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Bé&nh nhan DTD tip 2 tlr 65 tudi chiém mot ti 1é dang ké trong dan s6
DTD chung 1

1. International Diabetes Federation. IDF Diabetes Atlas. 8th edn. Brussels, Belgium: International Diabetes Federation, 2017; 2. Centers for Disease Control and Preventio
national estimates and general information on diabetes and prediabetes in the United States, 2011. Atlanta, Georgia: U.S. Department of Health and Human Services, Cen|
Prevention, 2011; 3. Lakey WC, Barnard K, Batch BC, Chiswell K, Tasneem A, Green JB. Are current clinical trials in diabetes addressing important issues in diabetes care? O




Pa van dé & ngudi cao tudi, trong d6 cé DTD type 2
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Cac yéu t6 tac dong ché dd diéu tri bn PTD2 cao tudi

Lién quan dén bénh nhan

Ky vong séng (toan bd va khéde manh)
Tinh trang strc khée cac chirc nang va
nhan thirc

Bénh déng mac

Nguy co ha dwdng huyét

Ho tror tir xa hoi va gia dinh

Lién quan dén tinh trang bénh

« Thoi gian mac BTD

* Tinh trang bién chirng mach mau
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« Anh huwéng dén chéat lvong cudc
sbng va tinh trang strc khoe
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Lwa chon diéu tri

nhan khac nhau

trang nhap vién

« Diéu chinh ché' do diéu tri dé dat dworc lgi ich st
khoée cao nhat phu hop véi cac doi twong bénh

« Can bang nguy co ha duwong huyét véi muc tiéu
DPH dé giam BC mach mau

« Thwc hién céc chién luvgc diéu tri ngoai thubc dé
duy tri, cai thién tinh trang co’ thé, han ché tinh

Lancet Diabetes Endocrinol . 2015 Apr;3(4):275-85. doi: 10.1016/52213-8587(14)70176-7.



Ti€p can trong diéu tri dai thdo dwdorng type 2 & ngudi cao tudi

DIAGNOSIS OF TYPE 2 DIABETES IN OLDER ADULTS |

Nutritional evaluation — promote appropriate diet
Plan adequate and balanced physical activity

\%

Personalization of glycemic targets — avoid hypoglycemia

Also consider: degree of hyperglycemia, overweight or obesity, CV disease, other
risk factors, comorbidities (renal, heart, hepatic, pulmonary failure; cancer,
dementia), patient preferences and needs

HbA1c < 7.0%

7.0% < HbA1c < 7.5%

7.5% < HbA1c < 8.0%

When treated with drugs
with no hypoglycemia risk

When treated with drugs
with hypoglycemia risk

In presence of frailty condition
- severe complications
- cognitive impairment
- dementia

- comorbidities

\% v \Z
Personalized antihyperglycemic therapy
according to patient characteristics
Metformin | DPP-4i | SGLT-2i SUs TZDs Insulin
Hypoglycemia No No No Yes Yes Yes

Nutr Metab Cardiovasc Dis . 2018 Mar;28(3):206-218. doi: 10.1016/j.numecd.2017.11.007.




Moi twong quan gitra ha PH va BC tim mach - tir vong

HR (95% CI) p-value
3P-MACE 0.91 (0.67, 1.23) —— 0.54
TIA or fatal/non-fatal stroke 0.78 (0.47, 1.31) —— 0.35
Fatal/non-fatal Ml 0.84 (0.52, 1.37) — 0.48
HHF 1.20 (0.69, 2.06) @ 0.52
All-cause mortality 1.49 (1.16, 1.92) g 0.002
Non-CV death 2.16 (1.57, 2.97) —@—  <0.0001
CV death 0.94 (0.62, 1.42) —— 0.76

0.25 0.50 1.00 2.00 4.00

>
~

Favours no preceding hypoglycaemia Favours preceding hypoglycaemia

Poster 591: 56th European Association for the Study of Diabetes (EASD) Annual Meeting (Virtual Meeting Al); 21-25 September, 2020.
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Bién co bat lgi tir ha dwéng huyét & bénh nhan BDTD2 cao tudi

Cognitive decline |,
and dementia

Renal Ii

dysfunction | Increased mortality

A A
Decreased ; 5
symptoms

Hypoglycaemia

L_,| Impaired counter ,
regulation Tight glycaemic control
» Polypharmacy Decreased microvascular
l complications.
y
Mobility limitation and decline in . Falls m':‘;g\iiiﬁ[;r
physical function \/ complications.
Adv Ther (2012) 29(3):218-233. DOI 10.1007/s12325-012-0008-x
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2. TINH AN TOAN CUA DPP4-i O BENH NHAN DAI THAO PUONG TYPE 2
CAO TUOI TU CAC CVOTs



Tinh an toan cua DPP4i & bénh nhan PTD2
Ha dwong huyét

Thudc nghién ctru Gia dwo'c
— P valuve
n v&i bién co tut duwong nang /N (%)
SAVOR-TIMI 53
. 53/8280 (0.6) 43/8212 (0.5) 0.33
(saxagliptin)
EXAMINE
. 18/2701 (0.7) 16/2679 (0.6) 0.86
(alogliptin)
TECOS
o 144/7257 (2.0) 125/7266 (1.7) 0.31
(sitagliptin)
CARMELINA
_ L. 106/3494 (3.0) 108/3485 (3.1) > 0.05
(linagliptin)

Viéc so sanh c4c nghién ciru nén dugc phan tich than trong lién quan khac biét trong thiét k& nghién ciru, dan sb va phuong phéap
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 EnglJ Med 2015;373:232;
4. Rosenstock J et al. JAMA 2019;321:69
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Tinh an toan cua DPP4i & bénh nhan DTDP2 cao tuoi
Ha duong huyét: Linagliptin vs. Glimepiride

Ty |é cdc bénh nhan cé >1 bién c6 tut dudng huyét * trong 2 ndm?

p<0.0001
50 -

X 40 - 36.1
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Glimepiride + metformin Linagliptin + metformin®
(n=775) (n=776)

*Tut dudng huyét dugc dinh nghia theo American Diabetes Association Workgroup on Hypoglycemia?

*Nghién cttu duoc thuc hién két hop tu do linagliptin va metformin

NNH, number needed to harm (s& bénh nhan can diéu tri dé c6 bién cb bat lgi) (calculated from: https://clincalc.com/Stats/NNT.aspx)

1. Gallwitz B et al. Lancet 2012;380:475 (supplementary data); 2. American Diabetes Association Workgroup on Hypoglycemia. Diabetes Care 2005;28:1245
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it bién c6 hon

NNH=3.5
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Ha duong huyét: Linagliptin vs. Glimepiride

Tinh an toan ciia DPP4i & bénh nhan DTD tip 2 cao tudi

Linagliptin Glimepiride .
gp P HR (95% Cl) HR (95% CI) p-value for
n with event / N analysed (%) Interaction
All patients 320/3014 (10.6) 1132/3000 (37.7) 0.23(0.21,0.26) PQ-'
History of vascular disease i 0.07
No 197/1963 (10.0) 751/1962 (38.3) 0.21(0.18,0.25) l—O—i—'
Yes 123/1051 (11.7) 381/1038 (36.7) 0.27(0.22,0.33) h:—o—|
Age H 0.41
<70 years 223/2009 (11.1) 749/1975 (37.9) 0.24 (0.21,0.28) '—IO—'
>70 years 97/1005 (9.7) 383/1025 (37.4) 0.22(0.17,0.27) —0—i
Sex ; 0.47
Male 193/1833 (10.5) 650/1776 (36.6) 0.24 (0.21, 0.28) |—b—|
Female 127/1181 (10.8) 482/1224 (39.4) 0.22(0.18,0.27) —Oo—i
Prior anti-diabetic treatment i <0.0001
No prior use of sulphonylurea or glinide 189/2117 (8.9) 805/2116 (38.0) 0.19 (0.16, 0.22) —Q—
Prior use of sulphonylurea or glinide 131/897 (14.6) 327/884 (37.0) 0.35(0.29, 0.43) i —0—i
Background metformin i 0.23
No 39/510(7.6) 167/499 (33.5) 0.19(0.14,0.27) —e—1—i
Yes 281/2504 (11.2) 965/2501 (38.6) 0.24 (0.21,0.27) l—b—i
Baseline HbA1lc i 0.72
<7.0% 149/1255 (11.9) 512/1228 (41.7) 0.23(0.19, 0.27) I—é—i
>7.0% 171/1758 (9.7) 620/1772 (35.0) 0.24 (0.20, 0.28) '_.b_'
Baseline eGFR, ml/min/1.73 m’ i 0.56
>60 246/2419 (10.2) 906/2462 (36.8) 0.23 (0.20, 0.26) |—6—|
<60 74/592 (12.5) 226/538 (42.0) 0.25(0.19, 0.32) ——i
T T T T
0,13 0,25 0,50 2,00
< >
“Investigator-defined hypoglycaemic AE - _ _ Favours linagliptin Favours glimepiride
Treated set without duplicates. HR and p-value for subgroup-by-treatment interaction based on Cox regression model with

factors for treatment, subgroup and subgroup-by-treatment interaction
eGFR, estimated glomerular filtration rate; HbA1lc, glycated haemoglobin




Tinh an toan cta DPP4i & bénh nhan DTD2 cao tudi
Ha dwong huyét: Linagliptin vs. gid duoc

100+ [ Linagliptin
[ Placebo
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0 l [l
Overall Without SU With SU With MET With INS
Patients with 39 13 10 6 29 7 2 0 8 6
hypoglycaemia
Total number 162 79 67 36 95 43 45 22 22 14
of patients

Lancet . 2013 Oct 26;382(9902):1413-23. doi: 10.1016/S0140-6736(13)61500-7.



Tinh an toan cua DPP4i & bénh nhan PTD2
MACE

Thuéc nghién ctru Gia duwoc
- HR (95% Cl) HR (95% Cl) P
n v&i bién c8/N dwoc phan tich(%)
- 1
SAVOB TIMI >3 613/8280 (7.3) 609/8212 (7.2) 1.00 (0.89, 1.12) —L— 0.99
(saxagliptin)
2
EXAM"_\]E 305/2701 (11.3) 316/2679(11.8) 0.96 (£1.16%) ® 0.32
(alogliptin)
3
TI.ECO.S Lt 695/7257 (9.6) 695/7266 (9.6) 0.98 (0.88, 1.09) —@— 0.65
(sitagliptin)
®4
C.ARMEI_'INA 434/3494 (12.4) 420/3485 (12.1) 1.02 (0.89, 1.17) —— 0.74
(linagliptin)
T T
0,5 1 2

pd
~

Ung hd thudc nghién citu ~ Ung ho gid duoc

Viéc so sanh céc nghién cu nén dugc phan tich than trong lién quan khac biét trong thiét k& nghién citu, dan s va phuong phép

*Gidi han trén clia 95% Cl 1 chiéu; '4P-MACE

4P-MACE, 4-point major adverse cardiovascular events; DPP-4i, dipeptidyl peptidase-4 inhibitor

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 2019;321:69



Tinh an toan cta DPP4i & bénh nhin DTD2 cao tudi

MACE
HR (95% Cl) P interaction
SAVOR-TIMI 53 < 75 tudi 1.01 (0.89-1.15) 0.67
(saxagliptin) > 75 tudi 0.96 (0.75-1.22) .
EXAMINE < 65 tudi 0.91 (0.73-1.13) 0.57
(alogliptin) > 65 tudi 0.98 (0.78-1.24) )
TECOS < 65 tudi 0.95 (0.81-1.12) 0.55
(sitagliptin) > 65 tuoi 1.01 (0.09-1.16) .
CARMELINA < 65 tudi 1.1 (0.89-1.40) 0.35
(linagliptin) > 65 tuoi 0.97 (0.82-1.15) )

Viéc so sanh c4c nghién ciru nén dugc phan tich than trong lién quan khac biét trong thiét k& nghién ciru, dan sb va phuong phéap
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 EnglJ Med 2015;373:232;
4. Rosenstock J et al. JAMA 2019;321:69



Tinh an toan cta DPP4i & bénh nhan DTD2 cao tudi
Nhap vién do suy tim

Thuéc nghién ctru Gid dugrc
- HR (95% Cl) HR (95% Cl) P
n v&i bién c6/N dwoc phan tich(%)
R 1
SAVOI_‘ TIMI >3 289/8280 (3.5) 228/8212 (2.8) 1.27 (1.07, 1.51) —@— 0.007
(saxagliptin)
2
EXA“_/I"_\IE 85/2701 (3.1) 79/2679 (2.9) 1.07 (0.79, 1.46) b ® 0.657
(alogliptin)
3
TFCO.S . 228/7332 (3.1) 229/7339 (3.1) 1.00 (0.83, 1.20) @ 0.98
(sitagliptin)
®4
C_ARN_IEI,'INA 209/3494 (6.0) 226/3485 (6.5) 0.90 (0.74, 1.08) —— 0.26
(linagliptin)
0,5 1 2

Ung ho thudc nghién citu ~ Ung ho gid duoc

Viéc so sanh céc nghién cu nén dugc phan tich than trong lién quan khac biét trong thiét k& nghién cttu, dan s va phuong phép
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 2019;321:69



Bénh nhan cao tudi c6 kha ndng cao mac bénh tim mach va than,
mét tinh hudng ma tinh don gian cua linagiptin c6 thé 1a mot lgi thé

. ' . CARMELINA

Suy giam chirc

» nang than lam »
tang nguy co ha

dwéng huyétl2

Linagliptin la 0’c ché DPP4 duy nhat co mat trén toan cau khong thai tru chinh qua

than va do dé khong can diéu chinh liéu cho bénh nhan cé bénh thans.

1. Davies M, Chatterjee S, Khunti K. The treatment of type 2 diabetes in the presence of renal impairment: what we should know about newer therapies. Clin Pharmacol. 2016;8:61-81;
2.Tong L, Adler S. Glycemic control of type 2 diabetes mellitus across stages of renal impairment: information for primary care providers. Postgrad Med. 2018;130:381-393.

3.Thong tin ké toa Iifggliptin tai Viét Nam

CV: cardiovascular.



Linagliptin: tinh an toan lau dai trén Tim mach & thin trén pho rong
bénh nhan da dwoc chirng minh

Khang dinh qua 2 nghién ctru CVOT
N

e ‘ - " <
<« CAROLINA o<« CARMELINA
— Mean T2D
: duration
gl;r:’;s::; 14.75 years
o Had On insulin Prevalent kidney
n .
metformin established CV disease
disease
On insulin Displayed 22 On Had festablished
defined CV risk metformin CV disease
factors
Treatment Had T2D for Treatment Had established CV
naive <5 years naive disease and
Active- B Placebo- prevalent kidney
comparator controlled disease
\_ J \
Bénh méi chan doan/giai doan sém
| NEuy co Chvacétriguching  cowrcuchung N

1. Rosenstock J et al. ADA 2019; 2. Rosenstock J et al. JAMA 2019;321:69



Phan tich dudi nhém mai trén bénh nhan cao tudi trong CARMELINA®
md&i dwoc cong bo *1

. Tiéu dé: Cac két cuc trén tim mach-than cuda linagliptin & ngudi dai thdo dwdng typ 2 cao
tudti cd bénh tim mach va/hodc bénh than:
Mot phan tich duwdi nhdm duoc dinh tredce cla thir nghiém ngau nhién déi chirng gia
dugc CARMELINA®

Tap chi: Diabetes, Obesity and Metabolism
Tac gia chinh: Professor Mark E. Cooper, Monash University, Melbourne, Australia

CARMELINA®

n=2800 BN 65 dén < 75 tudi

dan so6 nghién n=2968 bénh nhan < 65 tuoi n=1211 BN = 75 TUSI

cltu

Khoang 60% dan sd bénh nhan trong CARMELINA® CARMELINA® bao gom * bénh nhan c6
tlr 65 tudi trd 1én (tudi trung binh = 65,9 tudi), do nguy cG cao tim mach va/hodc than, va

do, két qua chinh nhin chung phan anh dan s6 'cao trong nhiéu trudng hgp, bénh nhan bi
tuoi'. suy giam chific ndng than.

* CARMELINA® included 6,979 patients with albuminuria & previous macrovascular disease, and/or impaired kidney function with or without CV comorbidities.
1. Cooper M, et al. Diabetes Obes Metab. 2020; 1-12.

. CARMELINA

CV: cardiovascular.

20




CARMELINA® & ngudi cao tudi.

Két qua




? ~

Ngay cd & nhirng bénh nhan cao tudi c6 nguy co’ cao, bao gém nhirng ngudi trén

v °

75 tudi, linagliptin khéng lam tang nguy co’ cac bién cd tim mach (3P-MACE) 13

=
Placebo
» ; S
Két cuc chinh: 3P-MACE’ Sl
Thdai gian dén lan xuat hién dau § 10
tién cla tlr vong do bénh tim 8 -
W, / q ~ 3 =z o
mach, nhéi mau co tim khong tu @ |3 -
> < .
vong, dot quy khong tlr vong Z |,
0.0 05 1.0 1.5

30 — Linagliptin
— Placebo
S g
= 8 20
) g J/_/_,—r
o
'; 9 /
z
= o 10 L HR 1.09
% = - (95% CI
e ,.d/JJ 0.89133)
© =
O =t T T T T T T 1
0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 Nam

&n 6 (%)

Ti 18 BN ¢6 bi

* CARMELINA® included 6,979 patients with albuminuria & previous macrovascular disease, and/or impaired kidney function with or without CV comorbidities.

+ The CARMELINA primary endpoint was time to first occurrence of any of the following components: CV death, death, non-fatal MI, non-fatal stroke. The primary endpoint occurred in 434/3,494 (12.4%) and 420/3,485 (12.1%) patients in the linagliptin and placebo
groups, respectively. The primary aim was to establish noninferiority of linagliptin compared with placebo for time to 3P-MACE, defined by the upper limit of the 2-sided 95% Cl for the HR of linagliptin relative to placebo being less than 1.3. A sequentially rejective
multiple test procedure was applied, first testing the primary hypothesis of noninferiority for linagliptin (p<0.001), and, only if this first test was significant, followed by 2 parallel confirmatory superiority tests (not statistically significant; p = 0.74).

*1 HR for time to 3P-MACE based on Cox regression analyses in patients treated with at least 1 dose of study drug (for < 65 years, HR: 1.11 (95% Cl, 0.89, 1.40), for 65 to < 75 years, HR: 1.09 (95% Cl, 0.89, 1.33), for > 75 years, HR: 0.76 (95% Cl, 0.57, 1.02)). Median

observation time was 2.2 (IQR, 1.5-2.9) years for Trajenta® and 2.2 (IQR, 1.5-2.8) years for placebo.
1. Rosenstock J, et al. JAMA 2019; 321: 69-79. 2. Rosenstock J, et al. Cardiovasc Diabetol 2018; 17:39. 3. Cooper M, et al. Diabetes Obes Metab. 2020; 1-12.
Cl: confidence interval; CV: cardiovascular; HR: Hazard ratio; IQR: interquartile range; MI: myocardial infarction.
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HR 1.02
(95%CI
0.891.17)
P=0.74t,tt

= Linagliptin
— Placebo
HR 0.76
(95% CI
0.571.02)tt
0.0 0.5 1.0 1.5 3.0 3.5 Niam




Tuwong ty, linagliptin khéng lam tang nguy co’ nhap vién do suy tim
trén dan s6 chung hodc trén cac nhém tudi 1-27

) ) Téng dang ké
o SAVOR-TIME 53 3 Saxagliptin nhap vién do g
[o14] suy tim
S EXAMINE 45 Alogliptin ; ® Y
<
\‘8 TECOS © Sitagliptin o
c
«©
5 | [EE——

0.5 1
’ DPP4i wu thé ’ D&i chirng wu thé
. CARMELINA® o .
%O (< 65 tudi)’ Linagliptin :
= 1
= 1
o CARMELINA® N :
3 (65 dén < 75 tugi)’ Linagliptin !
1
Vo) :
S CARMELINA® !
=0 > 75 tudi)’ Linagliptin \
= ( ) |
o DPP4i wu thé ’ D6i chirng wu thé

1.27(1.07,1.51) 0.007 Lo . A K as
Ghi chu: so sanh tryc ti€p nén dwgc dién giai

1.19 (0.9, 1.58) 0.220 mot cach than trong do sy khac biét trong
thiét k& nghién clru, dan sé va phuong phap

1.00(0.83,1.19) 0.95 nghién ctru.

]

0.87 (0.63, 1.21)*

0.89 (0.67, 1.18)"

Thoi gian dén [an dau xay ra
nhap vién do suy tim

0.92 (0.63, 1.35)"

* CARMELINA® included 6,979 patients with albuminuria & previous macrovascular disease, and/or impaired kidney function with or without CV comorbidities.

t HHF was an exploratory endpoint; HHF occurred in 209/3,494 (6.0%) vs 226/3,485 (6.5%) patients in the linagliptin and placebo groups, respectively.

11 HR based on Cox regression analyses in patients treated with at least one dose of study drug (for < 65 years, HR: 0.87 (95% Cl, 0.63, 1.21), for 65 to < 75 years, HR: 0.89 (95% Cl, 0.67, 1.18), for > 75 years, HR: 0.92 (95% Cl, 0.63, 1.35)).
1. Rosenstock J, et al. JAMA 2019; 321: 69-79. 2. Rosenstock J, et al. Cardiovasc Diabetol 2018; 17:39. 3. Scirica B, et al. N Engl J Med. 2013;369:1317-26; 4. White W, et al. N Engl J Med. 2013;369:1327-35; 5. Alogliiptin US Prescribing

Information. June 2019; 6. Green J, et al. N Engl J Med. 2015;373:232-42; 7. Cooper M, et al. Diabetes Obes Metab. 2020; 1-12.
Cl: confidence interval; CV: cardiovascular; HHF: hospitalisation for heart failure; HR: Hazard ratio.
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Linagliptin cling khdng lam tang nguy co’ mac cac két cuc bat lgi trén
than trén dan so6 chung hoac trén cac nhom tudi 13

—
Placebo
g 15 '[-.
, A X0 ' -
Két cuc phu: Thant ° I
S | 10 e HR 1.04
Y N > W ia z s __ (95%Cl
Thoi gian dén lan xay ra dau tién cac 8 ‘ i
~ N . "~ ~ 5 — el
két cuc bat lgi trén than a - P=0.621,1%
E 0 p al o
0.0 05 1.0 1.5 20 25
30 = Linagliptin 30 — Linagliptin
= Placebo = Placebo
<0 g HR 1.06 5 HR 1.06
S 5 (95% CI = (95% CI
+ S 20 0.811.38)tt S & 0.64 1.75)tt
LN b o
Qo
~ E e
\4 = z
T @ 10 @ 10
LS Z F
LN
© -
0 . : - . . 0
0.0 0.5 1.0 2.5 3.0 3.5 Nam 0.0 0.5 1.0 1.5 2.0 2.5 3.0

* CARMELINA® included 6,979 patients with albuminuria & previous macrovascular disease, and/or impaired kidney function with or without CV comorbidities.

t The CARMELINA key secondary endpoint was time to first occurrence of any of the following components: Death due to kidney disease, sustained ESRD or a sustained decrease of 240% in eGFR from baseline. The key secondary kidney
endpoint occurred in 327/3,494 (9.4%) and 306/3,485 (8.8%) patients in the linagliptin and placebo groups, respectively.

t1 HR for time to secondary kidney endpoint based on Cox regression analyses in patients treated with at least one dose of study drug (for < 65 years, HR: 1.05 (95% Cl, 0.85, 1.29), for 65 to < 75 years, HR: 1.06 (95% Cl, 0.81, 1.38), for > 75

years, HR: 1.06 (95% Cl, 0.64, 1.75)). Median observation time was 1.9 (IQR, 1.2-2.6) years for Trajenta® and 1.7 (IQR, 1.2-2.5) years for placebo.
1. Rosenstock J, et al. JAMA 2019; 321: 69-79. 2. Rosenstock J, et al. Cardiovasc Diabetol 2018; 17:39. 3. Cooper M, et al. Diabetes Obes Metab. 2020; 1-12.
Cl: Confidence interval; CV: Cardiovascular; eGFR: Estimated glomerular filtration rate; ESRD: End-stage renal disease; HHF: Hospitalisation for heart failure; HR: Hazard ratio; IQR: Interquartile range.
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Giam HbA,_nhat quan & cac nhém tudi vdi linagliptin so vai gia duoc

sau 12 tuan diéu tri

Giam HbA, _trung binh sau 12 tuin

Linagliptin

 Placebo

< 65 tudi 65 dén < 75 tudi > 75 tudi
0,00%
-0,01% -0,01% 0
-0,20%
-0,40%
-0,46%
-0,60% -0,51% 053%
Khac biét d3 hiéu Khac biét d3 hiéu Khac biét d3 hiéu
-0,80% —— chinh chinh chinh
-0.50% -0.53% -0.46%
95% ClI 95% ClI 95% ClI
-1,0006 ——— (-0.57, -0.44) (-0.60, -0.46) (-0.57, -0.36)
P<0.0001 P<0.0001 P<0.0001

1. Cooper M, et al. Diabetes Obes Metab. 2020; 1-12.
Cl: confidence interval; CV: cardiovascular.
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Cé it bénh nhan & nhanh linaglptin can thém thudc ha dwong huyét, 6

v&i moi nhdm tudil
Liéu phap khong phai insulin

e

% Bénh nhan bt dau st dung thudc ha dworng huyét méi trong thoi
gian nghién clru

Thuéc ha dwdng huyét bat ki* Insulin® Liéu phap khdng phai insulin®
282 281
30 26,1 30 30
23,8
21,7 22,6
20 . 20 16,7 17,3 16,5 20
14,5 13,9
12,6 131 12,7 *
11,9 12 99 10,7
10 — 10 — 10
0 0 0
< 65 tudi 65 dén < 75 tudi > 75 tudi < 65 tudi 65 dén < 75 tudi 275 tudi < 65 tudi 65 dén < 75 tudi > 75 tudi
HR (95% Cl) HR (95% Cl) HR (95% Cl) HR (95% Cl) HR (95% Cl) HR (95% Cl) HR (95% Cl) HR (95% Cl) HR (95% Cl)
0.71 0.78 0.86 0.67 0.69 0.64 0.65 0.81 0.88
(0.62, 0.83) (0.67, 0.90) (0.68, 1.07) (0.50, 0.91) (0.51, 0.93) (0.41, 1.02) (0.53, 0.80) (0.66, 1.01) (0.65, 1.20)
Linagliptin = Placebo Linagliptin ™ Placebo Linagliptin = Placebo

* P value for age group by treatment interaction = 0.3912; in the overall population?, there was a higher use of additional glucose-lowering therapies in the placebo group (HR (95% Cl) 0.76 (0.69, 0.84); p<0.001).
1 P value for age group by treatment interaction = 0.9712; in the overall population?, there was a higher use of insulin in the placebo group (HR (95% Cl) 0.72 (0.65, 0.81); p<0.001).

# P value for age group by treatment interaction = 0.1862; in the overall population?, there was a higher use of non-insulin therapies in the placebo group (HR (95% Cl) 0.75 (0.66, 0.86); p<0.001).
1. Cooper M, et al. Diabetes Obes Metab. 2020; 1-12. 2. Rosenstock J, et al. JAMA 2019; 321: 69-79.

Cl: confidence interval; CV: cardiovascular; HR: Hazard ratio.
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DU cé tac dung ha HbA1C dang ké, ty |& ha dwdng huyét twong dwong Y
gitra linagliptin va gia duoc *!

40 275 28 3 T 5T
2 | — 2 Linagliptin
Ha dudng huyét Pudng huyét < 54 mg/dL hoiéc ha Ha dudng huyét ning ¥ Placebo
dudng huyét nang
40 30,5 30,3 _— _—
65 dén < 75 28 —- | =53 s Linagliptin
tuoi Ha dudng huyét Pudng huyét < 54 mg/dL hoidc ha Ha dudng huyét ning  Placebo

dudng huyét nang

Ti I& BN c6 bién c6 bat loi (%)

40 351 295 - -
75 dén < 80 2 T - > 5 Linagliptin
tuol Ha dudng huyét Pudng huyét < 54 mg/dL hoidc ha Ha dudng huyét ning ™ Placebo
dudng huyét nang
40 28 6 307 173 s
20 : 5,5 6,3 . A
: . I ——— Linagliptin
Ha dudng huyét Pudng huyét < 54 mg/dL hoidc ha Ha dudng huyét ning ¥ Placebo

dudng huyét nang

* For additional safety related information, please see the SmPC.
1. Cooper M, et al. Diabetes Obes Metab. 2020; 1-12.
AE: adverse event.
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CAROLINA® & nguweri cao tudi.

Két qua




Két cuc tim mach va t& vong

Linagliptin Glimepiride

nwithevent /N Rate per 100 nwithevent /N  Rate per 100 Ha(‘;gﬁ/f g;m H?;gﬁz ::a,;m p-value
analyzed (%) patient-years analyzed (%) patient-years
3-point MACE 356/3023 (11.8) 2.07 362/3010 (12.0) 2.12 0.98 (0.84, 1.14)* @ 0.7625
<65 years 144/1556 (9.3) 1.60 362/3010 (12.0) 1.44 1.11 (0.88, 1.41) —o—i
65 to <75 years  121/1057 (11.4) 2.01 126/1502 (8.4) 2.28 0.88 (0.69, 1.12) b 0.3949t
>75 years 91/410 (22.2) 4.20 138/1072 (12.9) 4.26 0.99 (0.74, 1.31) —t—
CV death 169/3023 (5.6) 0.92 168/3010 (5.6) 0.92 1.00 (0.81, 1.24) 0.9863
<65 years 57/1556 (3.7) 0.59 50/1502 (3.3) 0.54 1.10 (0.75, 1.61) —lo—i
65 to <75 years 64/1057 (6.1) 1.00 61/1072 (5.7) 0.95 1.06 (0.75, 1.50) —e—  0.7045t
>75 years 48/410 (11.7) 2.06 57/436 (13.1) 2.31 0.89 (0.60, 1.30) —t
Non-CV death 139/3023 (4.6) 0.76 168/3010 (5.6) 0.92 0.82 (0.66, 1.03) —@— 0.0838
<65 years 35/1556 (2.2) 0.36 34/1502 (2.3) 0.37 0.99 (0.62, 1.59) ———
65 to <75 years 54/1057 (5.1) 0.85 69/1072 (6.4) 1.07 0.79 (0.55, 1.13) —e—r 0.7260t
=75 years 50/410 (12.2) 2.14 65/436 (14.9) 2.63 0.81 (0.56, 1.17) ——
All-cause mortality 308/3023 (10.2) 1.68 336/3010 (11.2) 1.84 0.91 (0.78, 1.06) —Op 0.2263
<65 years 92/1556 (5.9) 0.96 84/1502 (5.6) 0.90 1.06 (0.79, 1.42) o
65 to <75 years 118/1057 (11.2) 1.85 130/1072 (12.1) 2.01 0.92 (0.71, 1.18) —e1— 0.5400t
>75 years 98/410 (23.9) 4.20 122/436 (28.0) 4.94 0.85 (0.65, 1.10) _ _— l |
Based on Cox proportional hazards model with factor for treatment (overall result) or, respectively, terms for treatment, age subgroup, and treatmen@k@@ge- 0,5 1 2 4
subgroup interaction
*95.47% ClI < S
tp-value for treatment-by-age-group interaction N . Lo '_ .
CV, cardiovascular; MACE, major adverse CV events (CV death, non-fatal myocardial infarction, or non-fatal stroke) Favours linagliptin ~ Favours glimepiride

https://doi.orq/10.2337/db20-926-P




Hiéu qua KSPH dai han cda Linagliptin two'ng dwong glimepiride*-2

0,3 1
0,2 4
0,1 o

-0,1
-0,2 4
-0,3 -
-0,4 4

from baseline in HbA1c (%)

Adjusted mean (SE) change

—@— Linagliptin
—#— Glimepiride

-0,5 T T

—@— Linagliptin
—2&— Glimepiride

Weighted average mean difference up to
week 256: 0.00% (95% CI —-0.05, 0.05)

Adjusted mean (SE) change
from baseline in HbA1c (%)

Overall

Population*®

-0,5 T T T T T T T T T T T
0 16 32 48 64 80 96 112 128 144 160

Weighted average mean difference up to
week 256: 0.01% (95% CI —-0.06, 0.08)

Adjusted mean (SE) change
from baseline in HbA1c (%)
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* For patients < 65 years old, the weighted average mean difference up to week 256 for linagliptin vs glimepiride was -0.01% (95% Cl -0.09, 0.06)
t Because the confirmatory test for superiority of the primary outcome, 3P-MACE, in the overall population was not significant (p=0.76 for superiority), all subsequent analyses are considered exploratory.
1. Espeland MA, et al. Diab Obes Met 2020. doi: 10.1111/dom.14254. . 2. Rosenstock J, et al. JAMA. 2019; doi:10.1001/jama.2019.13772.
Note: mean + SD daily dose of glimepiride was 2.9 + 1.1 mg in the Overall Population.

BL: baseline (Overall: 7.15% for linagliptin and 7.16% for glimepiride; < 65 Years: 7.18% for linagliptin, 7.21% for glimepiride; 65 to < 75 Years: 7.12% for linagliptin, 7.10% for glimepiride; > 75 Years: 7.10% for linagliptin, 7.13% for glimepiride)

Cl: confidence interval; SE: standard error.

Weeks

Weighted average mean difference up to

—@— Linagliptin
week 256: 0.04% (95% CI -0.08, 0.15)

—2— Glimepiride

16 32 48 64 80 96 112 128 144 160 176 192 208 224 240 25

Weeks




Ti 1& BN can st&r dung thém thudc ha PH twong tw & nhdm diéu tri 6
linagliptin va glimepiride, bat ké cidc nhom tudi *12

% Patients Initiating New Glucose-Lowering Medications During Study*

Any Glucose-Lowering Therapy Insulin Non-Insulin Therapies
50 50 50

43,7 43,7
40 40 40

33,9 32,9
30 30 30
20,2
18,8 <V 19,1
20 20 ' 18.6 18 1o 20
10 10 10
M Linagliptin ™ Glimepiride M Linagliptin ™ Glimepiride M Linagliptin  ® Glimepiride

1. Espeland MA, et al. Diab Obes Met 2020. doi: 10.1111/dom.14254. . 2. Rosenstock J, et al. JAMA. 2019; doi:10.1001/jama.2019.13772.
* Because the confirmatory test for superiority of the primary outcome, 3P-MACE, in the overall population was not significant (p=0.76 for superiority), all subsequent analyses are considered exploratory.




Nguy co’ ha PH trung binh - ning thap ho'n & nhém linagliptin sv glimepiride,

trong tat cd cdc nhom tudi “#1-2

65 to < 75 Years

Participants with event (%)

30
25
20

15 7
10 7

0

40 HR 0.20 = Linagliptin = Glimepiride
g 35 (95% Cl
» 5 30 0.160.25)
Q
8 £ 25
> 2 20
LN 2
o E 1
\Y S 10
€
Fy 5
0
00 05 1.0 15 20 25 30 35 40 45 50 55 6.0 6.5 Years
20 HR 0.15 — Linagliptin — Glimepiride
(95% CI
= 0.110.20)
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05 1.0

1.5

2.0

2.5

3.0

3.5

4.0

4.5

5.0

5.5

6.0

6.5 Years

1. Espeland MA, et al. Diab Obes Met 2020. doi: 10.1111/dom.14254. . 2. Rosenstock J, et al. JAMA. 2019; d0i:10.1001/jama.2019.13772.
* For additional safety related information, please see the SmPC.

Participants with event (%)

40
35
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25
20
15
10
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0

&

=— Linagliptin = Glimepiride
HR 0.17
(95% CI
0.110.28)
00 05 10 15 20 25 30 35 40 45 50 55 60

These findings are consistent with the
overall study population*#, in which the
risk of hypoglycemia was lower with
linagliptin than glimepiride in all
prespecified categories of severity.

t Moderate: Investigator-reported episode of symptomatic hypoglycaemia with plasma glucose <70 mg/dL; Severe: Requiring the assistance of another person to actively administer carbohydrate, glucagon,

or other resuscitative actions.

¥ Risk for moderate or severe hypoglycaemia in the overall study cohort was lower with linagliptin than glimepiride (HR=0.18 [95% Cl 0.15,0.21]; P=0.23 for treatment-by-age-group interaction)
# Because the confirmatory test for superiority of the primary outcome, 3P-MACE, in the overall population was not significant (p=0.76 for superiority), all subsequent analyses are considered exploratory.

Cl: confidence interval; HR: Hazard ratio

32

6.5 Years




NC CAROLINAZ®: linagliptin chirng minh tinh an toan tim mach dai han vé’i nguy_ ...

co’ ha PH thap hon glimepiride ™2

Demonstrated long-term Lower risk of
flatl ig%2
CV safety profile hypoglycaemia Modestly lower
body weight$2

(vs glimepiride)
(vs glimepiride)

HR 0.98 (95% C1 0.84, 1.14); P=0.76* (vs glimepiride)
Incidence of hypoglycaemic events
was lower with linagliptin versus Weighted mean between-
glimepiride across all predefined group difference of -1.54 kg
hypoglycaemia-severity categories* (95% CI -1.80, -1.28)**

* CAROLINA® included 6,033 patients with one or more of the following: a) previous vascular disease, b) evidence of vascular-related end-organ damage, c) age: > 70 years and d) > 2 CV risk factors (smoking, hypertension, T2D
duration > 10 years, dyslipidemia).

t The CAROLINA® primary endpoint was defined as non-inferiority of Trajenta® vs glimepiride in time to first occurrence of CV death, non-fatal Ml, or non-fatal stroke. The primary endpoint occurred in 356/3,023 (11.8%) and
362/3,010 (12.0%) patients in the linagliptin and glimepiride groups, respectively (HR: 0.98 (95% Cl, 0.84, 1.14). A sequentially rejective multiple test procedure was applied, first testing the primary hypothesis of noninferiority for
linagliptin (p<0.001), and, only if this first test was significant, followed by 2 parallel confirmatory superiority tests (not statistically significant; p = 0.76).

¥ Percentage of patients experiencing a hypoglycaemic event was 10.6% for linagliptin and 37.7% for glimepiride (HR 0.23 (95% Cl, 0.21, 0.26) non-inferiority p<0.0001). Kaplan-Meier estimate; HR and 95% Cl derived from Cox
regression with factor treatment; 2-sided p-value.

§ Because the confirmatory test for superiority of the primary outcome, 3P-MACE, in the overall population was not significant (p=0.76 for superiority), all subsequent analyses are considered exploratory.

# P value for superiority. Hazard ratio for time to 3P-MACE based on Cox regression analyses in patients treated with at least 1 dose of study drug.

**Based on MMRM including treatment, week repeated within patients, week by treatment interaction, continuous baseline weight and baseline weight by week interaction.

1. Marx N, et al. Diab Vasc Res. 2015;12:164-74. 2. Rosenstock J, et al. JAMA. 2019; doi:10.1001/jama.2019.13772.
Cl: confidence interval; CV: cardiovascular; HR: Hazard Ratio; MI: myocardial infarction.




I ——————————————————————————————————.—SS
Tom tat

e BN DTD cao tudi thudng cé su phirc tap trongbénh canh [ém
sang, tinh an toan liéu phap diéu tri |a van dé can can nhac

e  Thir nghiém CARMELINA® va CAROLINA d3 chirng minh tinh
an toan trén tim mach va than dai han cda linagliptin sv

placebo/ glimepiride trén phd rdng BN DTD tip 2 tir giai
doan s&m hay da cd nguy co cao bénh tim mach va/hoac

bénh than *1-2 D liéu nay cho thay tinh hiéu qua - an toan & don gian
AL o . cUa linagliptin cho phd réng bénh nhan DTD tip 2, dac
e  Phan tich duwdi nhdm trong CARMELINA® & CAROLINA trén biét trén BN cao tudi

BN cao tudi cho thay rang3:

* Linagliptin khéng lam tang nguy co’ cac bién cd tim mach, suy
tim hodc cac két cuc xau trén than, gdm nhirng bénh nhan > 75
tudi, va

 Linagliptin lam gidm HbA,, twong tw glimepiride vdi ti 1& bién
c6 ha dudong huyét tuong tu véi placebo, it gdy nguy co ha PH
sv glimepiride, trén moi nhém tudi'.

* CARMELINA® included 6,979 patients with albuminuria & previous macrovascular disease, and/or impaired kidney function with or without CV comorbidities.

+ Hypoglycaemia was reported for < 65 years: 403 (27.5%) patients on linagliptin and 425 (28.3%) patients on placebo; for 65 to < 75 years: 429 (30.5%) patients on linagliptin and 423 (30.3%) patients
on placebo; for 75 to <80 years: 141 (35.1%) patients on linagliptin and 117 (29.5%) patients on placebo; for > 80 years: 63 (28.6%) patients on linagliptin and 59 (30.7%) patients on placebo.

1. Rosenstock J, et al. JAMA 2019; 321: 69-79. 2. Rosenstock J, et al. Cardiovasc Diabetol 2018; 17:39. 3. Cooper M, et al. Diabetes Obes Metab. 2020; 1-12.
CV: cardiovascular.




KEEP IT \

Simplicity is the
ultimate sophistication

Leonardo Da Vinci




Cac thudc udng cé thé duoc chi dinh diéu tri bénh nhan DTD2 cao tudi

Anti-hyperglycemic

class

Biguanides
Metformin

Thiazolidinediones

Pioglitazone

Sulfonylureas
Glibenclamide
Glicazide
Glimepiride
Glipizide
Meglitinides:
Netaglinide
Repaglinide

DPP-4 inhibitors
Alogliptin
Linagliptin
Sitagliptin
Saxagliptin
Vildagliptin

Mechanism of action

Insulin sensitizer agent, lowering
glucose concentration by reducing
hepatic gluconeogenesis

Insulin sensitizer agent, influencing
transcriptional processes by
activation of PPAR-y

Insulin secretagogue agents, acting
on SUR subunit of ATP-sensitive
K+ channels in pancreatic beta
cells

Insulin secretagogue agents,
enhancing early phase of insulin
secretion

Incretin enhancer agents, they
inhibit the DPP-4 enzyme extending
GLP-1 life-time, leading to
increased insulin secretion and
decreased glucagon secretion in a
glucose dependent manner

General characteristics

First line agent in type 2 diabetes.
Good efficacy, low cost, no risk of
hypoglycemia
Good efficacy, low cost, no risk of
hypoglycemia

High efficacy, low cost. Short-acting
ones preferred in older patients

High efficacy in lowering
postprandial glucose levels, low
cost. Safe in advanced renal
disease with dose adjustment

Intermediate efficacy, neutral effect
on weight, well-tolerated, no risk of
hypoglycemia in monotherapy,
proven cardiovascular safety,
intermediate cost

Potential side effects

Gastrointestinal symptoms,
rare lactic acidosis

Weight gain, fluid retention,
increased risk of bone
fracture and bladder cancer

Hypoglycemia, weight gain

Hypoglycemia, weight gain

Potential risk of pancreatitis.

Saxagliptin is associated
with higher risk of heart
failure hospitalization

Contraindications

GFR* < 30
Dose reduction if GFR
30-45

CHF (NYHA class lI-IV),
DKA

Severe kidney or liver
disease. Long-acting ones
should not be used in elderly

DKA, adrenal insufficiency,
hypopytuitarism

Previous episode or risk of
pancreatitis. Dose
adjustment in moderate to
severe kidney disease
except for linagliptin.
Saxagliptin is
contraindicated if

GFR* < 15

Front Endocrinol (Lausanne) . 2019 Feb 18;10:45. doi: 10.3389/fendo.2019.00045.



Cac thudc udng cé thé duoc chi dinh diéu tri bénh nhan DTD2 cao tudi

Anti-hyperglycemic
class

SGLT2 inhibitors
Canaglifiozin
Dapaglifiozin
Empaglifiozin

GLP-1RAs short-acting
Exenatide

Lixisenatide

GLP-1RAs long-acting
Albiglutide

Dulaglutide

Exenatide LAR
Liraglutide

Semaglutide

Mechanism of action

Glycosuric agents, they inhibit the
Na/Glucose renal cotransporter on
kidney proximal convoluted tubule,
increasing urinary glucose
concentration, and favoring osmotic
diuresis

Incretin analogs, activating GLP-1
receptors, thus promoting insulin
secretion and decreasing glucagon
secretion in a glucose dependent
manner, slowing gastric emptying
and favoring sense of satiety

General characteristics

High efficacy, reduced body weight
and blood pressure, no risk of
hypoglycemia, benefit on
cardiovascular and renal outcomes,
high cost

High efficacy, no risk of
hypoglycemia, weight loss,
once-daily or once weekly injection,
benefit on cardiovascular outcomes
(liraglutide, semaglutide, and
albiglutide), high cost

Potential side effects

Mycotic genital infections,
de-hydration, orthostatic
hypotension, increased risk
of DKA, lower extremities
amputations (canaglifozin),
bone fracture

Nausea, vomiting, diarrhea,
modestly increase heart
rate, potential risk of
pancreatitis and thyroid
cancer, gallbladder stones

Contraindications

GFR* < 30. If used with
diuretics dose adjustment is
needed

Previous episode or risk of
pancreatitis, thyroid cancer,
multiple endocrine neoplasia
syndrome type 2 (MEN 2),
severe kidney disease or
dialysis (liraglutide and
dulaglutide can be used
until GFR* > 15)

Front Endocrinol (Lausanne)

. 2019 Feb 18;10:45. doi: 10.3389/fendo.2019.00045.




