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Mida toi aasta 2020

* VERTIS-CV - ertugliflosiini ohutusuuring

* DAPA-CKD — krooniline neeruhaigus

* EMPEROR-Reduced — SGLT2i ja
sudamepuudulikkus

* SCORED - KV ohutus ja krooniline neeruhaigus

* SOLOIST-WHF —sudamepuudulikkus
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VERTIS CV uuringu sonum

e Erinevalt teistest SGLT-2 inhibiitoritest ei vahendanud
kardiovaskulaarset riski

e Sarnaselt teistele SGLT-2 inhibiitoritele

* vahenes hospitaliseerimine sidamepuudulikkuse tottu

e Kroonilise neeruhaiguse progressioon, kasutades teistes uuringutele sarnast
tulemusnaitajat

Ertugliflosiin on ohutu ja omab toenaoliselt sarnast moju teistele
SGLT-2 inhibiitoritele



DAPA-CKD uuring (dapagliflosiin)

Heerspink et al. 2020, NEJM

Key inclusion criteria: Key exclusion criteria:
« 218 years of age » Type 1 diabetes
« eGFR 25 to 75 mL/min/1.73 m? » Polycystic kidney disease, lupus nephritis, ANCA-associated
« UACR 200 to 5000 mg/g (22.6 to 565 mg/mmol) vasculitis
» Stable maximum tolerated labelled dose of ACEi or ARB for * Immunosuppressive therapy within 6 months prior to
>4 weeks (if not contraindicated) enroliment

Randomization (1:1)

Screening Dapaglifiozin 10 mg once daily

N=4303 | 4 | ITT principle; 681 events needed for 90%
| L/ power to detect 22% relative risk reduction
for the primary composite outcome

Matching Placebo once daily

-2W Day0 2W 2M 4M 8M | Study End Date Study Closure Visit
Visits every 4 months Within 6 weeks
CREDENCE
eGFR 30 = 90 ortional hazard model stratified by type 2 diabetes and UACR and adjusted for eGFR
Albuminuuria 300 — 5000 mg/g ( | )DAPACKD

EASD 2020, 532



eGFR langus >50%, loppastme neeruhaigus,

surm neeru- voi suidamehaiguse tottu
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DAPA-CKD uuringu sonum

SGLT2-inhibiitor dapagliflosiin vahendab kroonilise neeruhaiguse
olemasolul

* selle progressiooni,

 kardiovaskulaarset suremust voi hospitaliseerimist
sidamepuudulikkuse tottu ja

e Uldsuremust

ka ilma diabeetida patsientidel!

Type 2 diabetes
Yes 152/1455 229/1451 —a—
No 45/697 83/701 —a—

0.64 (0.52-0.79)
0.50 (0.35-0.72)

Heerspink et al. 2020, NEJM



EMPEROR-Reduced
(empagliflosiin)

EMPEROR-Reduced

Phase lll randomised double-blind placebo-controlled trial

Aim: To investigate the safety and efficacy of empaglifiozin versus placebo on top of guideline-
directed medical therapy in patients with heart failure with reduced ejection fraction

Population: 72D and non-12D, aged 218 years, chronic HF (NYHA class II-1V)

Study design'-3 Confirmatory endpoints'-2 N

Time to first event of adjudicated CV
death or adjudicated HHF

.............................................. Javed Butler

I COMPOSITE PRIMARY ENDPOINT

Empaglifilozin 10 mg gd + SOC*

EMPEROR-Reduced

LVEF <40% : SECONDARY ENDPOINTS :
* : Background and study design
3730 patients Placebo qd +SOC | « First and recurrent adjudicated HHF 9 y 9
. . | events
Median follow-up = 16 months + Slope of change in eGFR (CKD-EPI) from
(event-driven) : baseline

S$25: Empagliflozin for the treatment of chronic heart failure and a reduced ejection fraction in patients with and without
diabetes: new results of the EMPEROR-Reduced trial



Adjusted Mean Change from Baseline

in eGFR (ml/min/1.73m?)

EMPEROR-Reduced

Tulemused

Packer et al. 2020, NEJM

eGFR alanemise kiirus

0-
-1 \
' Placebo
\
-2 \
\
\
-3 .
-4
= 8
-6
Between-group difference in slope,
7] 1.73 ml per min per 1.73 m? per yr;
95% Cl, 1.10-2.37
P<0.001
-8
-5 — T T T T T
Base- 4 12 32 52 76 100

line Week

]
124

Kardiovaskulaarne surm voi hospitaliseerimine
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0.5+

of Events per Patient

Mean Number
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0.0+

siidamepuudulikkuse tottu

azard ratio, 0.70 (95% Cl, 0.58-0.85)
P<0.001

Placebo

_ 1 Empagliflozin
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Days since Randomization

Koik (esmane ja korduvad) hospitaliseerimised
siidamepuudulikkuse tottu

Hazard ratio, 0.75 (95% Cl, 0.65-0.86)
P<0.001

Placebo

_ - Empagliflozin

| | 1 |
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EMPEROR-Reduced'?2

DAPA-HF?

Age 218 years (Japan, age 220 years) at screening
Chronic HF NYHA class II-IV
HFrEF (LVEF <40%)
Elevated NT-proBNP

EF (%) NT-proBNP (pg/ml)
Patients without AF*
>36 to <40 22500
>31 to <35 >1000
<30 2600
<40% + HHF within 12 months >600
Further inclusion criteria apply
EMPEROR-Reduced

eGFR <20 ml/min/1.73 m?
or requiring dialysis

Age >i8 years
Chronic HF NYHA class II-1V
HFreF (LVEF <40%)

NT-proBNP 2600 pg/ml or NT-proBNP 2400 pg/ml in
patients with HHF within 12 months
Patients without AF!

Further inclusion criteria apply

DAPA-HF
eGFR <30 ml/min/1.73 m?
or rapidly declining renal function

*The cut o!f 1or patients with AF is doubled In EMPEROR-Reduced. 'In DAPA-HF patients with AF or amral flulter were required 1o have NT-proBNP 2200 pg/ml regardiess of history of HHF

See slides notes 1or gbbreviations

1. ClinicalTrals.gov. NCT03057977 (accessed Aug 2020); 2. Zannad F et al, ESC-HF 2018; poster P1755; 3. McMurray JJV et al. N Engl J Med, 2019;381(21):1995-2008




EMPEROR-Reduced
uuringu sonum

Kinnitab SGLT-2 inhibiitorite moju koigil sidamepuudulikkuse
patsientidel ja see ei soltu muust sidamepuudulikkuse ravist

Baseline diabetes status
Diabetes 200/927 265/929 e 0.72 (0.60-0.87)
No diabetes 161/936 197/938 ——] 0.78 (0.64-0.97)
Baseline use of MRA
No 118/557 132/512 b 0.76 (0.59-0.97)
Yes 243/1306 330/1355 — 0.75 (0.63-0.88)
Baseline use of ARNi
No 310/1523 369/1480 | 0.77 (0.66-0.90)
Yes 51/340 93/387 e 0.64 (0.45-0.89)
O.1|25 0.l25 OTS 1.0 2?0 4f0 8!0
-4 -

Packer et al. 2020, NEJM



SCORED ja SOLOIST-WHF
(sotagliflosiin)

Sotagliflosiin on SGLT2/SGLT1 inhibiitor

Uuringud I6petati enneaegselt sponsoreeriva ravimfirma

loobumise tottu 2020 | poolaastal

Vaiksema arvu siindmuste tottu muudeti primaarset

tulemusnaitajat

e Kardiovaskulaarne surm, esmased ja korduvad
hospitaliseerimised voi erakorralised visiidid sidamepuulikkuse
tottu



SCORED (sotagliflosiin

Key Inclusion Criteria

« T2D

| eGFR25-60 |

* 21 major CV risk
factor, or age 255
with 22 minor CV
risk factors

Screening
(1 to 4 weeks)

1:1 Randomization
(target n=10,500)

<« Screening Period

> =

Sotagliflozin End of
200 mg/d Study

Up-titration to 400 mg sotagliflozin or matching
placebo (2 tablets), if tolerated: Visit 3, 4, or 5

End of
Study

Placebo

Primary Endpoint
Total number of
events of
Hospitalization for
Heart Failure, Urgent
Heart Failure Visit,
and Cardiovascular
Death

Double-Blind Treatment/Follow-up Period

1 to 4 Weeks Randomization Visits Every 26 Weeks
< s 2 E
V1 V2 V3 v4 Vs Study
Wk -4 Wk 0 Wk4 Wk 8 Wk 26 Closeout

End of Study




Kardiovaskulaarne surm, infarkt, insult

14
SCORED enti
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144 Placebo e
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2 124 P o " o o . o ~
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g 104
§ 1 = S lifi
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SOLOIST-WHF (sotagliflosiin

Stabilization

* No oxygen
therapy for 24
hours

Key Inclusion

Criteria

« T2D

* | Admission
or urgent
HF visit
for WHF

« SBP2100and
no inotropes or
IV vasodilators
(except nitrates)

* Transitioning
from IV to oral
diuretics

* Elevated BNP or
n-terminal BNP

1:1
Randomization

Prior to or Within
3 Days of
Discharge

(n=1,222)

Sotagliflozin 5 End of
2 y
200 mg/d Study
(n=608)
Primary Endpoint

Total number of
events of
Hospitalization for
Heart Failure,

Up-titration to 400 mg sotagliflozin or matching
placebo (2 tablets), if tolerated: Visit 4, 5, 6, or 7

Urgent Heart
Placebo % End of Fallurg Visit, and
(n=614) Cardiovascular
Study Death

‘ Screening Period " . Double-Blind Treatment/Follow-up Period
Up to 14 Days Randomization Visits Every 4 Months End of Study
< = = S i
Vi V2 V3 V4 V5 Vé6 V7 Study FU
Screening Day 1 Wkl Wk2 Wk4 Month4  Month 8 Closeout



SOLOIST-WHF (sotagliflosiin

ulemused

SOLOIST-WHF 1222 patsienti, planeeritud 4000
Mediaan jalgimisaeg 9 kuud

Kardiovaskulaarne surm ja koik hospitaliseerimised
vOi erakorralised visiidid siidamepuulikkuse tottu

Events per 100 Patients

100+
90+
80+
70
60+
50+
40+
30
204

104 /.~

Placebo
»—J_J
‘,_J
o
0,67 »
4 /
// /» Sotagliflozin

Hazard ratio, 0.67 (95% Cl, 0.52-0.85)
P<0.001

T T T T 1
6 9 12 15 18

Months since Randomization

Kardiovaskulaarne surm ja esmane
hospitaliseerimine
siidamepuulikkuse tottu

100-
“i 0,71
— 804 )
é)—
o 70-
v]
g
<5 60+
é—' 50 Placebo
S S
= 40
=
S e
30 e
g Sotagliflozin
Y 204
104 Hazard ratio, 0.71 (95% Cl, 0.56-0.89)
O T T T T T J
0 3 6 9 12 15 18

Months since Randomization



SCORED ja SOLOIST-WHF
uuringute sOnum

* Sotagliflosiin on ohutu
* Eriparase korvaltoimena kdhulahtisus

e Sarnaselt teistele SGLT2 inhibiitoritele esineb moju
sidamepuudulikkusele

* Molemas uuringus moju sidamepuudulikkusele olemas ka sailunud
vasaku vatsakese funktsiooni korral

SOLOIST-WHEF:

LVEF
<50% 966 56.9 79.9 . 0.72 (0.56—0.94)
>50% 256 30.6 64.0 S 0.48 (0.27-0.86)
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(Jardiance) i

dapagliflosiin
(Forxiga) e

kanagliflosiin
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(Steglatro) s

sotagliflosiin
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SGLT2 inhibiitorid

Shilma
diabeedita

Shilma

3.11.2020 on Forxiga , ,
diabeedita

(dapagliflosiin) EL-is heaks
kiildetud sudamepuudulikkuse
raviks.



Ei maksa unustada glikeemilise
kontrolli tahtsust

* Parast perioodi 2003 — 2006 on diabeedi kompensatsiooni
saavutanud patsientide osakaal hakanud vahenema

e TUsistuste risk on hakanud taas suurenema

alajaseme amputatsioonid hiperglikeemia [6pp-astme neerupuudulikkus

Aged 18-44y Aged 45-64y Aged 265y
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Gregg et al., JAMA 2019



Mida toob 20217

 GRADE Study — efektiivseim 2. rea preparaat: I =T + (SU vs DPP4i vs

_ ?
GI:P 1 vs INS): o E@st/r )
* TriMaster — efektiivseim 3. rea preparaat: M/ 2 tiie Wiy ~SIT2i
Uljy,: 7Yhe
vs TZD)? diag,,o sp' it g
. : C Uk~ . ~€df
* Kroonilise neeruhaiguse naidustus ja suda/ " gs,hatalka/ara:'
SGLT2 inhibiitoritele? O”’/Z//yenozsand,-, !
« EMPEROR-preserved (empagliflosiin) — ka,MGO?}S/}. . o 6,
EF korral? & (/,004

>
* DELIVER (dapagliflosiin) — kas SGLT2i toimib normaalse L.QOQJP
* AMPLITUDE O (efpeglenatiid) — veel Gks GLP-1 agonist



Paradigm 715

Teekond taisautom

insuliini

oumba

aatse
ol

Minimed 640G Tslim X2
Inime . .
€650 MiniMed 670G
€5000+
First Generation Second Generation Third Generation
Very-Low-Glucose Hypoglycemia Hypoglycemia/ Automated Fully Automated Fully Automated
Insulin Off Pump Minimizer Hyperglycemia Basal/Hybrid Insulin Closed Multihormone
Pump shuts off Predictive hypo- Minimizer Closed Loop Loop Closed Loop
when user not glycemia causes Same product as Closed loop at all Manual meal-time
responding 1o alarms, followed #2 but with added times with meal- bolus eliminated
low-glucose alarm by reduction or feature allowing in- time manual-assist
cessation of insulin sulin dosing above bolusing
delivery before high threshold (e.g.
biood glucose 200 mg/dl)
gets low

Trevitt, et al., J Diabetes Sci Technol. 2016



Teekond taisautomaatse

101 last vanuses 6 — 13

Insuliinipump (t:slim X2

insulin) + sensor

(Dexcom G6)

Randomiseeriti (3:1):

1. + basaalinsuliini annust
kohandav algoritm

2. + automaatne insuliini
annustamise peatamine

Percentage of Time in Target Range

50+

80+

co{d /

50~

40
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20+

10+

704 A

04
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100+~
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Brown et al., NEJM 2020




HbA1c 7% ~ 8,5 mmol/I

Kas need patsiendid on samad?




HbAlc pole ideaalne, uus tdoriist
aeg eesmarkvahemikus (time in range,

& O hei Oider/High-Risk:
yp?)la ype Type 1 & Type 2
Target Targot
>250 Mo/l N <5% >250 mg/dL ‘
(13.9 mmoll) (13.9 mmoiiL) <‘°°"'
>180 mg/dL B
(10.0 mmek/L) 2% >180 mgleL
(10.0 mmoL.) <50%"

Target Range:
70-180 mg/dL >70%
{3.9-10.0 mmollL) Target Range:
70180 mgidL
(3.9-10.0 mmollL) il
<70 mg/dL (3.9 mmoliL) <4%"™
<54 mgidl. (3.0 mmoil) AN SRR -

Pregnancy:
Type 1
Diabetes’

Target

>140 mgldL <25%
(7.8 mmoliL)
Target Range:

63-140 mg/dl >70%
(3.5-7.8 mmoliL)

<63 mg/dL (3.5 mmollL) <4%"™

<54 mg/dL (3.0 mmol/L) <1%

 For age <25 yr., if e A1C goal is 7.5%, then set TIR tarpet 1o approximately 50%. (See Chnical Appications of
Time in Ranges section in the lext for addonal information regarding target goal sotting in pedistric management, )

1 Parcentages of time In ranges are based on Iimited evidence. More resaarch s needed

§ Percentages of time in ranges have not been included bacause there Is very Imiled evidence in his area. More
resaarch is needed. Please see Pragnancy saction in lext for more considenations oo targets for these groups,

* Includes percentage of values >250 mgidl (13.9 mmoit)
** Includes percentage of values <54 mg/dl (3.0 mmakL).

TR

Gestational & Type 2
Diabetes$

>140 mgidL
{7.8 mmollL)

Target Range:
63-140 mofdL
(3.5-7.8 mmollL)

<63 mg/dL (3.5 mmoll)
<54 mgidl. (3.0 mmoll)

Battelino et al., Dlabetes Care 2019




Aeg eesmarvahemikus — kas on oluline? @;

Richard Bergenstal
* Eelnevas on teada seos
diabeetilise retinopaatiaga " '
. ~ . MACE '=~=Severe hypoglycaemia
* DEVOTE uuringul pdhinev post 14
hoc anallitus (n=7637) § 12
* 8 punkti paevaprofiilid 1., 2. g 10
aasta ja uuringu ldpus 2 81
u. 6
Mida vahem veresuhkur s .
eesmargil, seda enam : | P -
kardiovaskulaarseid tiisistusi ja %0-100 80-90 70-80 60-70 50-60 40-30 3040 2030 10-20 <10

hupogliikeemiat

Percentage TIR (70-180 mg/dL)

Derived time-in-range is associated with MACE in type 2
diabetes: data from the DEVOTE trial. Bergenstal et al.



Kokkuvote

* SGLT?2 inhibiitorid kui ravimklass on valmis

* SGLT?2 inhibiitorid pole enam ainult diabeedi raviks
* Tehnika areneb, olla valmis

* Aeg eesmarkvahemikus — kasutatav tana ja kohe



