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Disclaimer:

. Information provided in this educational presentation may contain recommendations
outside the approved labeling of the drugs under discussion. It is intended to provide
healthcare professional audience with pertinent scientific data to form your own conclusions
and make your own decisions. This information is not intended to be promoting or
recommending any indication, dosage or other claims not covered in the licensed prescribing

Information.

. Please refer to the VN MoH-approved prescribing information for these therapies for

a complete list of approved indications and dosing, contraindications and warnings.

. This presentation is financially supported by Boehringer Ingelheim
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1. MUC TIEU DIEU TRI DAl THAO BUONG & LOQ' ICH
CUA PHOI HOP THUOC SOM TRONG DIEU TRI
TANG CUONG



Khuyén céo diéu tri PTD — Thay déi theo th&i gian

Kiém soat dwong huyét tich cuwc

Kiém soat dworng huyét '
Khong tang can, ha dwdng huyet va tac dung phu

Song hanh 2 muc tiéu:
» Giam nguy co TM — Than
» Dat va duy tri KS BH — can nang

Diabetes Care 2023



Pai thao dudng tip 2 la bénh tién trién, bénh nhan thudng khong
duy tri dugc muc tiéu dudng huyét vai don tri lidu theo thaoi gian

UK Prospective Diabetes Study 34: median HbA1c over time by assigned treatment Adequately controlled on metformin
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Treatment intensification is therefore necessary in T2D

*Change in diet, then freatment with sulphonylureas, insulin and/or metformin if FPG >15 mmol/I; TADA clinical practice
recommendation; farget may be personalised

ADA, American Diabetes Association; FPG, fasting plasma glucose; HbAlc, glycated haemoglobin; T2D, type 2
diabetes

UKPDS Group. Lancet 1998:352:854. Malaysia Clinical Practice Guidelines for Management of T2DM 2021 (6 Editon), .
Ramlo-Halsted BA et al. Prim Care. 1999;26:771-789. Kahn SE. J Clin Endocrinol Metab. 2001;86:4047-4058.



Tuan tri kém la nguyén nhan quan trong giam hiéu qua
| KET QUA MO HINH THU'C TE
Pr.?%?éi? _Hin?jer Additional Baseline_
Conditions Drug Therapy Characteristics Adherence Real-World
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Abstract submitted to 76th ADA Scientific Sessions. June 10-14, 2016. the real world



Phoi hop sé&m cho phép kiém soat dwérng huyét cha dong

« Twong tw can thiép tiép ndi, tuy nhién mbi bwdc diéu tri dwoc thwe hién sém hon nham cung cép loi ich kiém soéat
dwdng huyét tét hon va nhanh chéng hon

Anuéngva  OAD OAD OAD  OAD +insulin  OAD + insulin
tap luyén Dontriliéu tangdanliéu Phéihop nén tiém da liéu moi ngay
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6;/ === €U phap diéu tri ti€p noi = |jéu phdp phdi hop sédm
4 >
Chan dodan +5 nadm +10 nam +15 nam
HbA1lc, haemoglobin glycate héa; OAD, thuéc vién kiém soat dwerng huyét Th‘0’| g I an méc bTD

Phéng theo: Campbell IW. Br J Cardiol 2000;7:625 and Del Prato S et al. Int J Clin Pract 2005;59:1345
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ADA Standards of Medical Care in Diabetes - 2023

Diabetes

“Glycaemic treatment targets should be individualised”

Supplement

Standards of Care

in Diabetes—2023 Initial combination therapy

should be considered in patients
presenting with A1C levels

1.5—-2.0% above target

Diabetes Care January 2023 volume 46, supplement 1



ADA/EASD Consensus 2023: use of glucose — lowering medications
in the management of T2D

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

lGoal: Cardiorenal Risk Redwction in High-Risk Patients with Type 2 Diabetes (In addition te comprehensive CV risk management]*

+ASCVD* +Indicators of high risk +HF +CKD Glycaemic Management: Choose Achievement and Maintenance of
Defined differenily across Whilke definitions vary, most Current or prior eGP = 60 mi/min per 1.73 m* OR approaches that provide the Weight Management Goals:
CVOTs but all included comprise = 55 years of age symploms albuminuria (AR = 3.0 mgimmaol efficacy to achieve goals: [ f
individuals with established with tw or more additional of HF with (30mg/g)). These measurements Metformin OR Agentis) incliding [ S indebdclload wight managmment goaks ]
CVD {2, M, stroke, any risk factors (inchuding abesity. decumented may wary over time: thus, a repeat COMBINATION therapy that provide I B 1
revascularisation procedure). hypertension, smoking WFrEF ar HFpEF measare is required to document CKD. ad . General lfestyle advice: Intensive evidence-
o . e e equate EFFICACY fo achieve
Variably included; condifions dystipidasmia or albuminurial and maintain treatment goals midical mtrition based structured
such a3 transient ischaemic ) ) . therapyleating patterns/ wisight management
attack, unstable angina, Consider avoidance of hypeglycaemia a physical activity programene
ampetation, symplomati +LKD [on maximally tolerated dose priceity in high-risk individuals
o symptamalic coronary of ACESIAREY 1 Consider medication | | Consider metabolic
arfery isease, h
ey e PREFERABLY I general, higher efficacy approaches for weight loss ENrgeny
. ) have greater likelibood of achieving
SELTZi with primary evidence of | p .
—— reducing CXD progression . glycaemic goals . When choosing glucose-lowering therapies:
+ASCVD/Indicators of High Risk o SGLT2 n gl with am o6 Efficacy for glucose lowering Consider regimen with high-to-very-high dual
20 miimin per 1,73 o snce inillaled ] MF{I:I-; ol glucose and weight efficacy
GLP-1 RA® with CILL  SniToit with should be comtinued watil initiation ilaglutide .
ey S T '
] _H:F;H_h_'im_ R _EH_IJTHH_IIH_ Iresulin Efficacy far weight loss
SOLT2 ot ol o conzanicaed e Veryboah:
Imjectabsle (ELP-1 RAMnsulin) Semaglutide, Tirzepatide
High: High:
If HbA, sbove target, for patients GLP-1 RA {not listed abeve), Metformin, Dulaglufide, Liraglutide
_ _ - on 61T, consider incarporating a SGLTZ, Sutfenylurea, TID Intermediate:
F GLP-1 RA cansider adding SGLTZ with enpOsang
+ For patients on a consider adding wit GLP-1 RA ar vice versa Intermediale: GLP-TRA {mot listed above), SELTZi
proven CVD benedit or vice versa .
DPP-di Mewtral:
= T OPP-&i, Metformin
4 l N
l I additional cardiorenal risk reduction or glycaemic lowering needed If HbA, above target
ALE, Anginlessn-Cosverlieg Enzyme inhibitar, ACR. AlbumintCreatinene Ralicc ARB, Anginlessin Receplor Blocker, ASCVD, Alhesoselerotic Candievascalar Disuase; DM, Canlineous Glecsse Hosiloring: CKI, ¢

Chiosic Kidrey Diseass; OV, Cardiovascular, CV0, Cardivascular Disease; V0T, Candiovascular Qutcomes Trizl; DPP-&L Dipaptigyl Peptidase-£ Inhditor, e5FR, Estimated Glomerular Fillration Rate; GLP-1 R,

Glucapan-Like Peptide-1 Receplor Apanist; HE. Heart Failure; HFpEF, Heart Failwe with preszreed Ejection Fraction; HFrEF, Haart Failere with reduced Ejection Fraction; HHF, Hospitalisation for Heart Failure:
MALE. Major Adverse Cardinvascular Events: MI, Myocandial Infarction; S00M. Secial Debarminants of Healts; 561TE, Sodium-Glucese Cobransporbar-T Infibitor; T20, Type 7 Diaketes: TI0, Thismlidinedime

* In peaphe with HF, CKD, established CVD or mulbiple rsk factors for CV0, the decsion to es2 3 GLP-1 BA o SGUT2I with proven besedit should be independent of Backgrousd ess of metiarmin;{ & strong
recommendatian is warranied for pesple wilh VD and & weaker recommendation far those with indicators of Righ O risk. Moreaver. @ higher absolule risk redection and thus lawer sumbers needad to ireat
are saen ak higher levals of hasaling risk and should be faclomed infs the shared decisian-makeng process. S fesd far dedails:; * Low-dase TI0 may be batbr talerabed and similary effective: § For S6LTE, OV
renal muteames trials demonstrate Iheir elficacy in reducng Bhe risk of compesite MACE, OV death, al-cause mortality, ML, HHF and renal sultames i individeals with T20 with establishedhigh rsk ol DV0;

# For GLP-1 kA, CWTs demonstrate their effizacy in reducing composite MACE, [V death, alt-cause mortality, W1, stroke and renzl endpaints in indiviguats with T20 with estzblished high risk of (VDL

Fig. 3 Use of glucose-lowering medications in the management of type 2 diabetes

Identify barriers 1o goals:

« Consider DSMES referral to support seli-efficacy in achisvement of goals
+ Consider technology (e.g. diagnostic CGM) to identify therapeutic gaps and failer therapy
+ |dentify and address SOOH that impact on achisvement of goals




ADA/EASD Consensus 2023: Lwa chon thudc theo muc tiéu diéu tri

Liéu phap hanh vi; HO6 tro va gido duc tw quan ly DTD (DSMES); Danh gia diéu kién kinh té xa hoi CSSK (SDOH)

Gidm nguy co & NB nguy co cao, kiém soat toan dién da yéu té nguy co tim mach Ki€m sodt glucose mdu va can nang ly twdng

+ Suy tim + CKD
Hién tai hoac eGFR<60ml/p

Ki€m soat glucose mau Kiém soat va duy tr

+ ASCVD + Nguy co’ cao
Ao . . ! — i 5i can nang ly twén
€u to nguy ¢ at mt .
! s hay HFpEF ACR>30mg/g glucose Dinh dudng, Chuong trinh
l van déng kiém soat can
i Hiéu lwc rit cao: GLP-1 =l
GLP-1RA hoac SGLT2i da duoc + Suy tim + CKD (RIS ERIB5 a5 Thudc giam Phau thuat
chirng minh lgi ich L ” - Insulin, FRC, Combine n s a
i SGLT2i v&i loi Uu tién SGLT2i vdi OHAS can giam can
| ich da duoc loi ich d3 duorc Chon thudc digy tr BTB cd
ching minh chiing minh vori Hiéu lyc cao: GLP-1 e e “
HbA1lc van cao GFR>20 ml/p, dl o : ’ hi¢u luwc giam can
= 2, CLES Metformin, SGLT2i,

cho té&i khi loc mau SU TZD
hay thay thé than
GLP-1RA néu khong Higu Iue trung

. Hiéu lyc cao:
dung nap SGLT2i binh: DPP4i Du.lagl.utide Liraglutide

Hiéu luc rat cao:
Semaglutide, Tirzepatide

Phoi hgp GLP-1RA + SGLT2i

hoac thém TZD

Hiéu lyc trung binh:
GLP-1RA, SGLT2i

Trung tinh: l

DPP4i, Metformin

A 4

Diéu chinh theo nguy co tim mach hodc nhu cau ha glucose Piéu chinh theo muc tiéu HbA1c

American Davies M), Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB
Diabetes ) , . . ) . E A S D European Association
.Association. Diabetes Care 2022; https://doi.org/10.2337/ci22-0034. Diabetologia 2022; hitps://doi.org/10.1007/500125-022-05787-2.

Copvyriaht ADA/EASD 2022 for the Study of Diabetes




Giam HbA,. (%)

HIEU QUA GIAM HbA1c CUA CAC NHOM THUOC

Biguanides
Sulfonylureas (metformin) Glinides DPP-4i TZDs

0.0

GLP-1RA

SGLT2

insulin

- 0.5

-1.0

-1.5
-2.0
-2.5

-3.0

Nathan DM. N Engl J Med. 2007;356:437-40 and Nathan et al. Diabetes Care. 2009;32:193-203
J Clin Med Res. 2017 Jun; 9(6): 499-507.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5412523/

Phoi hop SGLT2i & DPPA4i: giai quyét 5/8 co ché bénh sinh DTD tip 2
théng qua 3 con dworng: tang san xuat insulin, giam san xuat dwong va
dao thai dworng qua nwéce tieu

SGLTZ2 inhibitors

e ché tai hap thu glucose, dao
thai dwéng qua nudc tiéu

¢id

DPP-4 inhibitors ) Metformin

Phuc hoi dap ung GLP-1 I ’ Giam tan tao dwong

I W Cai thién tiét insulin (t& bao B)

, : Tang hap thu glucose
NS va giam tiét glucagon (té bao a) ghap J

DPP-4, dipeptidyl peptidase-4; Gl, gastrointestinal; GLP-1, glucagon-like peptide-1; SGLT2, sodium glucose co-transporter 2
1. DeFronzo RA. Diabetes 2009;58:773—795; 2. Tahrani AA, et al. Lancet 2011;378:182-197



2. LOTICH KIEM SOAT DUONG HUYET CUA VIEN
PHOI HOP EMPAGLIFLOZIN/ LINAGLIPTIN



St dung phoi hop Empagliflozin/ Linagliptin—- Dwa vao dwéng huyét
(a)

St dung Vién phoi hop lieu c6 dinh SGLT2i/ DDP4i
Dwa trén mirc Puwdng huyét

Quan ly bai thao duwdng tip 2

Khéi tri véi lwa chon
Diéu chinh 16i song

1. Bénh nhan m&i chan doan Bé&nh nhan khéng dung nap/ chéng chi dinh
voi Metformin & HbA1c >8%

2. Bénh nhan méi chan doan Phdi hop voi Metformin trén bénh nhan cé
(diéu tri v&i Metformin) murc HbA1c ban dau cao (>9%)

3. Bénh nhan khdng KE- 18 Trén bénh nhan chwa dat dwgc muc tiéu voi
o[VIo Ao {Ne (o aRisRICIVR VY Clifelinglla® Metformin cé mirc HbA1c>8.5%




St dung phoi hop Empagliflozin/ Linagliptin—- Dwa vao dwéng huyét

Diabetes Ther (2022) 13:1097-1114

1. Bénh nhan m&i chan doan

2. Bé&nh nhan md&i chan doan (
diéu tri v&i Metformin)

3. B&nh nhan khéng kiém soat
dwoc véi don tri liéu Metformin

(b)

Bé&nh nhan khéng dung nap/ chdng chi dinh
v@i Metformin & cé HbA1c >8%

Phéi hop véi Metfqrmin trén bénh nhan co
muc HbA1c ban dau cao (>9%)

Trén bénh nhan chwa dat dwoc muc tiéu voi
Metformin cé mirc HbA1¢c>8.5%

St dung Vién phéi ho"p liéu cb dinh SGLT2i/ DDR4i
Dwa trén Iwa chon diéu tri kiém soat dwdng huyét

Quan ly Dai thao dwdng tip 2

Khéng kiém soat voi
Metformin+ lwa chon 2

Insulint cac lwa chon
diéu tri khac




Phoi hop EmpagllflozmlLlnagllptln giup g' 1.8% HbA1c &
Tuan 24 trén bénh nhan c6 HbAlc ban dau =8.5%*

EMPA 25 mg/ EMPA 10 mg/
LINA 5 mg LINA 5 mg EMPA 25 mg EMPA 10 mg LINA 5 mg
(n=32) (n=30) (n=36) (n=35) (n=33)

- 0.0

- -10.9

- -16.4

-1.84

25 - - -21.9
-0.62%
(KTC 95%: -0.98, 0.26)
p<0.001 ( 085 % )

® L(KTC 95%: -1.22, -0.48)J ° - -27.3

Thay dbi trung binh hiéu chinh
(SE) tr HbA1c ban dau (%)
(Jow/joww) nep ueq o] vYqH
03 (3S) yuyo nd1y yuig bunn 19p Aey

p<0.001

-0.32%
e (KTC 95%: -0.69, 0.05) —e

p=0.090 -0.63%
® (KTC 95%: -1.00, -0.25) —e 12‘75.1
p=0.001 dung
metformin

A
nen

HbAlc ban dau trung binh (% [mmol/mol])
9.06 [76] 9.13[76] 9.17 [77] 9.29 [78] 9.26 [78]

*69 mmol/mol. Phan tich hiép phwong sai trong bd phéan tich tron (LOCF)

KTC, khoang tln cay; EMPA, empagllflozm HbAlc, glycosylated haemoglobin - haemoglobin glycosylate héa ; LINA, linagliptin; LOCF, last observation carried forward - gia
tri quan sat cudi; SE, standard error - sai s6 chuan

DeFronzo RA et al. Diabetes Care 2015;38:384



Empagliflozin/Linagliptin giap dat muc tiéu DPH SOM

—A—EMPA 25 mg/LINA 5 mg

8.2
I —#—-EMPA 10 mg/LINA 5 mg
8.0 —A—EMPA 25 mg
—8-EMPA 10 mg
78 —8—LINAS5mg

HbALc trung binh hiéu chinh (SE) (%)

Tuan
Bénh nhan dwoc phan tich, n
EMPA 25 mg/LINA5mg 133 132 131 128 123 121 120 116
EMPA 10 mg/LINA5mg 135 135 134 131 127 125 120 117 T
EMPA 25 mg 139 138 136 132 128 122 116 111 dung
EMPA 10 mg 137 137 128 128 126 122 118 112 metformin
LINA 5 mg 128 128 124 123 117 111 96 90 =

MMRM phan tich str dung nhitrng ca quan sat
EMPA, empagliflozin; HbAlc, glycosylated haemoglobin - haemoglobin glycosylate hoa ; LINA, linagliptin; MMRM, mé hinh hén hop céac 1an do 1ap lai (mixed model repeated measures; SE, standard error - sai s4 chuan
DeFronzo RA et al. Diabetes Care 2015;38:384



DPén 62% ngw®i bénh cé6 HbA1c ban dau 27%
dat HbA1c <7% & Tuan 24

OR: 3.5
® (KTC 95%: 1.9, 6. 4) PY
p<0.001
OR: 4.2
(KTC 95%: 2.3, 7.6)
p<0.001
OR: 2.8
(KTC 95%: 1.6, 5.0) °
p<0.001
OR: 4.5
e | (KTC95%:25,82) —e
o 70 - p<0.001
Xy 61.8
NS : 57.8
S S 60 - *
~<(0 <t
T N
E"% 50
>
o= 40 - 36.1
< O 32.6
o °
T 30 - 28.0
\8 Vv
£z 20
«D- O
2T 10 -
D
5° o
Z I T T
1275.1
EMPA 25 mg/ EMPA10 mg/ EMPA25 mg EMPA 10 mg LINA 5 mg dung
LINA 5 mg LINA 5 mg (n=132) (n=125) (n=119) metformin
(n=123) (n=128) nén

Hbi quy Logistic
EMPA, empagliflozin; HbAlc, glycosylated haemoglobin - haemoglobin glycosylate héa ; LINA, linagliptin
DeFronzo RA et al. Diabetes Care 2015;38:384



Empagllflozm/Llnagllptln giup thay déi tich cwec can
sv. ban dau (kg) & Tuan 24

EMPA 25 mg/ EMPA 10 mg/
LINA 5 mg LINA 5 mg EMPA 25 mg EMPA 10 mg LINA 5 mg
(n=134) (n=135) (n=140) (n=137) (n=128)
N O _ 1 1
m - i
) 0.5
£2 -1-
S35
fa'% '15 7]
c C
© -2 -
5
o]
CD’%' '25 T I
% c
£E& -3 -
,ig ©
g -3.5 - -3.0 0.2 kg
A (KTC 95%: -0 7, 1. 0)
= -4 p=0.660
-2.3 kg
(KTC 95%: —3 2,-1. 4) d
p<0.001
-0.1 kg
&— (KTC 95%:-0.9,0.8) ——®
p=0.876 1.9 kg
e (KTC 95%: -2.8,-1.1) —®
p<0.001 1275.1

dung

metformin
nén

Can nang ban dau trung binh (kg)

85.5 86.6 87.7 86.1 85.0
ANCOVA trong bd phan tich tron (LOCF) - -
KTC, khoang tin cay; EMPA, empagliflozin; LINA, linagliptin; LOCF, last observation carried forward - gia tri quan sét cudi; SE, standard error - sai s6 chuén
DeFronzo RA et al. Diabetes Care 2015;38:384
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3. NHO’NG LOI ICH VU'OT NGOAI HIEU QUA KIEM
SOAT DUONG HUYET KHI PHOI HOP
EMPAGLIFLOZIN VA LINAGLIPTIN



Empaglifiozin - thuoc trc ché SGLT-21345 cho thay lgi ich
trén tim mach — than - Bwérc tien dot pha trong diéeu tri DTD tip 2

9
S cvdean N T
b
. HR 0.62 HR 0.65
] 95% Cl 0.49-0.77 95% Cl 0.50-0.85

| B 38%* i ‘ 35%*

*P<0.05 *P<0.05

Placebo

Placebo

Empagliflozin o
2 Empagliflozin

% Patients with event (cumulative)
N
1

% Patients with event (cumulative)
N
1

Ngé.y 59 Months Ngé.y 17 Months

3P-MACE!? Death by any cause? Nephropathy*2 Renal compositet?

TPy 14%* i §J 32%* ¢) 8% ¢d 8%

*P<0.05 *P<0.05 *P<0.05

*New or worsening nephropathy, a composite of: progression to macroalbuminuria, doubling of serum creatfinine, initiation of RRT, or renal death 1240% decline in eGFR, RRT, or renal
death

3P-MACE, 3-point major adverse CV event; CV, cardiovascular; CVOT, CV outcomes trial; e GFR, estimated glomerular filtration rate; HHF, hospitalisation for heart failure; RRT, renal
replacement therapy; 12D, type 2 diabetes. 1. Zinman et al. N Engl J Med 2015;373:2117-28. 2. Wanner et al. N Engl J Med 2016;375:323—-4. 3. Neal Betal. N Engl J Med 2017;377:644-657. 4.
Wiviott SD et al. N Engl J Med 2019;380:347-357. 5. Cannon CP. ADA 2020; oral presentation.



SGLT2i/DPP4i FDC — Dwa vao dwong huye
(a)

St dung Vién phoi hop lieu c6 dinh SGLT2i/ DDP4i
Dwa trén mirc Puwdng huyét

Quan ly bai thao duwdng tip 2

Khéi tri véi lwa chon
Diéu chinh 16i song

1. Bénh nhan m&i chan doan Bé&nh nhan khéng dung nap/ chéng chi dinh
voi Metformin & HbA1c >8%

2. Bénh nhan méi chan doan Phdi hop voi Metformin trén bénh nhan cé
(diéu tri v&i Metformin) murc HbA1c ban dau cao (>9%)

3. Bénh nhan khdng KE- 18 Trén bénh nhan chwa dat dwgc muc tiéu voi
o[VIo Ao {Ne (o aRisRICIVR VY Clifelinglla® Metformin cé mirc HbA1c>8.5%




Tém tat ket qua CVOTs cua SGLT2i:
Empagliflozin chirng minh giam ttr vong tim mach

EMPA REG CANVAS DECLARE-TIMI .
OUTCOME! Program? 583 (VEEtETIIiﬁo(;i\:])
(Empagliflozin) (Canagliflozin) (Dapagliflozin) J
HR 0.86 HR 0.86 HR 0.93
Mma
*'Qv MACE (95% C10.74,0.99)  (95%Cl0.75,0.97)  (95%CI084,1.03) oo 2|R 8'557 ™
p=0.04 p=0.02* p=0.17 (95% Cl, 0.85, 1.11)
HR 0.62 HR 0.92
Chy ) HR 0.87 HR 0.98
CV Death (95% CI 0.49, 0.77) . . (95% ClI, 0.77-1.11)
) 4 i (95% CI 0.72, 1.06) (95% C1 0.82, 1.17) Sl0.39
o HR 0.65 HR 0.70
. HHE HR 0.67 HR 0.73
o (95% CI 0.50, 0.85) ; ; (95% Cl, 0.54,0.90)
0=0.002" (95% Cl 0.52, 0.87) (95% CI 0.61, 0.88) 0 = 0.006"
- HR 0.61 HR 0.53 HR 0.81
% Kidney g (95% Cl 0.53, 0.70) (95% 2|R00£00 77y (95% Cl 0.43,0.66)  (95% ClI, 0.63, 1.04)
outcomes p<0.001t oA p<0.0001t p=0.08t

Comparison of studies should be interpreted with caution due to differences in study design, populations and methodology
p-values are for superiority. *Testing for superiority for 3P-MACE was part of the statistical analysis plan but was not part of the hierarchical testing strategy; p-value for superiority in VERTIS-CV was not tested. TNominal p-value;
tExploratory outcome, no p-value is reported; SEMPA-REG OUTCOME: progression to macroalbuminuria (UACR >300 mg/g), doubling of serum creatinine (accompanied by eGFR [MDRD] <45 ml/min/1.73 m2), initiation of RRT or death from
kidney disease; CANVAS Program: Sustained 240% reduction in eGFR, RRT or renal death; DECLARE-TIMI 58: Sustained 240% reduction in eGFR to <60 ml/min/1.73 m2, ESKD, or renal death 24
; SEMPA-REG OUTCOME: progression to macroalbuminuria (UACR >300 mg/g), doubling of serum creatinine (accompanied by eGFR [MDRD] <45 ml/min/1.73 m2), initiation of RRT or death from kidney disease; CANVAS Program: Sustained
240% reduction in eGFR, RRT or renal death; DECLARE-TIMI 58: Sustained 240% reduction in eGFR to <60 ml/min/1.73 m2, ESKD, or renal death
Adapted from Oral Presentation during ADA Virtual 80" Scientific Sessions, June 16,2020 (VERTIS-CV Trial)
SGLT2, sodium—glucose transporter 2; CV, cardiovascular; CVOT, CV Outcomes Trial, MACE, major adverse cardiovascular events; HHF, heart failure hispitalisation.
1. Zinman B et al. N Engl J Med 2015;373:2117-2128. 2. Neal B et al. N Engl J Med 2017;377:644-657. 3. Wiviott SD et al. N Engl J Med 2019;380:347-357.
4. VERTIS CV Trial, Presented during ADA Virtual 80th Scientific Sessions, June 16 2020



Tom tat két qua nghién ctru EMPA-KIDNEY

Phé rong bénh nhan CKD: Empagliflozin giam 28% nguy co tlen trién bénh than
eGFR 220 ml/min/1.73 m? hoac tir vong do tim mach trén pho rong bénh nhan
+/- UACR bénh than man (thwdng gap trén lam sang nhung chwa
+/-T2D dwoc danh gié trong cac thtr nghiém trwedc day)

Hiéu qua dleu tri nhat quan trén pho réng bénh nhan bénh
28% than man bat ké:

RRR - Nguyén nhan bénh than man ban dau
P<0.001 - Mirc eGFR

NNT=28"  _ c¢ hoac khéng kem BTD

EMPA-KIDNEY la NC dau tién clia SGLT2i d& ching
minh empagliflozin giam 14% nguy co nhap vién do moi
nguyén nhan (lan dau va tai nhap vién) trén pho rong
bénh nhan bénh than man.

000
o000
DDD

’ ‘s t EMPA-KIDNEY

The EMPA-KIDNEY Collaborative Group. N EnglJ Med 2022; DOI: 10.1056/NEJMoa2204233 Empagliflozin is not indicated for the treatment of Chronic Kidney Disease cu?n%ntly



Trong cac SGLT2i, Empagliflozin dworc duyét cho chi dinh
giam tir vong tim mach & BN DTD kem bénh tim mach

Chi dinh:

FDA NEWS RELEASE

AnleErdlile74[1 B8 FDA approves Empagliflozin to reduce cardiovascular
death in adults with type 2 diabetes and
cardiovascular disease

SUlEENIAON  Giam tir vong tim mach trén bénh nhan dai
thao duworng typ 2 ¢6 bénh tim mach
VN [JAPPROVED P EERRS -

1. https://www.fda.gov/news-events/press-announcements/fda-approves-jardiance-reduce-cardiovascular-death-adults-type-2-diabetes
2. Thoéng tin ké toa Empagliflozin tai VN



https://www.fda.gov/news-events/press-announcements/fda-approves-jardiance-reduce-cardiovascular-death-adults-type-2-diabetes

Chi dinh cua Empagliflozin tai Viét Nam

dudng huyét chat ché hon

” | ° n ~N
PTD tip 2 | Suy tim (bat ké EF)
l
|
Kiém soat dwdorng huyét |
-C I o ? ? o | n LIV,
%. ' Giam nguy co’ t vong tim mach va nhap vién do
= Giam nguy co’ tlr vong tim mach & bénh nhén | suy tim & bénh nhan trudng thanh suy tim
— trudng thanh déi thao duwong tip 2 va cé san bénh !
ly tim mach |
|
A ? oA I A ey ? oSn °
Khong can chinh liéu: | Khong can chinh lieu:
o0 & bénh nhan véi NTREER ml/phit/1.73m? : & bénh nhan véi gL EeIml/phiit/1.73m?
= !
= : \ : |
Sl Lieu kh&i dau: empagliflozin 1a 10 mg 1 lan/ngay | . .
=1 - O thé ting lidu Ién 25 mg 1 Ian/ngay néu can kiém soat : 10 mg 1 lan/ngay
l
|
|

Chéng chi dinh empagliflozin trén bénh nhan phai loc than

To hudng dan st dung thudc empagliflozin tai Viét Nam, 05/2023



CARMELINA® va CAROLINA® thwc hién >13,000
bénh nhan, cung v&i nhau khang dinh tinh an toan
lau dai trén tim mach cua linagliptin

CARMELINA®1 Mot chwong trinh nghién ciru két cuc tim mach (CVOT)
N=6979 ° manh mé thiét 13p dic tinh an toan lau dai cia Trajenta®

Bénh nhan cé bénh tim mach
va/hoac bénh than d3 thiét 1ap
HbA, 6.5-10%

CAROLINA®?
N=6041

Bénh nhan DTD typ 2 giai doan

s&m v@i nguy co’ tim mach tang
HbA, . 6.5-8.5% Vé&i mot pho rong cac bénh nhan

1. Rosenstock J et al. JAMA 2019;321:69; 2. Marx N et al. Diab Vasc Dis Res 2015;12:164



CARMELINA® — CVOT danh gia t

tim mach - than cua linagliptin

SAVOR-TIMI 531 EXAMINE?
(saxagliptin) (alogliptin)
N=16,492 N=5380
3P-MACE 3P-MACE
Primary
endpoint @ )é
Secondary ,é )é
endpoints*

5P-MACE 4P-MACE

1 4

N

h an toan trén

TECOS?
(sitagliptin)
N=14,671

4P-MACE

3P-MACE

CARMELINA®4
(linagliptin)
N=6980

3P-MACE

G

€9

Composite
kidney endpoint

1. Scirica BM et al. N Engl J Med 2013;369:1317; 2. White WB et al. N Engl J Med 2013;369:1327; 3. Green JB et al. N Engl J Med 2015;373:232; 4.

Rosenstock J et al. Cardiovasc Diabetol 2018;17:39



CARMELINA® khang dinh tinh an toan trén than dai han
cua Linagliptin

HR (95% CI) HR (95% CI) p-value
Prespecified adjudicated kidney composite
outcome
Other DPP-4 CVOTs ™ Not studied ’
ESKD, renal death or 240% eGFR decrease’ 1.04 (0.89, 1.22) —k~ 0.6164
ESKD or renal death 0.87 (0.69, 1.10) 0 0.2371
Prespecified microvascular composite outcome’  0.86 (0.78, 0.95) e 0.0032
Albuminuria progression 0.86 (0.78, 0.95) . o . 0.0034
. 02 1.0 ;.O

Favours linagliptin  Favours placebo

CV, cardiovascular; CVOT, cardiovascular outcomes trial; eGFR, estimated glomerular filtration rate; ESKD, end-stage kidney disease;

VEGF, vascular endothelial growth factor

TESKD, renal death, 250% decrease in eGFR, albuminuria progression, use of retinal photocoagulation or intravitreal injections of an anti-VEGF therapy for diabetic
retinopathy, or vitreous haemorrhage or diabetes-related-blindness

1. Scirica BM et al. N Engl J Med 2013;369:1317; 2. White WB et al. N Engl J Med 2013;369:1327; 3. Green JB et al. N Engl J Med 2015;373:232; 4. Rosenstock J et al.
JAMA 2018; doi: 10.1001/jama.2018.18269 30



Linagliptin ¢é6 chirng ¢ 1am sang trén pho rong BN

Increasing comorbidities and disease burden >

Monotherapy + MET + MET + SU MRF CVD HHF CKD

I

Saxagliptint? / / / : Proven safety | Proven safety | Safety signal
T 1

Alogliptin34 / / / : No CVOT datas | Proven safety Uncertain®
I
[

Sitagliptin5-7 / / / : No CVOT datad | Proven safety | Proven safety

*Not studied in combination with metformin and thiazolidinedione(s); tTNot studied in combination with metformin and sulphonylurea(s); *Numerical, non-significant increase in hospitalisation for heart failure; $No
CVOT has been conducted CV, cardiovascular; CVOT, cardiovascular outcomes trial; DPP-4, dipeptidyl peptidase-4

1. Scirica B et al. N Engl J Med 2013;369:1317; 2. AstraZeneca. Onglyza® (saxagliptin) summary of product characteristics. 2017; 3. White W et al. N Engl J Med 2013;369:1327; 4. Takeda. Vipidia® (alogliptin) summary of
product characteristics. 2015; 5. Green J et al. N Engl J Med 2015;373:232; 6. Engel SE et al. Diabetes Obes Metab 2017;19:1587; 7. Merck. Januvia® (sitagliptin) summary of product characteristics. 2016; 8. Rosenstock
Jetal. JAMA 2018; doi: 10.1001/jama.2018.18269 ; 9. Novartis. Galvus® (vildagliptin) summary of product characteristics. 2016 10. Trajenta Local Product Insert, 18 August 2017; 11. Rosenstock J.et al. JAMA
2019.doi:10.1001/jama.2019.13772



V&i co ché dao thai doc dao, linagliptin 1a DPP4i hién c6 ma
khéng can diéu chinh liéu cho bat ky giai doan suy than nao

Proportion of

Linagliptint

Sitagliptin?

Vildagliptin3

Saxagliptin®

Alogliptin®

renal excretion, %*

T

I

75

76

87

85

Does not require dose adjustment
or additional monitoring

Require dose adjustment in
patients with renal impairment
and/or monitoring of renal function
related to the medication

*Including metabolites and unchanged drug; excretion after single-dose administration of C14-labelled drug. DPP-4, dipeptidyl peptidase-4
1. Boehringer Ingelheim and Eli Lilly. Trajenta® (linagliptin) summary of product characteristics. 2017; 2. Merck. Januvia® (sitagliptin) Prescribing Information. 2017;

32

3. Novartis. Galvus® (vildagliptin) summary of product characteristics. 2017; 4. AstraZeneca. Onglyza® (saxagliptin) summary of product characteristics. 2016;
5. Takeda. Nesina® (alogliptin) Prescribing Information. 2016



Vién phéi hop Empagliflozin/ Linagliptin c6 thé dugc lya
chon diéu tri cho bénh nhan suy than ti nhe dén trung

I T

binh*

eGFR

290
ml/min/1.73m?2

Nhe

<90 to 60
ml/min/1.73m?2

<60 to 45
ml/min/1.73m?2

<45 to 30

ml/min/1.73m?2

<30
ml/min/1.73m?2

Empagliflozin/
Linagliptin

v

v

v

v

X

*Thong tin ké toa san pham Glyxambi




HO so an toan cua vién phoi hop Empagliflozin&Linagliptin

s N
Vién phoi hop empagliflozin/linagliptin ¢é div liéu an toan
twong tw cua tirng thudc thanh phan empagliflozin va linagliptin (*)
N\ .

(e a % . . L . .
Vien phoi hop empagliflozin/linagliptin khi diéu tri khei dau A

hodac thém vao véi metformin, an toan va dwoc dung nap tot vai
nguy co ha dwong huyét thap

N /

K&t qua an toan cua Vién phoi hop empagliflozin/linagliptin
phu ho'p v@i thong tin an toan da biét cua tirng thanh phan, véi
khong thong tin an toan ma&i nao duwoc xac dinh

\.

(*Chua ¢6 c&c nghién ctru 1am sang dua ra bang chimg két luan vé anh hudng ciia Vién phdi
hop empagliflozin/linagliptin dén ty 1¢ mac va ty 1¢ tir vong do cac bénh tim mach



Vién phoi hop Empagliflozin/Linagliptin PON GIAN hon cho
bénh nhan vé&i vién thuoc nhé, lieu diing 1 lan/ngayt*

Dung bat ky thoi diém
’’nao trong ngay

10/5 mg 25/5 mg

5mg linagliptin 5mg linagliptin . . g R .
Dung cung hoac khdong cung
v&i thirc an

so’ Dé dang bao quan va st dung

8mm [

O céc bénh nhan dung nap véi Empagliflozin/Linaglitpin 10/5 mg,
liéu cé thé tang dé gia tang kiém soat dudng huyét!?

Kich thudc vién thudc khéng déi.

Thong tin ké toa tai Viét Nam, Tai liéu dang ki thudc



Tém tat: Phoi ho'p empagliflozin-linagliptin

Giai quyét nhiéu nhu cau trong diéu tri DTD tip 2:

Kiém soat duworng huyét tot

Str dung dwong udng
¥ Caithién tinh tuan tri

Phéi hop thudc

Gidi quyét nhiéu co ché
— — sinh Iy bénh BTD tip 2

@ Nguy co’ ha dwong huyét @ ] '-_‘?," ILC:‘ tim maca;'fhan?
thap & khong tang (hodc Q1 ich tim mach-than cua

SGLT2i & an toan tim mach

iam can
8 ) cua DPP4i



Két luan (1/2)

Giam duwdng huyét — Gidm dang ké bién c6 mach mau nhd,

va co thé gidm bién cd mach mau I&n, néu can thiép tich cuc

! som va thoi gian du dai

[ T 2018: Bén canh kidm soat HbA1c, ngan ngira bién cb
tim mach — than 1a muc tiéu diéu tri quan trong nhat doi véi

! bénh nhan dai thao duwong




Két luan (2/2)

Phoi hop empaglifiozin/linagliptin: co’ ché bo sung, hiép dong tac dung
=> hiéu qua KSDH manh mé, BN dat va duy tri muc tiéu dieu tri s&m hon

Loi ich trén TM — than caa empagliflozin/linagliptin ttr 3 CVOTs cho phép bénh
nhan dwoc bao vé toan dién tim mach — than — chuyén héa

W

il 126

Early robust More likely to Avoid (delay) Potential to use Favourable CV
lowering of HbA1c reach (earlier) of clinical inertia less than maximal and renal benefits
targets for control doses of individual
agents to minimize
side effects

1. Davies MJ et al. Diabetologia 2018;61:2461-2498; 2. Cosentino F et al. Eur Heart J 2020;41:255; 3. Diabetes Management Algorithm, Endocr Pract. 2020;26 (No. 1) 107-139; 4. Jardiance® (empagliflozin) Malaysia Pl, 2018; 5. Trajenta® (linagliptin) Malaysia PI, 2017; 6. Del Prato S et al
Diabetes Obes Metab 2011;13:258; 7. Barnett AH et al. Diabetes Obes Metab 2012;14:1145; 8. Roden M et al. Lancet Diabetes Endocrinol 2013;1:208; 9. Zinman B ef.al. N Engl J Med 2015; 373:2117-2128; 10. Rosenstock J et al. Cardiovasc Diabetol 2018;17:39.
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