How do DPP4is Matter the
Early Stages of the T2D
Journey ?
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Person-centered treatment: Comorbidities and treatment goals

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)

el i

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (in addition to comprehensive CV risk management)* @
+ASCVD! +Indicators of high risk +HF +CKD Glycaemic Management: Choose Achin!tmt and Maintenance of
Defined differently across While definitions vary, most Cutrent of prior €GFR < 60 ml/min per 1.73 m* OR approaches that provide the Weight Management Goals:
CVOTs but all included comprise = 55 years of age symptoms albuminuria (ACR = 3.0 mg/mmol efficacy to achieve goals: v i
individuats with established with two or more additional of HF with (30mo/). These measurements 1 O Agonta el (L seindiguatsed weihtmansgement gosts |
VD (e.g. ML stroke, any risk factors (including obesity, documented may vary over time; thus, 3 repeat COMBINATION therapy that ptwid’l ;” 1 3
revascularisation procedure). hypertension. smoking HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY to achieve | MMW hmnwm
Variably included: conditions idaemi ot and maintain treatment goals [
such as transient ischaemic ) i | therapy/eating patterns/ weight management
attack - (:mider avoidance of hypoglycaemia 3 | physical activity ‘ programme
avpotation. smlm +CKD (on maximally tolerated dose priority in high-risk individuals e -
, . -~
ST ey SR I Consider medication ‘ ’ Consider metabolic
s/ nan’ PREFERABLY Ingeneral. g ey apprches aien | [ s
% ; have greater likelihood of achievi
it with 5
ssm' ; mﬂ@md glycaemic goals When choosing glucose-lowering therapies: I .
c d ° I +ASCVD/Indicators of High Risk - Efficacy for glucose lowering Consider regimen with high-to-very-high dual G yce m | C
a r I O re n a 20 mUmin per 1.73 m'; once initiated Iluhgl:.‘tz'('g:; - glucose and weight efficacy
GLP-1 RA" with proven SGLT2i* with proven should be continued until initiation .
RiSk Reduction st i B~ e B st Eff tl ight COntrOI
" ; Insulin icacy for weight loss
e o - At e o
e |
{ High: High:
1f HbA, above target, for patients 6LP-1 Rs{“(]-;; m:mmn med-
R R B = on S6LT2i, consider incorporating 3
« For patients on a GLP-1 RA consider adding SGLT2i with GLP-1 RA or vice versa Intermediate: GLP-1RA (not listed above), S6LT2i
proven CVD benefit or vice versa / DPP-&i Neutral:
L = _ DPP-4i, Metformin
v l v
( If additional cardiorenal isk reduction or glycaemic lowering needed e If HbA,, above target ]

ACEi, Angiotensin-Converting Enzyme Inhibitor; ACR, Albumin/Creatinine Ratio; ARB, Angiotensin Receptor Blocker; ASCVD, Atherosclerotic Carfiovascular Disease; CGM, Continugus Glucose Manitoring; CXD,
Chronic Kidney Disease; CV. Cardiovascutar; CV0, Cardiovascutar Disease; CVOT, Cardiovascular Outcomes Trial, DPP-4i, Dipeptidyl Peptidase-4 Inhibitor; eGFR. Estimated Glomerular Filtration Rate: GLP-1 RA,
Glucagon-Like Peptide-1 Receptor Aganist: HF. Heart Failure; HFpEF, Heart Failure with preserved Ejection Fraction; HF(EF. Heart Failure with reduced Ejection Fraction; HHF, Hespitalisation for Heart Faslure:
MACE, Major Adverse Cardiovascular Events: M, Myocardial Infarction: SDOH, Social Determinants of Health: SGLTZ1, Sodium-Glucose Cotransparter-2 inhibitor; T20, Type 2 Diabetes; 120, Thiazolidinedione.

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
+ Identify and address SOOH that impact on achievement of goals

* In people with HF, CKD, established CVD or multiple risk factors for CVD the decision to use a GLP-1 RA or SGUT2i with proven benefit should be independent of background use of metformin; A strong
recommendation is warranted for people with CVD and 3 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 T20 may be better tolerated and simitarly effective; § For S6LTZ, CV/
renal outcomes Irials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, ML, HHF and renal outcomes in individuals with T20 with established/high risk of CVD;

¥ For GLP-1 RA. CVOTs demonstrate their efficacy in reducing composite MACE. CV death, all-cause mortality, ML, stroke and renal endpoints in individuals with T20 with established/high risk of CVD.
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Delayed intervention is associated with an increased risk of complications

Percent increase in CV events in patients with a 1-year delay in
*: retrospective UK study (N=105,477)

67% 51% 62%
(95% CI 1.39, 2.01) (95% Cl 1.25, 1.83) (95% CI 1.40, 1.91) (95% Cl 1.46, 1.80)

Myocardial Composite of
infarction MI, HF or stroke

*Following adjustments for various confounding factors, p<0.01 for all HR
HbA,,, glycated haemoglobin; HF, heart failure; MI, myocardial infarction
Paul SK et al. Cardiovasc Diabetol 2015;14:100
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UKPDS 35 demonstrated that elevated HbA1lc level is strongly associated with
an increased risk of complications

A prospective observational study evaluating the relation between glycemic level and the risk of macrovascular or microvascular complications with T2D patients

Incidence rate of myocardial infarction Each 1% reduction in HbAlc was associated with
and microvascular endpoints reductions in risk of 21% for any end point related
1 Any end point related to diabetes
LI Myocardial infarction g
@ Microvascular end points m P<0.0001
E =
5 P
60 T i

Adjusted incidence per 1000 person years (%)

21% decrease per 1%
reduction in HbA;,

55 5 6 7 8 9 10

Updated mean haemoglobin A4, concentration (%)

0 Reference category (hazard ratio 1.0) is HbAlc <6% with log linear scales.
5 6 7 8 9 10 1 . . . .
*End points included deaths related to diabetes, all cause mortality, Ml, stroke,
Updated mean haemoglobin A;, concentration (%) peripheral vascular disease, microvascular disease, HF and cataract extraction
~\ Boehringer ] ) '
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The Earlier, the Longer

Increased Survival with Earlier Glycaemic Reduction

50 year old male with newly-diagnosed T2DM and HbA,. 8 %
Modelled data

HbA,. reduced to 7% from diagnosis

HbA,. reduced to 7%
after 10 years

Ukpds)
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Prevalence of diabetes is increasing worldwide

Patients with diabetes in each region between 2019 and 2045 (aged 20-79 years)

55.9 %

Uncontrolled in Taiwan in 20182

Number of patients, millions m2019 2045
North South and Europe Middle East Africa South East Western 44.1%
America Central and Asia® Pacific*
and America North Africa*
Caribbean 37.3%
212 [
153 163 , 21.1%
108
88
63 68

48 g B = 55 47

| N IE
| |

AlC <7%
2002 W2006 W2011 E2018
*Comprising 21 countries; TComprising Bangladesh, Bhutan, India, Maldives, Mauritius, Nepal and Sri Lanka; ¥Comprising 36 countries, including Japan, South Korea, Brunei Darussalam, Indonesia and Malaysia

International Diabetes Federation. IDF Diabetes Atlas. 9th edn. 2019. https://www.diabetesatlas.org/ (accessed Apr 2022)
2018 BRI AR [ HEMS ~ s B s A 9T
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https://www.diabetesatlas.org/
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Earlier combination therapy may improve achieving to treatment target

A retrospective analysis from the UK CPRD Database (2004—-2006; Follow-up to 2011) highlighting median time to intensification and
mean HbA,  at intensification in patients with T2DM treated with 1 or 2 OADs with intensification to 2 OADs or insulin, respectively

10
g
E\i Treatment failure
& 84 \ g Noialoi. XA N Nl N B
o)
T
7_ ................................................................................................................................................................................. . .
Early combination therapy
R
L
= 5
Diagnosis +5 years +10 years +15 years
Qﬂﬂl ;);](:'L;!]||]1]("Il$]l](l| . Del Prato S, et al. Int J Clin Pract 2005;59:1345-55. Du ration Of Dia betes TfajEﬂta 7Tfaj9ﬂtaDUO
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newly diagnosed with T2D, the initial combination of linagliptin and
metformin substantially improved glycemic control

Baseline HbA1lc

>95%

8.5-9.5%
Patients (n}) | 20

D —
E
2
1
=
(o]
S
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H & g
= -1.6%
o L
E £
8E 3 -2.4%
2=
=
z8

B linagliptin/metfotmin

J Diabetes Investig. 2017 Sep 16;9(3):579-586.
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-3.3%

Linagliptin

100.0%

50.0%

0.0%

metformin titrate
to 1500-2000mg /day

88.7%

9.7%
]

1000 mg 1500 mg 2000 mg

Combined metformin titration dose

Irajenta J Trajen_taDuo
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Trajneta Duo was well tolerated in newly diagnosed with T2D who
had marked hyperglycemia

Patients (%) Linagliptin/ Linagliptin
metformin (n = 63)
(n = 62)
P o~ oz Improve glycemic control without weight
Drug-related adverse event 87 48 . .
Sen’gus adverse event 16 16 galn and hypoglycemla
Death 00 0.0
G N 15 5 Low treatment discontinuation
Adverse event leading to discontinuation 00 16
Adverse events of special interest” .
Hepatic adverse events 32 48 Comparable Gl tolerance vs Trajenta
Hypersensitivity reactions 16 32
Gastrointestinal disorders® 129 127
Adverse events with an incddence >5.0% in either group®
Dyslipidemia 177 302
Urinary tract infection 97 127
Headache 6.5 48
Hypoglycemia' 65 48
Back pain 65 32
Hypertension 6.5 00
Upper respiratory tract infection 43 79
Hyperglycemia 32 12.7

] Diabetes Investig. 2017 Sep 16;9(3):579-586.

{1V ngelnetm: Trajenta ./ TrajentaDuo

Ingelheim
PC-TW-105985-19-Dec-2023



Trajenta demonstrates efficacy independent of
and

Monotherapy Dual combination con;rlgliﬁlaetion m

i Met Add-on Add-on Add-on Add-on to Add-on to
International ineligible™ to Met™ to SU™ to Pio™® Met + SU™ basal insulin™®

Adjusted mean change
in HbA1c (%) vs placebo

-1.0 -

p<0.0001 for all studies versus baseline

Mean baseline
HbA, (%) 8.0 8.1 8.1 8.1 8.6 8.6 8.2 8.2 8.3 8.3

Treatment duration: *24 weeks. 118 weeks. $12 weeks
HbA1c, glycated haemoglobin; Met, metformin; Pio, pioglitazone; SU, sulphonylurea
1. Del Prato S et al. Diabetes Obes Metab 2011;13:258; 2. Barnett AH et al. Diabetes Obes Metab 2012;14:1145; 3. KawamoriR et al. Diabetes Obes Metab 2012;14:348; 4. Taskinen MR et al. Diabetes Obes Metab 2011;13:65; 5. Lewin Al et al. Clin Ther

2?32;%4:;909; 6. Gomis R et al. Diabetes Obes Metab 2011;13:653; 7. Owens DR et al. Diabetic Med 2011;28:1352; 8. Yki-Jarvinen H et al. Diabetes Care 2013;36:3875; 9. Diabetes Care. 2013 Dec; 36(12): 3875-3881.
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“Increasing adherence
Adherence may have a far greater impact
than any improvement in
specific medical treatments”

(World Health Organization)

Irajenta’ J TrajentaDuo
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And then, the critical point of goal achievement...

The importance of drug adherence in T2DM

Adjusted™ HbA, (%)

8.8

7.2

6.4

56 -

4.8 -

4.0

Rozenfeld Y, et al. Am J Manag Care. 2008;14:71-75.

Boehringer
IV Ingelheim

Non-adherence: major contributor to lack of goal achievement

10 20 30 40 50 60 70
Adherence (%)

*Adjusted for baseline A, and the oral diabetic medication regimen.
OHA:oral hypoglycaemic agent

PC-TW-104205-Sep-07-2022

80 90 100

Irajenta J TrajentaDuo
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Non-adherence to glucose-lowering therapy may increase risk of mortality and
hospitalisation

In a retrospective cohort study, non-adherent patients tended to be younger and with fewer
comorbidities compared with adherent patients

Patients
Non- Total All-cause mortality All-cause hospitalisation
adherent, % ota
Overall 21.3 11,532 —— @
Antihypertensives 19.1 6217 —@—i @
Statins 24.8 6486 —e— —@—
| gl | '

Oral glucose-lowering 203 7383 o
therapy

0.5 1 2 4 0.5 1 2 4

D Favours Favours - D Favours Favours -

adherence non-adherence adherence non-adherence
Ho PM et al. Arch Intern Med 2006;166:1836

() Mhnn: Trajenta  TrajentaDuo
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DPP-4 inhibitors demonstrate and in
real-world patients

JMDC database, N= 40908

Persistence with monotherapy schedules of index antidiabetic drug classes

1,200 -
1,000
&
S ©
5= 800 -
E O
s &
&2 600 -
o E 582
> 3
2 400 A 471
384 400
200 - 280
161
O T T T T T T
DPP-4i BG sU -Gl TZD Glinide SGLT-2i

Adapted from table 2. Nishimura R, et al. BMJ Open. 2019;9(3):e025806.
a-Gl: a-glucosidase inhibitor; BG: biguanide; DPP-4i: dipeptidyl peptidase-4 inhibitors; JMDC, Japan Medical Data Center; MDV: Medical Data Vision; pts: patients; SGLT-2i: sodium-glucose cotransporter-2 inhibitor; SU: sulfonylurea; TZD: thiazolidinedione; UT: untreated.
Nishimura R, et al. BMJ Open. 2019;9(3):e025806.

~\ Boehringer Trajerlta 7TrajentaDUO
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Trajenta has the high persistence rate in 12-month following
upUS real world database

US Clinformatics Database,

OAD instruction
155,345 T2D patients are selected and enrolled . ]
Metformin g.d.-t.i.d.
12-month follow-up With Meal
60
SU/Glinide g.d - t.i.d.
5 50 Before Meal
5 a-Gl t.i.d.
= 40
: Before Meal
2 30 33.6 or After Meal
< . Linagliptin q.d.
£ Anytime
= 10 }
GLP-1RA Injection
0
Linagliptin Other DPP4i Metformin Sulfonylureas GLP-1RA
Persistence may be considered
Boehringer Ppatorno E, et al. ADA 2015, Poster 1707-P. :Trajenta' ) TrajentaDuo
l”ll Ing Llhum ' S R
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Adherence interventions has strong relationship with psychosocial attributes
worsen diabetes status over time

Psychosocial attributes, most notably diabetes-related emotional distress, contribute to difficulty with
diabetes self-management, poor glycemic control, and worsening diabetes status over time

30% T
L]
s £
£ &
= 3 - Sel-Reported
2 S 20% - - .
,.E E 15.4% | Self-Management
v
E T S 4 ; — Low{{=1} N=454
3 - . » —— Medium (2-3) N=754
- - 1
x B oI0% 4 529% . - =1L i High (4-5) N=448
= o T I :
E =) _ " b ¥ <
=% g - -
‘{ H -
Nonc Mild/Madcrate Seveme
Diabetes-Specific Emotional Distress
Patient Educ Couns. 2012 Apr;87(1):74-80.
Gl mgelhetn: 38 Trajenta’ .7 TrajentaDuo
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Preserve beta-cell
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Unique feature in Asians

IS
also a distinctive characteristic

 Asians are known for

* Asians have a higher risk of
developing diabetes due to
genetic defects affecting insulin
secretory function and B-cell
mass

 Asians could benefit from
treatment that

Endocrinol Metab (Seoul). 2015 Sep; 30(3): 263—-269.

Markedly increasing
prevalence of diabetes

Increased prevalence of /Lh

ischemic stroke

Increased prevalence of
retinopathy

Relatively lower incidence
of coronary heart discase

Decreased msulin secretory
function relative to insulin _
resistance

Propensity for visceral
obesity within same body
mass index

Small pancreaticbeta

cell mass Increased prevalence

of microalbuminuria
High carbohydrate intake

Young age-onset of diabetes

Trajenta’ ./ TrajentaDuo
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4595349/

Natural history of type 2 diabetes:

Preserving beta cell might be noticed as earlier as possible!

Beta cells eventually fail to compensate
for insulin resistance, resulting in glucose
intolerance and fasting hyperglycemia
and overt diabetes,

When T2D diagnosed,

was already lost
with a further loss of 4-5% expected
each year

POSTGRADUATE MEDICINE 2020, VOL. 132, NO. 8, 676-686

~\ Boehringer
IIHI Ingelheim

Glucose (mg/dL)

Relative Amount

— N N
(9] o [
=i

Prediabetes (IFG, IGT)

cl'?iabete.s
lagnosis Fasting glucose

Insulin resistance

’ Trajenta J TrajentaDuo
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Trajenta potentially benefits Beta-cell function with improving HOMA-%B

25
& R - B (inagliptin 5 mg
© 1
. . < 20
* At Week 24, the observed improvements in S s E= Placebo
HbA1lc and FPG were significantly greater for »2s 7
: . : +H = €
Linagliptin compared with placebo c— £ 15
© =
(p<0.0001) & =< 7
* Linagliptin significantly improved HOMA-%3, s8E 10
. Q —
as a marker of B-cell function 2
T 2
< 5
| J
16.53"
0 95% Cl: 7.49, 25.58
P=0.0003
A pooled analysis of six randomised, 24-week, PBO-controlled, phase Ill trials of LINA 5 mg qd was
1. 2022 EHERAARHIES| 2. Diabetes Obes Metab 2014;16:1036 performed in 2701 patients with T2D (LINA, n=1905; PBO, n=796)
GlIW tmgelneion: Trajenta ./ TrajentaDuo

IV Ingelheim
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Trajenta significantly improve glucose metabolism and pancreatic B-cell
function, and reduced T2D incidence in subjects with prediabetes

PRELLIM study
Evaluate the effect on glucose tolerance, pancreatic B-cell function and T2D incidence in prediabetes pts.

=] Metformin 850 mg (M, n=70) vs Lingaliptin + Metformin 2.5/850 mg (LM, n=74)

@88 Prediabetes T2D

(@) 24 months of follow-up t ‘
C -~ M ~~ LM F —_ M
PO [ Basal 20-
25- * . L 10000 = 6m HR 4.0 (95% CI 1.24-13.04), p 0.020
* |
=
2 l 12m -
204 o8 8000 1 g . 15 .
~ E o' L
¥ SRR | i
20 43 - 28 6000+ o 10
e g 9’3 :[' o X |
= g3 & 3
= O = L) 1
E § 10 T x 40004 T = g — !
& 8 S g : 3 - ! -t LM
8 054 5 € 2000 pommm s
S 2 ! ! |1 ==/ =-. | |\ &=, 44l preasoe= »
0 : . .
00 T T Y T T Q 0 T T L] [ 12 18 24
Basal ém 2m 18m “Am ol LM M Monthe
Metabolism. 2020 Mar;104:154054 *Trajenta is not approved for pre-diabetes treatment
Gl tegeinetss” Trajenta ./ TrajentaDuo
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DPP4is improves B cell function, Trajenta showed improvement in pancreatic
beta cell function

A meta-analysis of 52 RCTs showed that DPP4i as monotherapy or add-on therapy significantly improved
B cell function'

Linagliptin + metformin + lifestyle modification improved glucose levels during OGTT and pancreatic B-
cell function in patients with persistently impaired glucose tolerance after 6 months?

= M Group B LM Group
-~ M basal -8 LM basal n p 0.003
- MBmonth - LM6 month i i §
2201 g
g *# € ,) E.g 1.0+
2 1804 Z x TS
F s o 2§ o5
g 3 £ g{
o FRG .
1004 2] 52 0.0-
g 5 == 5 ° .
g < ﬂ.l
80- T T T T T -1 T < -0‘5 1
(1] 30 60 90 120 0-6m 0-6m
Time (min} Follow-up Follow-up

Figure (a) Glucose levels during OGTT at basal and after 6 months (b) insulin sensitivity and (c) pancreatic B-cell function from 0 to 6 months between the study groups
M group, Metformin group; LM group, Linagliptin + Metformin group. * p<0.05 for comparisons in LM group between basal and 6 months, # p<0.05 for inter-group
comparisons at basal (0 months).

1. Lyu X, et al. Sci Rep 2017;7:44865. 2. Alvarez-Canalez M, et al. Sci Rep 2021;11:8750.
DPP4i, dipeptidyl peptidase 4 inhibitors; OGTT, oral glucose tolerance test; RCT, randomised control trial.

=\ Boehringer 1rajenta is not approved for pre-diabetes treatment
IIHI lnf:vllw_‘i‘m
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The concept for the management of type 2 diabetes with a paradigm to “beta
cell-centric”

are a unique class of drugs which

. ) . Incretin drugs
restore islet function, a core deficit of T2DM, by 3
" Enhance incretin effects
Expert Opin Pharmacother. 2020 Sep;21(13):1565-1578 Indiract effects

/ \ Direct effects
» Glucose-dependentinsulin

i . . ] o secretion £ Beta cell apoptosis §
Linagliptin protected from gluco-, lipo-, and cytokine-toxicity - Glucagon secretion § Beta cell proliferation g ?
and stabilized active GLP-1 secreted from human islets. * Weight neutral or reduction

This provides N\

Correction of hyperglycemia/gtucose toxicity
Excess insulin secretion §

J Clin Endocrinol Metab, July 2013, 98(7):E1163—-E1172 \

Preservation/Improvement of
Beta cell workicad § —»

functional beta cell mass

EXPERT OPINION ON PHARMACOTHERAPY 2020, VOL. 21, NO. 13, 1565-1577

~
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With Trajenta, fewer patients initiated or increased insulin dose

."\:- CARMELINA P LY . N §
| S {7 Trajenta }JATE -
Initiation or dose increase of insulin

e ) 3 e S AR SNE B R A

(95% Cl 0.65, 0.81)
p<0.0001

Placebo

Linagliptin

N
o
1

Participants with event (%)
[N
o

O - T T T T T T 1
0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5
No. at risk Years
Placebo (n) 3,485 3,203 2,913 2,263 1,590 1,024 613 220
Linagliptin (n) 3,494 3,271 3,072 2,411 1,746 1,140 676 242

Treated set, Kaplan-Meier estimate. Hazard ratio and 95% Cl based on Cox regression model
Rosenstock J, et al. JAMA 2019; 321: 69-79.

~\ Boehringer
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% Patients Initiating New Glucose-Lowering Medications During Study

Insulin?
% 28%

Any Glucose-Lowering Therapy’

%
30 28.2 28.1 30
20 16.7 17.3 16.5
20 In all population In all population
HR=0.76 10 HR=0.72
(0.69,0.84) (0.65,0.81)
P<0.001 P<0.001
10 0
< 65 Years 65 to < 75 Years > 75 Years < 65 Years 65 to <75 Years 2 75 Years
o o 0 HR (95% ClI) HR (95% ClI) HR (95% ClI)
HR (:'r;f a HR (:'r;g’ ) HR g’:g’ ) 0.67 0.69 0.64
(0'62' 0.83) (0'67' 0.90) (0_68' 1.07) (0.50, 0.91) (0.51, 0.93) (0.41, 1.02)

B Trajenta® M Placebo W Trajenta® M Placebo
t 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.

Patient Number: <65 Years: Trajenta: 1467, Placebo:1501 ; 65 to < 75 Years: Trajenta:1405, Placebo:1395; > 75 Years: Trajenta:622 , Placebo:589

11V mgetneron J Trajenta J TrajentaDuo
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Early treatment with dipeptidyl-peptidase 4 inhibitors reduces glycaemic variability and
delays insulin initiation in type 2 diabetes: A propensity score-matched cohort study

DPP4i users enrclled in Risk Assessment and
Management Programme for Diabetes Mellitus
(RAMP-DM) (2007-2013)
{n=103,744)

= History of insulin use (n=26,144)
+ History of DPP4i use {n=4,720)

Patients with type 2 diabetes
(n=71,610)

* Mon-type 2 diabetes (n=1,190)
* Norecord of diabetes duration (n=80}

+ Enrolment in 2019 (n=13,125)

» Follow-up period <1 year (n=9,543)

* Post-index HbAlc measurement < 5 times
{n=13,449)

Patients with no missing baseline data

= Missing baseline data (n=11,348)

= Duration of DPP4i use <20 days (n=1414)

+ Mo pre-index use of oral anti-diabetic drugs
{n=606)

+ Age <18 years old (n=1)

(n=22,181)
DPP4i initiation at diabetes duration >5 years
[n= 18,853)
W
Early DPP4i Intensification Late DPP4i Intensification
(Diabetes duration =2 years) {Diabetes durabion 3-5 years)
(=922} {n=2,606)
[ 1:1 propensity score matching (caliper=0.1)
1
Early DPP4i Intensification Late DPP4i Intensification
(Diabetes duration =2 years) [Diabetes duration 3-5 years)
(n=908) (n=908)
Boehringer

IIHI Ingelheim

Diabetes Metab Res Rev. 2023 Aug 26;e3711.

N | weanEtem

o |11 EIEIE 30N Tl
a | PHsabAE ( BERRE 0-2 EHARIEYR DPP4i ) (n=908)
- MREATR(EIAREE ( HEFRIE 3-5 FHAMEIEEYA DPP4i ) (n=908)
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Early DPP4i intensification delayed insulin initiation and displayed stable
glycemic control

Early intensification group had 29% lower risk of

|rlsulm initiation vs late group The trajectory of mean HbA1c after DPP4i intensification in
0.751 HR (95%Cl) early and late intensification groups
-~ Diabetes duration 3-5 years 1.00 (reference)
5 — Diabetes duration 0-2 years 0.71 (0.58-0.86)"** 85
E . T NS L
g- B.SO- 49.9 ffCl =
&
o
2
= 0.251 80
5 €
O -
<
L
2= e4
D.DD' 7.5q
0 2 4 6 8
Follow-up (years) Years from diabetes diagnosis at DPP4i initiation
Number at risk 4= 0-2years
m— | 908 794 380 120 27 7.01 b B
w908 801 396 164 46
0 2 4 3] 8 0 6 12 18 24 30 36 42 48 54 60 66 72
Follow—-up (years) Time since DPP4i initiation (Months)
R

THbALc variabilityscore (HVS)
Diabetes Metab Res Rev. 2023 Aug 26;e3711.
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Patient profiles who would benefit most from DPP4i treatment

Frail patients

Patients with

markers

Patients with
LADA

Older patients

Patients at high CV /
low values of IR | +——— [ §]2J*Fi'lll ——— | renal risk already on

SGLT2i therapy

/ l \ Patients with recent

T2D diagnosis at low

Patients at high CV risk
risk of

Am ] Cardiovasc Drugs. 2023 Nov;23(6):601-608.

= 3

hypoglycemia

Irajenta J TrajentaDuo
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Trajenat — it %& FE

Tablet intake: 5 mg qd
independent of food

|

Absolute bioavailability:
~30%, with or without food

|

~95% bound to plasma proteins
(in essence, DPP4)*

ZPEERF B INBEA = Z T2D & A, Easy start easy control

/

~10%
(inactive)
metabolite

Metabolism:

X

~90%
transferred
unchanged

Excretion:’

>80% of orally administered
linagliptin is excreted via
the bile and gut

administered linagliptin is
excreted via
the kidneys

~5% of orally | <=

*Protein binding is concentration-dependent: 99% at 1 nmol/l to 75-89% at >30 nmol/l; tAt steady state. Note that the label statement describes single-dose analyses
that do not add up to 100% (a common effect for this type of analysis); following administration of an oral [**C]-linagliptin dose to healthy patients, ~85% of the
administered radioactivity is eliminated via the enterohepatic system (80%) or urine (5%) within 4 days of dosing

DPP4, dipeptidyl peptidase-4; DPP4i, dipeptidyl peptidase-4 inhibitor

Boehringer Ingelheim and Eli Lilly. Trajenta® (linagliptin) summary of product characteristics. 2019

Boehringer
I”Il Ingelheim 32

In contrast, for each of the other
globally-available DPP4i, 75% or
more of the drug is excreted via

kidneys.2>

Trajenta J TrajentaDuo
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Trajenta with lower drug-drug interaction risk in CYP450 fits the T2D patients
co-existing comorbidities

Carbamazepine Aprepitant Carbamazepine Aprepitant

St. John’s Wort 3A4 Clarithromycin St. John’s Wort 3A4 Clarithromycin

Phenobarbital Erythromycin Phenobarbital Diltiazem

Phenytoin Grapefruit Juice Phenytoin Erythromycin

Rifampin Itraconazole Rifampin Grapefruit Juice
Alprazolam Estradiol Ketoconazole Alprazolam Estradiol ltraconazole

Amlodipine Simvastatin

Ritonavir Amlodipine  Simvastatin Ketoconazole
Atorvastatin  Sildenafil Verapamil Atorvastatin  Sildenafil Ritonavir
Cyclosporine  Verapamil Cyclosporine  Verapamil Verapamil
W MR E Diazepam  Zolpidem EmmeiRE iR E Diazepam  Zolpidem 1EmnmgiRE
Carbamazepine Amiodarone
Phenobarbital Cimetidine
Rifampin Ciprofloxacin
Tobacco ( FAEE ) Fluvoxamine :
Caffeine Olanzapine 0/0 Free Your Prescription
Estradiol Propranolol
Haloperidol  Theophylline Trajenta® with low metabolic rate in liver, you
Imipramine ’ .
ST/ [ R a8 1 1 o 2 don’t need to worry about hepatic DDI.

(/Iﬁ\ “UL‘I]Y'ngp;-
Am Fam Physician. 2007 Aug 1;76{3):391-396.
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The earlier the better !
KB E Trajenta #ELETRTE + REIETEE start simple stay simple

Trajenta” .7 TrajentaDuo

Well tolerance, DPP4i + SGLT2i combination

)

Less pts’ education g‘
workload

Better quality of life

Gl e Trajenta ./ TrajentaDuo

Ingelheim
PC-TW-105985-19-Dec-2023
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- Glyé?ﬁggiiﬂozin/ linagliptin) PGIyxambifE‘l%?uﬁfqﬂ%fq:

- I SRR AR

§;f- BERANRESEREZESIEES) - DIAETIIE_BERKBREEFMPEIZES - 548
§ 3 bi#* metformin = ffempagliflozinElinagliptin>KEEEZE TR E MPBIEFHIE ; sSXCE&E
‘iz‘ Glyxambili £ FHempagliflozin ElinagliptinS 3§88 %& -

"1

|

Empagliflozin it ESE " BEARB B A O MEEREIRR AR AR - oIfEE

Film-coated Tablets OMEEES ECTHERE - 28 - AREIEFEFAREESE B RFREEeAamOmeE
Empagliflozin/Linaghptin EIRMRE AR AR - HEEELOMEBFEEI EC AN AE SR BEEST -

B2{R 48 1T %4 (2020.05.01E)

1. S HBRES1H -
2. PEERREIESIBERE AN SHEAmetformin - H#f Hempaglifilozinst

M/_ linagliptin} &8 =/V/NE8 - MM H=zEHDbA1C)INERRT7.5%= -
Bochringer %

B

fEZR{E: 35.15c/F8

Glyxambi ’

(empaglifiozin/

[E] linagliptin)

11V Ingelheten Trajenta’ ./ TrajentaDuo

Ingelheim _
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[e]

o

- —IHHARHSEHEA T~
TrajentaZiFZAGlyxambii’Z=ocl B E 1.2% HbA1c

-@&— Glyxambi® 10/5 mg —@— Placebo 10 mg + Linagliptin S mg
-O = Glyxambi® 10/5 and 25/5 mg -O = Matched placebo + Linagliptin 5 mg
9:0 Mean baseline HbA1c: & 2% and 8.4%
— 8.5 — F * —— —
S *—®---0---0---0---0---0---0
= 2. 80
g =
= = e i M
T I e e I s it -5 TTTOr== OO~ O===O===0
©u x
= 6.5 = Up-titration period
0_0 T T T T T T T T T T T T T
0] <1 8 12 16 20 24 28 32 36 40 41 48 S2
Week
FDC, fixed-dose combination
Kawamori R ef al Diabetes Obes Metab 2018;20:2200
Glyxambi ‘
(empaglifiozin/
@ linagliptin)
11V Ingelheten Trajenta ./ TrajentaDuo

Ingelheim k4
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° GLYXAMEBI can be taken...

...any time of day, with or without food

...by patients with eGFR =30 mlI/min/1.73 m?2
with no dose adjustment required

o=

25 mg
empagliflozin
Dapagiifiozin/ Saxagliptin/ Vildaglipting
e e
linagliptin = l
1 0 g Gr,:.t(anwtn
@ | QU R R T T R T L L I|IIII|IIIiiiiiI|

O 10 20 30 40 60 60 70 80 90 100

Glyxambi® is not recommended for use in patients with persistent eGFR <30 ml/min/1.73 m?2

Boehringer Ingelheim and Eli Lilly. Glyxambi® (empagliflozin and linagliptin) Prescribing Information 2020
Glyxambi ’

{(empagliflozin/
linagliptin)

]
T Boehringer J Trajenta J TrajentaDuo

l”ll Ingelheim k4
PC-TW-105985-19-Dec-2023



Simple
Every Day

Trajenta Prescribing Informatlcn*
§7d 175502553755

Trajenta Duo Prescribing Informationt
H' ; ;

PR

FimetforminZfAk

APPSR AT (2) B

11) C A& OF# Flinagliptinfmetforming
i ulphonylureaffy i S PERIBERATEA
i(2.5mg linagliptin / IOOOmg me\formm hvdrochlor\de A M E R

NI ;F+,-n/\

TRAJENTA DUO S

- M
inagliptin ~ metformin £ Zmiﬂmﬁiﬁ% 3 'fH.:uc-

W\JTRAJENTA DUO »
ZF =1 JllnagllpmH

SKERTH o

"‘TRAJENTADUO SR -
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) Irajenta” - Trajenta

(linagiiptin/r

(linaglintin) 5me tablets
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