information.

. 2

Add basal analog or bedtime NPH insulin

INITIATION: Start 10 IU a day OR 0.1-0.2 IU/kg a day
TITRATION:
= Set FPG target (see Section 6: Glycemic Targets)

= Choose evidence-based titration algorithm, e.g., increase 2 units every 3 days to
reach FPG target without hypoglycemia
= For hypoglycemia determine cause, if no clear reason lower dose by 10-20%

L 2

Assess adequacy of basal insulin dose

Consider clinical signals to evaluate for overbasalization and need to consider adjunctive
therapies (e.g., basal dose >0.5 IU/kg, elevated bedtime-morning and/or post-preprandial
differential, hypoglycemia [aware or unaware], high variability)

------------------------------

---------------

i Walready on GLP-1 RA orif GLP-1RA :
: notappropriate OR insulin preferred

.
---------------------- assssssrsasrsnsnssanne®

Pharmacologic
Approaches to
Glycemic
Management:
Standards of Medical
Care in Diabetes -
2021. Diabetes Care
2021;44(Suppl.
1):S111-S124



Tom lai

[ GLP-1 RA CO LOT iCH PA CHUNG MINH TRONG CAC NGHIEN cUU ]

(\/) Lgi ich bao vé tim mach va than vdi bang chirtng mInh
@ Hiéu qua giam HbA,, giam can nang to6t

0 Giam thiéu nguy cd ha dudng huyét



