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BO 8 co’ ché bénh sinh DTD tip 2 - Tiép can diéu tri

GLP-1a; AGls
Giam tac dung
Incretin
GLP-1a; TZDs, o p—
DPP-4i, SU Roi loan tiet Insulin S
GLP'1 a, U’c ché
DPP-4i kénh SGLT2
Tang tai hap thu
_ Glucose
Metformin, TZDs,
TZDs, GLP-1a Tang san xuat Giam thu nhan metformin
glucose tai gan :. - Glucose
Roi loan chirc nang
chat dan truyen TK AGI, alpha-glucosidase inhibitor; DPP4i, dipeptidyl
m— peptidase-4 inhibitor; GLP-1a, glucagon-like
%eFronzo RA. Diabetes. 2009;58(4):773-795; Tahrani AA, et al. Lancet. 2011:378:182-197. GLP-1a peptide-1 receptor agonist; TZD, thiazolidinedione.
e




Pai thdo duwdng tip 2: Bénh suy té bao Beta tién trién

ADA 2022: Type 2 diabetes (due to a progressive loss of adequate b-cell insulin
secretion frequently on the background of insulin resistance?)

Over-nutrition

Physical inactivity 10077
Obesity
Insulin resistance 80 DIAGNOSIS
l g 60 .,
Beta cells Excess workload Beta cells 1 o = ======== I-JE-I'IEI'E-EEG-fU-I'"I&IE
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Development LE’ T I
of diabetes & E 2071 I
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--.-05 g,’body M E —'H:I —B —E —4 —2 U 2 "1- E
~ Time (years)
Beta cell death HOMA, homeostasis model assessment
Adapted from Holman'

gl. Holman RR. Diabetes Res Clin Pravct 1998; 2. UKPDS Group. Diabetologia 1991; 34:877-90; 3. Diabetes Care 2022;45(Suppl. 1):517-538 40(Suppl 1):521-5 | https://doi.org/10.2337/dc22-5002




The durability of oral diabetic medications: Time to A1c baseline
and a review of common oral medications used by the primary
care provider

Projected Durability of Diabetic Medications

0 1 2 3 4 5 ¥rs 6 7 8 B 10
—g—Sulfa -—e— metformin -—e—TZD DPP4  —e—SGLT-2

g Endocrinol Diabetes Metab J. 2018;2(3)




Tiép can diéu tri hién tai theo tirng bwd'c

2020 (post-VERIFY)®

ASCVD, HF, CKD, weight loss, cost and minimising
hypoglycaemia considered in treatment decisions

- X 50

Initial combination therapy if HbA _is

>15% (17 mmol/mol) above target
IfHDA,_targetis not achieved after -3-6 months:
Add1of: Add1of: Add1of: Add1of: ASIO) TS, Kcept
Asfor SEE Asfor As for
it @ ° 2000, @ 2012.plus @ 2015, except o

plus *..providers should engage in

If HbA,_targetis not achieved after ~3-6 months: shared decision making
around Initial combination

Add: Add1of:'

Add1of: therapy in new-onsetcases

Asfor : '
=" 0 00000 - @  E A TEE:
‘ IfHbA,_target is not achieved after ~-3-6 months

Add1of:
STEP4 ot A
0 000-0 09100

More evidenceinthe use Availability of In early treatment decisions: More evidence inthe use
of new drugs, e.g. consider the presence of of newdrugs, e.g.
Key changes ASCVD, HF and CKD
versusthe @ @ @ New evidence of improved @ @
m'" 'm"n" ; CVoutcomes with:
New informati Shared decision making around
Msdmmd Initial combination therapy

Lifestyle Basal Mealtime Intensive Dipeptidyl peptidase-4 Glucagon-like peptide-1
changes insulin insulin insulin inhibitor receptor agonist
: Sodium-glucose e
Metf Sulfonylurea M ritl  Thiazolidinedione Not included
o o cotransporter-2 inhibitor ° LR @

Diabetes Ther (2020) 11:2465-2476




Piéu tri phdi hop s@m so sanh v&i diéu tri tudn tw cua thudc ha
dwong huyét
 ADA/EASD Consensus report recommendation

Consensus recommendation

The stepwise addition of glucose-lowering medication is
generally preferred to initial combination therapy.

* However, since the absolute effectiveness of most oral medications rarely
exceeds an 11 mmol/mol (1%) reduction in HbA, initial combination
therapy may be considered in patients presenting with HbA,_ levels more

than 17 mmol/mol (1.5%) above their target.

L )
8 Davies MJ, et al. Diabetologia. 2018;61:2461-2498
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Phdi hop thudc sém giup kiém soat dwdng huyét hiéu qua

hon so v&i metformin don tri

B. Attainment of Alc Goal <7%

A. Change from Baseline in Alc (%)

Henry, 2012a (SGLT2)

Henry, 2012b (SGLT2)

Kadaglou, 2011 (TZD)

Olansky, 2011 (DPP4)

Pfutzner, 201 1a (DPP4)

Ffutzner, 201 1b (DFPP4)

Chen, 2010 (SU)

Bosi, 2009a (DFPP4)

Bosi, 2009b (DPP4)

Williams-Herman, 2009a (DFP4)

Williams-Herman, 2009b (DPP4)

Stewart, 2006 (TZD)

Herton, 2004 (Glinide) ——
Combined e
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Weighted Mean Difference -0.43 (95% Confidence Interval -0.56,-0.30)

C. Change from Baseline in Fasting Plasma Glucose (mg/dl)

Henry, 2012a(SGLT2) - '

Henry, 2012b (SGLT2) —-

Kadaglou, 2011 (TZD) P ——

Olansky, 2011 (DPP4) -

Piutzner, 201 1a (DPP4 n

Pfutzner, 2011b (DPP4) ]

Chen, 2010 (SU) :

Bosi, 20092 (DPP4) —-—

Bosi, 2009b (DPP4) -

Williams-Herman, 2009a (DPP4) =

Williams-Herman, 2009b (DPP4) —_—

Stewart, 2006 (TZD) —

Horton, 2004 (Glinide) —_—

Combined @

o 100 50 0 50 100

Weighted Mean Difference -14.30 (95% Confidence Interval -16.09,-12.51)

Diabetes Obes Metab. 2014;16(5):410-417

Henry, 2012a (SGLT2)

Henry, 2012b (SGLT2) | ——— &

Borges, 2011 (TZD)

Olansky, 2011 (DPP4) — -
Plutzner, 2011a (DPP4) B
Pfutzner, 2011b (DPP4) e
Bosi, 2009a (DPP4) e
Bosi, 2009b (DPP4) ——

Perez, 2009 (TZD) —
Rosenstock, 2006 (TZD) —B—

Horton, 2004 (Glinide) =

Garber, 2003 (SU) —i—

Garber, 2002a (SU)
Garber, 2002b (SU)
Combined

1

T
2

Relative Risk 1.40 (95% Confidence Interval 1.33,1.48)

D. Hypoglycaemia

Henry, 2012a (SGLT2)
Henry, 2012b (SGLT2)
Borges, 2011 (TZD)
Olansky, 2011 (DPP4)
Plutzner, 2011a (DPP4)
Piutzner, 2011b (DPP4

Basi, 2009a (DFPP4)

Bosi, 2009b (DFPP4)
Perez, 2009 (TZD)
Williams-Herman, 2008%a (DPP4)

Williarms-Herman, 2009b (DPP4)
Rosenstock, 2006 (TZD)
Stewart, 2006 (TZD)

Horton, 2004 (Glinide)

Garber, 2003 (SU)

Garber, 2002a (SU)

Garber, 2002b (SU)
Combined
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Relative Risk 1.56 (95% Confidence Interval 1.08,2.26)



HbA,;. 3 months after diagnosis predicts premature
mortality in patients with new onset type 2 diabetes

1.0 ~ HbA,, % at 3 months
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The Legacy Effect j_n Type 2 Neda Laiteerapong,” Sandra A. Ham,?

Yue Gao,! Howard H. Moj_"fet,3
Diabetes: Impact of Early Glycemic /e ¥ Liv” Ebert s Huang and
Control on Future Complications

(The Diabetes & Aging Study)

Microvascular events Macrovascular events Death
Early period and mean glycemic control nftotaln  Adjusted HR (95% CI)  Pvalue  nftotaln  Adjusted HR (95% Cl)  Pvalue  n/total n  Adjusted HR (95% CI) P value
(-1 year
HbA .
<6.5% (<48 mmol/mol) 864/14,080 Reference 3,668/13,455 Reference 744/14,286 Reference

6.5% to <7.0% (48 to <53 mmol/mol) ~ 372/5774 1204 (1063-1365) 0004 14975552 1188 (1116-1264) <00001 268/5877  1137(0.985-1313)  0.079
7.0% to <8.0% (53 to <64 mmol/mol) 3854656 1391 (1226-1578) <00001 12444501 1287 (1203-1377) <00001 2244730  1290(L104-1507)  0.001
8.0% to <9.0% (64 to <75 mmol/mol)  154/1,390 1603 (1340-1917) <0001  383/1351 1369 (1227-1527) <00001 68/1418 1262 (0.978-1628)  0.073

=9.0% (=75 mmol/mol) 232/1259 2213 (1892-2500) <0000 382/1220  1485(1329-165Q) <00001 66/1290  1320(1017-1713)  0.037
Missing 647/1047 135 (1218-1505) <00001 1899/6867 1112 (L0S0-1177) 00003 437/7136 1235 (L0%-13%4)  0.001
CONCLUSIONS

Among patients with newly diagnosed diabetes and 10 years of survival, HbAlc
levels > 6.5% for the 1st year after diagnosis were associated with worse outcomes.
Immediate, intensive treatment for newly diagnosed patients may be necessary to
avoid irremediable long-term risk for diabetic complications

and mortality.

8 Diabetes Care 2019;42:416—426 | https://doi.org_]/10.2337/dc17-1 144



We Can Change the Natural e s il s s
History of Type 2 Diabetes

Diabetes Care 2014,;37:2668-2676 | DOI: 10.2337/dc14-0817
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Tiép can diéu tri theo quan dié&m sinh bénh hoc PTD tip 2

B
. Obesity
_— ’ - A x
32 1004 ('_quc nang te bao beftfa _ Insulin resistance
~ tiép tuc giam theo th&i gian —
0 ~
© Beta cell workload?t /overwork
E v ¥ Oxidative stress
— @ + ER stress
Q 50' _ » Mitochondrial dysfunction
O Beta cell dysfunction + Amyloid toxicity
o * Inflammatory cytokines
'E; @ « Autophagy dysfunction
o * Glucolipotoxicity
Functional beta cell mass|
0.

_ "

NGT IFG T2DM TIDM Hyperglycemia

8 Endocrine, Metabolic & Immune Disorders - Drug Targets, 2019, 19, 121-127




2

Mot quan diém méi trong diéu tri DTD tip 2
twr “glucose-centric” sang “beta cell-centric”

Paradigm shift of Paradigm shift of
glycemic control pathogenesis of T2DM
Past | Balance between tight glycemic Insulin resistance vs. secretion
control and hypoglycemia
Current Achieve glycemic goal Importance of beta cell dysfunction
without hypoglycemia
Future Early achievement of near-normal glycemic control

aiming at beta cell preservation

-

Prevention of diabetic complications
Healthy longevity

Expert Opinion on Pharmacotherapy, 21:13, 1565-1578




Phoi hop metformin v&i DPP4i, SGLT2i, GLP-1A, cai

chirc nang té bao beta va giam DH hiéu qua

thién

?

Weight

vs. conventional
stepwise

Diabetes Obes Metab. 2021;23:3-17.

-0.55% to -0.80"

improves B-cell function’®

DPP4-i has neutral effect on CV outcome,
except there is possible risk of increased
HF risk with alogliptin and saxagliptin.

TZD may reduce stroke risk, yet may
increase risk of HF =

Combination class HbA1c reduction efficacy (%)* loss’ B-cell protection® CV protection® Side effects
DPP4-i + AGi vs. BL -062°2t0 -0.76% | Loss®™® | DPP4-i reduce B-cell apoptosis, | DPP4-i has neutral effect on CV outcome, | Gl side effects in combination
Vo AGi 0362 to —0,62%% promote B-cell proliferation and |  except there is possible risk of increased |  therapy®>**
improve p-cell function >~ HF risk with alogliptin and saxagliptin.
vs. DPP4-i -0.04% There is no evidence of AGi AGi has neutral effect on CV profile “*°
preserving B-cell function
SGLT2-i + DPP4-i vs. BL -108t0-124% | Loss® | Combination of SGLT2-i and DPPA4-i has neutral effect on CV outcome, | Mild adverse events in combination
vs. SGLT?- _035¢8 DPP4-i improves p-cell except there is possible risk of increased | therapy, similar safety profile to
function® HF risk with alogliptin and saxagliptin. individual drug®’
vs.DPP4 | -062 SGLT2-i reduced CV death, HF
hospitalization and total mortality
(secondary prevention) ***°
Metformin + TZD + DPP4-i | vs. BL -2.70% to -4.00° | Loss®® | Triple combination therapy with | Metformin has neutral effect on CV Hypoglycaemia (low) and peripheral
Gain”® metformin, DPP4-i and TZD outcome®* oedema in combination therapy 577°

2




Executive summary of the DAROC clinical
practice guidelines for diabetes care- 2018

Diabetes Association of the Republic of China (Taiwan)”*

mm

I\lunotherap\ Combination therapy
First-line therapy: Metformin* es lnsulln therapy Metformin* + es [nsulln therapy
Efficacy: high other anti-diabetic drugs

Hypo risk: low

Weight: loss

Side effects: GIl/Lactic acidosis
CV effects: beneficial

Add another anti-diabetic drug if the glycemic goal is not achieved
and evaluate cardiovascular and renal complications

ASCVD: lack of ASCVD: neutral ASCVD: beneficial ASCVD: neutral ASCVD: beneficial ASCVD: beneficial§ ASCVD: neutral
evidence HF: lack of evidence HF: increased risk HF: neutral} HF: beneficial HF: neutral HF: neutral
HF: lack of evidence DKD: lack of evidence DKD: lack of evidence DKD: beneficial in DKD: beneficial DKD: beneficiall DKD: neutral
DKD evidence: lack of Efficacy: intermediate Efficacy: high some DPP4i Efficacy: intermediate Efficacy: high Efficacy: high
evidence Weight: loss Weight: gain Efficacy: intermediate Weight: loss Weight: loss ‘Weight: gain
Efficacy: high Hypo risk: low Hypo risk: low Weight: neutral Hypo risk: low Hypo risk: low Hypo risk: yes
Weight: gain Side effects: GI Side effects: edema, HF, Hypo risk: low Side effects: DKA, UTI, Side effects: GI Side effects:
Hypo risk: yes fracture Side effects: rare GTI, fracture, hypoglycemia
Side effects: hypo amputation, dehydration

L 1 1 1 1 1

If the glycemic goal is not achieved

Add another anti-diabetic drug with different mechanism (Combination of SU and glinide or
combination of DPP4i and GLP1-RA is not recommended)

If the glycemic goal is not achieved

Lifestyle modifications and share decision making

https://doi.org/10.1016/j.ifma.2019.02.016 Consult an endocrinologist or give intensified injection therapy



https://doi.org/10.1016/j.jfma.2019.02.016

2019 Clinical Practice Guidelines for Type 2 Diabetes
Mellitus in Korea

Q000

Triple

As an initial therapy for newly diagnosed

patients with an HbA1lc <7.5%, metformin
_@ must first be considered as first-line

oral therapy but other drugs can be
considered based on patient status

If the initial HbAlc level of a patient is
>7.5% or the HbAlc target is not

Lol : [ L]
@@ achieved within three months of

initiating monotherapy, dual
combination therapy can be considered.

efit I D I ¥f glycemic target is not achieved within 3 months, add drug:
Hypoglycemia risk [ NNEEEN I B  Vono - Dual - Triple therapy

Body weight?

g Diabetes Metab J 2019;43:398-406
L]




ADA/EASD 2023: danh gia, thay doi diéu tri sau 3-6 thang tranh tri tré
USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

HEALTHY LIFESTYLE BEHAVIOURS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH)

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (In addition to comprehensive CV risk management)*

+ASCVD!

Defined differently across
CVOTs but all included
individuals with established
CVD (e.g. MI, stroke, any
revascularisation procedure).
Variably included: conditions
such as transient ischaemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

+Indicators of high risk

While definitions vary, most
comprise = 35 years of age
with two or more additional
risk factors (including obesity,
hypertension, smoking
dyslipidaemia or albuminuria)

+ASCVD/Indicators of High Risk

GLP-1 RA" with proven
CVD benefit

SGLT2i% with proven
CVD benefit

If HbA,_ above target

+ For patients on a GLP-1 RA consider adding SGLTZi with

proven CVD benefit or vice versa

= TIDA

+HF

Current or prior
symptoms
of HF with
documented
HFrEF or HFpEF

SGLT2i®
with proven
HF benefit
in this
population

v

+CKD

@GFR < 60 ml/min per 1.73 m? OR
albuminuria (ACR = 3.0 mg/mmol
(30mg/g)). These measurements
may vary over time; thus, a repeat
measure is required to document CKD.

+CKD (on maximally tolerated dose
of ACEi/ARB)

PREFERABLY

SGLT2i% with primary evidence of
reducing CKD progression
Use SGLT2i in people with an eGFR = 20 ml/

min per 1.73 m?; ance initiated should be
continued until dialysis or transplantation

______ UR - e = = -
GLP-1 RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

Goal: Achievement and Maintenance of Glycaemic and Weight Management Goals

Glycaemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals

Consider avoidance of hypoglycaemia a
priority in high-risk individuals

Achievement and Maintenance of
Weight Management Goals:

[ Set individualised weight management goals

If HbA, above target, for patients
on SG6LT2i, consider incorporating a
GLP-1 RA or vice versa

In general, higher efficacy approaches
have greater likelihood of achieving

General lifestyle advice: Intensive evidence-
medical nutrition based structured
therapy/eating patterns/ weight management
physical activity programme
Consider medication Consider metabolic
for weight loss surgery

If additional cardiorenal risk reduction or glycaemic lowering needed

* In people with HF, CKD, established CVD or multiple risk factors for VD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin;t A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; * Low-dose TZD may be batter tolerated and similarly effective; § Far SGLT2i, CV/
renal outcomes trials demanstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF and renal outcomes in individuals with T2D with established/high risk of CVD;

# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke and renal endpoints in individuals with T2D with established/high risk of CVD.

https://doi.org/10.2337/dci22-0034

glycaemic goals When choosing glucose-lowering therapies:
Efficacy for glucose lowering Consider regimen with high-to-very-high dual
Very High: glucose and weight efficacy
Dulaglutide (high dose),
Semaglutide, Tirzepatide |
Insulin Efficacy for weight loss
Combination Oral, Combination Very High:
Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide
High: High:
GLP-1 RA (not listed above), Metformin, Dulaglutide, Liraglutide
SG6LT2i, Sulfonylurea, TZD Intermediate:
Intermediate: GLP-1RA (not listed above), SGLT2i
DPP-4i Neutral:
l DPP-4i, Metformin
If HbA, above target
Identify barriers to goals:

« Consider DSMES referral to support self-efficacy in achievement of goals
« Consider technology (e.g. diagnostic CGM) to identify therapeutic gaps and tailor therapy

» |dentify and address SDOH that impact on achievement of goals




Ly do phoi ho'p thudc s&m trong diéu tri cho
bn DTD tip 2

- DTD tip 2 la bénh ly tién trién
« Loi ich cua liéu phap phoi hop ngay tlr dau:
1. Gidm HbA1c tot hon, gitp ngwdi bénh dat muc tiéu dwdng huyét dé
dang hon, bén virng hon
2. Giup nguwdi bénh cé thdi gian dwdng huyét dwoc kiém soat dat muc
tiéu kéo dai hon, chirc nang té bao beta dwoc bao ton tot hon

3. Giam su tri tré diéu trj tich cwc cho ngwdi bénh

L ]
8 Cahn A, et al. Diabetes Care.2016;39(Suppl.2):5137-5145
L J
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Nghién ctru VERIFY

* Vildagliptin Efficacy in combination with metfoRmlIn For earlY treatment of type 2 diabetes

Hiéu lwc cua vildagliptin phdi hop v&i metformin trong diéu tri s&m bénh dai thao dwdng type 2

Giai doan 1 g Giai doan 2 _ Giai doan 3
Metformin Ién dén 1000 mg Metformin Ién dén 1000 mg ‘
x 2 [an/ngay + vildagliptin x 2 [an/ngay + vildagliptin Insulin nén
Bit d4u S00mg  1000mg 1500mg | _ 50 mg x 2 [an/ngay 50 mg x 2 lan/ngay
nghién cttu moingay moingay moingay -GE) v v
+ | | v | \ | v @ HbA,, = 53 mmol/mol (7,0%) Theo quyét dinh cla
. ' N ' ' = 2 [an, cach nhau 13 tuan nghién ctru vién
. . = J J
2 tuan tham kham 3 tuan chudn bj v6i 2 4 4
sang loc metformin S | Metformin Ién dén 1000 mg Metformin [&n dén 1000 mg ‘
= x 2 [an/ngay + gia dugc x 2 lan/ngay + vildagliptin Insulin nén
s . _ X 2 1an/nga 50 mg x 2 Ian/nga
Liéu hang ngay Metformin e ’ o

Trung binh 1597.3 £ 396.5 mg
1000 mg, n (%) 520 (26.3)
1500 mg, n (%) 678 (33.9)
2000 mg, n (%) 796 (39.8)

2

Matthews DR et al. Lancet. 2019. doi.org/10.1016/50140-6736(19)32131-2

Tiép tuc chinh liéu t6i wu  Thoi gian dén khi that bai
metformin trong 4 tuan
dau sau phan nhém

7

?

diéu tri ban dau dieu tri |

V

?

Thoi gian dén khi that bai

an thit hai




NC VERIFY: TY LE KIEM SOAT A1c < 7% KHAC BIET GIT’A e
2 NHOM DPIEU TRI

B Early combination

Initial monotherapy

100 - HbAlc <7.0%
90
— 80 -
§
9 70 A
o
‘= 60 -
©
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o
o 20 -
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Month BL 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
\ J\ J\ J\ J\ J
[ [ Y Y f
Year 1 Year 2 Year 3 Year 4 Year 5

Consistently lower HbA1lc observed over time with early combination therapy compared with the monotherapy throughout the

— study duration
g Matthews DR et al. Lancet. 2019;394:1519-29.
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Phoi ho'p s&¢m Metformin va Vildagliptin lam giam nguy co’
that bai diéu tri

P 100 4 — Phoi hogp sé&m metformin + vildagliptin
Tth’I g_lan ] — 90 4 — Khaidau don tri metformin + gia dugc
that bai khi = a0
dieu trl o :df-: 70 614 Nnhriz: Eir:]h
giai dOan 1 :Eu 60 - Bon tri liéu (62.1%) dwoc huéng
- s ! 3dthéng w0 : | loi lau dai
HbA1c = 53 mmol/mol (7,0%) S e i 429
& hai lan kham lién tiép theo = 40 - P& oD ¢ (43.6%)
lich trinh, cach nhau 13 tuan :;:% 30 4 6;).|9 %‘;r‘:’gm '
: 20 - 2 nam Phoi hop sém g,iup
S. 10 gia tang dépg ké
@ i HR 0,51 (Cl %5% 0,45-0,58); p<0,0007; tho" gian k"fmfoat
0 T I T T T *I T T T I* dw0’ng huyet tot

0 6 12 18 24 30 36 42 48 54 60

S nguy co Thoi gian (thang)

Metformin + vildagliptin 983 960 862 815 752 671 597 551 509 478 187
Metformin + gia dugc 989 937 733 661 576 503 434 377 337 299 108

L )
f Matthews DR, et al. Lancet 2019; 394 (10208):1519-29
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Phoi ho'p s&ém Metformin va Vildagliptin lam giam nguy co’
that bai diéu tri

Thoi gian 100 47 — Phoi hgp sém metformin + vildagliptin
X . . 90 4 — Khai dau don tri metformin + gia duoc
th?’i‘: bal'k°hl 801 a2 nhém déu dung Metformin + Vildagliptin A .
dieu tri & 20 - g glip phdi hop s&m

sé lam giam ty
] HR 0,74 (Cl 95% 0,63-0,86); p<0,0001 I that bai khi
20  x SO
tiép tuc diéu tri
26 %

giai doan 2

HbA1c = 53 mmol/mol (7,0%)
& hai lan kham lién tiép theo
lich trinh, cach nhau 13 tuan

Bénh nhan that bai diéu tri (%)

0 6 12 18 24 30 36 42 48 54 60
Thoi gian (thang)

S0 nguy co
Metformin + vildagliptin 983 966 918 870 830 768 715 644 602 565 221
Metformin + gia dugc 989 968 897 821 761 698 643 575 531 490 179

g Matthews DR, et al. Lancet 2019; 394 (10208):1519-29




Time to initial treatment failure was comparable in
patients with young- and late-onset type 2 diabetes

ADA/EA SD 2023; 1007 —®— Early combination <40y Initial monotherapy <40y HR (95% ClI): 0.52 (0.36, 0.76); p=0.0006
Age_ Younger People With Diabetes 90 —>— Early combination >40y Initial monotherapy >40y HR (95% CI): 0.54 (0.48, 0.62); p=0.0001
80 -
Affected young people have a more
. . . . 70 -
rapid deterioration in blood glucose
60 41.9 months*

levels, an attenuated response to

Patients with an event (%)

: .. : 50 - )
diabetes medication, and more rapid 40- L scuso—d 61.9 months
development of diabetescomplications 20+
(269-273). https://doi.org/10.2337/dci22-0034 20
10 4
0 - e ywwr g
1 1 1 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60
Patients at risk Month
Early combination <40 93 92 74 66 60 49 39 33 31 30 15
Initial monotherapy <40 90 85 54 44 42 31 26 21 21 18 9
Early combination >40 890 868 788 749 692 622 558 518 478 448 172
Initial monotherapy >40 899 852 679 617 534 472 408 356 316 281 99

YOD: 50.5% patients had initial treatment failure with early combination vs. 73.3% with initial monotherapy
LOD: 42.9% had initial failure with combination therapy versus 61.0% with monotherapy

*median time to treatment failure.
Cl _caonfidence interval: HR _hazard ratio: L OD late-aonset diabetes: YOD _vouna-onset diabetes

— Chan J et al. Diabetes Obes Metab. 2021;23(1):245-51.
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Risk of second treatment failure with early combinationwas=r v
lower in patients with young- and late-onset type 2 diabetes’

100 —* Early combination <40y Initial monotherapy <40 KR (95% CI): 0.52 (0.34, 0.81); p=0.0035

—~ 901 — Early combination >40-y+— Initial monotherapy >40 KR (95% CI): 0.76 (0.65, 0.89); p=0.0009

o

— 80T

S -

3 70

% 60

= 507

=

2 407

%) 4

‘lg 30

:g 20 T o

o 101 e ik S AT

0 e e et ':ﬁ‘f-"‘_
I I I I I I I I I I I
0 6 12 18 24 30 36 42 48 54 60

Patients at risk Month
Early combination <40 93 93 81 75 68 58 51 41 36 35 18
Initial monotherapy <40 90 89 79 66 57 44 40 33 32 27 15

Early combination >40 890 873 837 795 762 710 664 603 566 530 203
Initial monotherapy >40 899 879 818 755 704 654 603 542 499 463 164

The risk for time to second treatment failure was reduced by 48% in the YOD group vs. 24% in LOD group

onfidence interval; HR, hazard ratio; LOD, late-onset diabetes; YOD, young-onset diabetes.
n J et al. Diabetes Obes Metab. 2021;23(1):245-51.
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VERFY
Time to first adjudicated macro-vascular event

Hazard ratio (95% CI): 0-71 (042,1-19); Inital monotherapy Raeall

3, p=019) et
] T |
£
% et OO
= 7
L]
5 Early combination
3
£ 1.
3
:
n CRTEYETET

0| 000000600¢

[ ]
g Matthews DR, et al. Lancet 2019; 394 (10208):1519-29




D{r lieu an toan

Dir lidu an toan Phéi hop sé&m DPon tri liéu

' N=998, n (%) N=1001, n (%)
Bé&nh nhan cé it nhat 1 bién cb 833 (83.5) 833 (83.2)
Bién cb nang 166 (16.6) 183 (18.3)
Bién cb lién quan dén thudc 159 (15.9) 143 (14.3)
Tac phu dung nghiém trong 105 (10.5) 106 (10.6)
Tac dung phu dan dén ngwng thuoc 41 (4.1) 53 (5.3)
To vong 13 (1.3) 9(0.9)
Bién c6 ha dwérng huyét 13 (1.3) 9(0.9)

g Matthews DR et al. Lancet. 2019. doi.org/10.1016/S0140-6736(19)32131-2



Phoi hop sém dwoc ADA 2023
khuyén cdo v&i mirc cao nhat (A)

Diabetes

9.6 Early combination therapy can be considered Cal‘e

in some patients at treatment initiation to extend
the time to treatment failure. A

Standards of Care
in Diabetes 2023

“The results (VERIFY) have not been generalized to oral
agents other than vildagliptin”

e A—Clear evidence from well-conducted, generaliz-
able randomized controlled trials that are ade-
quately powered

e B—Supportive evidence from well-conducted cohort
studies

e C—Supportive evidence from poorly controlled or
uncontrolled studies

e E—Expert consensus or clinical experience

Dl




NC VERIFY va chirc nang té bao B



VERFY
NC VERIFY : danh gia chirc nang tb B luc déivasauan «

Fasting subset' Meal-test subset?
Early combination (n=747) Early combination (n=228)

Age,years 545 (9.51) 55.1 (9.55)
T2DM duration, 6.3 (7.06) 7.5 (7.52)

months

BMI, kg/m? 31.0 (4.77) 31.7 (4.67)
Gender, women ‘ 54.9% 55.7%
 HbAlc, % 6.7 (0.44) 6.7 (0.45)

Overall, the patients in the fasting as well as in meal-subset presented similar baseline characteristics in the early
combination and initial monotherapy group

Data are presented as mean (SD) unless otherwise specified. BMI, body mass index; HbA1c, glycated haemoglobin; SD, standard deviation;
T2DM, type 2 diabetes mellitus. 1. Paldanius PM et al. Poster presented at the European Association for the Study of Diabetes 2020 (PP609);
2. Paldanius PM et al. Poster presented at the American Diabetes Association 2021 (669-P).
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Phoi ho'p thudc sdm cai thién chirc nang tb B lucdéi o

Baseline, mean (SE)  120.11 (3.49)  114.11 (3.20) | 120.42 (3.42) 11212(2.92) |  120.25(3.40) 112.16 (2.91)

n 747 676 | 783 787 ; 787 789

35 1 ! A 1 ! : A . ! ' A '
m 19.23 (95% ClI: 8.42, 30.03; | 9.83(95% CI: —0.61, 20.26; | 13.05 (95% Cl: —2.06, 28.16;
< 207 P<0.001) | P=0.065) | P=0.090)
S 251
XL
£ 201
(]
D 15 -
c
P
o 10 N H 1
c | i

| | | 8.02

g ° } e e

° | i i

| 0.84
] ~2.02 | .
- | End of period 2 | End of study

End of period 1

B Early combination Initial monotherapy

The mean (SD) change in HOMA-B from baseline to initial treatment failure was 17.21 (9.04) in the early combination group (baseline
120.1 [3.49]) and —-2.02 (9.02) in the initial monotherapy group (baseline 114.1 [3.20]). The difference in adjusted mean change between
the groups was 19.23 (95% CI: 8.42, 30.03; p<0.001)

The change in HOMA-B values were consistent with greater reductions in HbA1c in the early combination compared with initial
monotherapy group

n, number of patients with observations at both baseline and endpoint. A, between-group difference; Cl, confidence interval;
HOMA-B, homeostasis model assessment for 3-cell; SE, standard error.
Paldanius PM et al. Poster presented at the European Association for the Study of Diabetes 2020 (PP609).
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Phoi ho'p thudc sdm cai thién chirc ndngtb Bsauan o

Baseline, mean (SE)  29.03 (0.87)  27.12(0.83) | 29.03(0.87) 26.99(0.83) | 29.03(0.87)  26.99(0.83)
202 i '

n 203 . 203 204 203 204
0 : :
; ;
o 1 | |
= : :
<o 2 | |
S : :
$2 3 -3.67 | -3.65 | ~3.60
S ©° i |
£ -4 \ i J i \
o | |
-5 I A ) i I A ) i \ A )
6 2.69 (95% CI: 1.08, 4.30; 1.55 (95% CI: -0.27, 3.37; 1.34 (95% CI: -0.56, 3.23;
p=0.001) p=0.095) p=0.166)
End of period 1 5 End of period 2 i End of study
B Early combination Initial monotherapy

At initial treatment failure, adjusted mean [SE] change in AUC of ISR/G was less with early combination (-0.98 [1.1]) vs. initial
monotherapy (-3.67 [1.08]), showing a significant difference between treatment groups (A: 2.69, 95% Cl: 1.08, 4.30; p=0.001)

The reduction in ISR/G at the end of period 2 and at the end of study was also numerically less in the early combination group,
although not statistically significant

A, between group difference; AUC, area under the curve; Cl, confidence interval; G, glucose; ISR, insulin secretion rate; SE, standard error. 33
Palddnius PM et al. Poster presented at the American Diabetes Association 2021 (669-P).



Panh gia anh hwong tac dong lén loi ich xa hdi cua
nhém diéu tri tich cwc sdm trén BN DTD typ 2
tai Mexico




Do lwrong tac dong vé sirc khoe va kinh té xa hoi cta ..
liéu phap diéu tri phoi ho'p s&ém & Mexico
Ton that kinh té dang ké lién quan t&i tiéu dwdng va cac bién chirng dbi véi bénh nhan, gia dinh va hé théng

cham soc sy khée thong qua chi phi tre tiép (chi phiy té tryc tiép va gian tiép) va chi phi gian tiép (ton that
V€ nang suat)

I Bénh DTD tao ra ganh nang it nhat USD 966 ti dollars chi phi y t& — 9% téng chi tiéu & ngwi trwdng thanh'

VERIFY cung cap bang chirng thuyét phuc nhéat

‘p duoc tich Iy trong hon 5 ndm dé huéng dan téi wu
héa diéu tri TD2M, chi*ng minh tiém nang cua liéu
phap phdi hop sé&m vaéi vildagliptin-metformin so véi
metformin don doc3

Cac nghién ctru ngan han gan day nhan manh vé tam
quan trong cua viéc kiém soat dwérng huyét sém trong
nam dau tién chan doan, vi giup cai thién dwéng huyét
lau dai va giam nguy co bién chirng?

GMA, Global Health/Access and WifOR institute da hop tac dé l1am ndi bat nhirng tac déng lau dai

cua diéu tri phdi hop s&m doi voi stre khde (i.e, cac bién chirng) va tac dong xa hdi lién quan.

e T2DM, type 2 diabetes mellitus.
1. International Diabetes Federation. IDF Diabetes Atlas, 10th edn. Brussels, Belgium: International Diabetes Federation, 2021;




Thiet ké nghién ciru danh gia kinh te y te o
» Dan s6 muc tiéu: Bénh nhan c6 TD2M & Mexico, da dwoc chan doan, hién tai dang diéu tri va do tudi tir 20-70
tuoi.

» Muyc tiéu: So sanh thoi gian dan toi that bai diéu tri lan 1 va lan 2 gitra diéu tri bang phdi hop sém va cach tiép
can diéu tri tirng bworc.

« Phan tich dir liéu: M& hinh Markov-Model, xac suat chuyén déi dwoc 14y tr phan tich ti 1& sbng sét dwa trén data
VERIFY.

« Bién chirng lién quan: D6t quy, MI, HF, than kinh, than. Xac suét sy kién dwoc Iéy tr data VERIFY va tai liéu.

« Suy giam nang suat va hoat déng: Event-specific ti 1& quay tr® lai lam viéc, vdng mat, hién dién va han ché hoat
dong, tr nguodn tai liéu thr cap.

- Tién té: Lwong trung binh theo gi® theo PPP (USD 7.85) cho cac hoat ddng dwoc trd lwong va lwong téi thiéu
trung binh theo PPP cho cac hoat dong khong duwgc tra lwong (USD 1.24)

» Khoang thi gian: 10 nam (chu ki 6 thang)

Dl

HF, heart failure; MI, myocardial infarction; PPP, purchasing power parity; T2DM, type 2 diabetes mellitus
- - | - _ ~f nrint) 36




Diéu tri phoi hg'p sém trén TD2M dwoc wdc tinh c6 tac dong .
dang ké dén x3 hdi Mexico

« M6t doan hé gia dinh gdbm 505.798 BN dwoc diéu tri bang thubc diéu tri DTD phdi hop sém, 55% la nir va 45% la
nam.

« Do bénh tién trién cham, 13,208 bién cb6 c6 thé tranh dwoc bang diéu tri phdi hop sém trong 10 nam.
« Viéc tranh céac bién ¢ dwoc chuyén thanh 12,737,851 sé6 gio dwoc tra lwong va khong dwoe tra lwong bi mat.

« Bénh nhan nir chiém 7,458,639 gi® tranh bj mat, 73% do suy giam hoat déng twong dwong véi hoat dong
khéng dwegrc tra lwong.

« Bénh nhan nam chiém 5,279,211 gi® tranh bi mat, 67% do suy giam hoat déng twong dwong gi® dwoc tra
lwong.

« Tac ddng xa hoi cta viéc diéu tri phdi hop sém vé mét tranh ton thét’néng suat va hoat dong lén t&i ~53 triéu
do trong 10 nam, 83% tac dong la do tranh dworc ton that nang suat.

L )
g T2DM, type 2 diabetes mellitus.

—hHpS: e 37
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NOI DUNG

o= Cos6lyluin caa phoi hgp thudc som trén
BN DTD tip 2

02. Cap nhitnhitng diéem méi tit NC VERIFY

03 Ca lam sang tren BN DTD tip 2 moi dwoc
' chan doan



Ca lam sang

Bé&nh nhan nam 50 tudi, nghé nghiép: hwu tri

* Glucose: 8.6 mmol/l
 T/str: gia dinh, ca nhan : binh thuwdng . HbA1c 7.8 %
\ 5 e Creatinin 86umol/l
. PTD tip 2: phat hién 1an dAu Hmert
« eGFR 83 ml/phut/1.73 m2da
« BMI: 22.6  AST 62 U/L
, « ALT 38 U/L
« Chwa phat hién bién chirng mach mau nho, Io6n . ggT 92 U/L
iEm ma dé - TG: 2.1 mmoll/l;
« SAOB: Gan nhiém m& dé 1 G mmo
e TC: 4.0 mmol/l;
Vildagliptin & Metformin 50mg/850mg: 2v/ngay  * LDL-C: 2.2 mmol/l),

sang - chiéu sau an

2 _




Ca lam sang

HBA1C (%)

e Series 1

Bénh nhan khdéng cé con ha duwdng huyét trén 1dm sang, cdn ning khdng thay doi duy tri

2



Home message

« Phdi hop thudc s&m v&i co ché hiép dong & bn BTD tip 2 m&i mac trong
diéu tri nén dwoc can nhac giup kiém soat BPH dat muc tiéu s&m, cai thién

chirc nang té bao, kéo dai thoi gian that bai trong diéu tri giup ngan ngtra

bién chirng & nguwdi bénh BTD tip 2




NEW MINDSE
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Xin trén trong cam on sy lang nghe cua
quy thay co va dong nghiép!
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